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Attaining and maintaining excellence in research is one of the objectives of the 

Faculty of Medicine because research yields better health care. Our Faculty researchers work 

with various medical fields together with colleagues within the University and various 

countries. It is necessary to foster these partnerships to help shape the world of medicine - 

from medical genetics to personalized medicine, non-invasive surgery and evidence-based 

preventive care.  

 

As the Dean of the faculty of Medicine, I am encouraging academic staffs and 

medical students, from basic sciences to clinical sciences to conduct scientific research to 

further enhance the safety and quality standards of healthcare not only in the Kingdom but 

also throughout the world. 

 

I am extending my sincere thanks to all those who have contributed in the process of 

making this work in the Vice Deanship for Postgraduate Studies and Research. 

 

 

 

 

 

 

 

Prof. Mahmoud Shaheen Al-Ahwal 

Dean, Faculty of Medicine 

King Abdulaziz University, Jeddah, KSA 
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The Vice Deanship for Postgraduate Studies and Research would like to express its 

sincere appreciation to all faculty members and medical students for their enormous 

contributions to attain excellence in the field of medical research.  

 

The Vice Deanship would also like to introduce to you this booklet which is a 

compilation of various medical research conducted by various departments under the Faculty 

of Medicine and University Hospital in King Abdulaziz University, Jeddah, Kingdom of 

Saudi Arabia. For the year 2015, the Vice Deanship has gathered a total of 382 medical 

researches. Our sources include personal submission of research form, PubMed, Web of 

Science, and Google Scholar. The Vice Deanship makes no claim for this booklet to be 

comprehensive. 

 

In addition, the Vice Deanship would like to acknowledge the support and devotion of 

the entire staff in making this report.  

 

 

 

 

 

 

 

Prof. Jaudah Al-Maghrabi 

Vice Dean for Postgraduate Studies and Research 

Faculty of Medicine 

King Abdulaziz University Jeddah 
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Department of Anatomy 
 

Head of Department 

بادواد محمد حسن محمد.  د.أ    

Members 
 

 ابرار فوزي محمد الهندي حامد بن عبد الرؤوف بن محمد علي محمد صالح
 أريج محمد ثابت الشهري عادل مصطفى عبد العزيز حسين

 شريفه مفرح علي العمري عبدالمنعم عبدالسلام محمد الحياني
لمحي طاشكنديعاصم جمال عبدالناصر عبدا محمد حسن محمد بادواد  

 عماد احمد محمد هندي إيمان حسين محمد عبد العال
 ملاك طلال محمد ملائكه جمال سعيد عبدالعزيز بدير
 مهند عبدالله عثمان الكسيح سعيد أحمد محمد زغلول
 ميرفت محمد عواد حلواني سمر محمد عمر السقاف

 نزار جمال صديق احمد كمال سهام كامل محمد أبو ناصف
يوسف نصر محمد نعيمأشرف   نسرين لطفي عبدالرحمن فيزو 

 رحمه سعيد الغامدي أميره علي حسن أحمد الحجاجي
 رؤى زهير صدقة عرب رشا عبدالرحمن محمد علي الشالي

 سعاد مبروك علي برادعي سعاد شاكر علي عبدالهادي
 عطية ناصر منصور القرني شريف محمد السيد حسن
س منصور عبدالواحد طاشكنديفار عزه ابراهيم محمد زكي  

 فوزية أحمد ترسن خوجه غادة عبدالحي عبدالحميد محمد
 محمد ابكر عمر عسوني مجدي محمد عمر الفرك

 موسى مهدي علي العرياني نسرين عبدالله حمزة راجح
 مؤيد محمد عبدالحميد الخطيب هشام نعمان عبدالرحيم مصطفى
الفتاح محمد نور التركستانيهاني عبد رائد محمود حمدي منصور عامر  

 هند الجويد سالم باقديم ربيع فتح الله علي إبراهيم

  حنان على أمين مصطفى

  همايون مبارك أمير علوي
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Research Title: 

Ameliorative potentials of a combination of fenugreek and 

alpha-tocopherol on cadmium induced testicular toxicity: an 

ultrastructural study 

Source: 

Folia Morphologica 

Via Medica 

Vol. 54, Issue 3, Page: 325-334 

ISSN: 1644-3284 

Month and Year of 

Publication: 
AUG 2015 

Impact Factor: 0.336 

Affiliated Department(s): Anatomy 

Author(s): Hussein AM, Mustafa HN, Badawoud MH 

Correspondent’s Email: n/a 

 

ABSTRACT 

 

Background: The current study aimed to elucidate the protective role of combined fenugreek 

and alpha-tocopherol against cadmium induced histopathological changes in the testes.  

 

Materials and methods: Thirty adult male albino rats divided into three equal groups 10 rats 

each. Group I is the control group. Group II received 5 mg/kg/day cadmium chloride. Group 

III received 5 mg/kg/day cadmium chloride and 150 mg/kg/day fenugreek and 100 mg/kg/day 

of alpha-tocopherol. The treatment of all groups was done by oral gavage for 60 consecutive 

days. The testes were removed and subjected to histopathological and ultrastructure study.  

 

Results: Rats exposed to cadmium showed severe histopathological changes in the testicular 

spermatogenic series, many vacuoles and multinucleated giant cells. Treatment with 

fenugreek and alpha-tocopherol partially improved the morphological changes, reduced tissue 

damage and rebuilt of the spermatogonia layer.  

 

Conclusions: Fenugreek and alpha-tocopherol might represent a promising medicinal 

combination to ameliorate the toxic effects of cadmium exposure. 
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Research Title: 

Antihyperglycemic effect of thymoquinone and oleuropein, 

on streptozotocin-induced diabetes mellitus in experimental 

animals 

Source: 

Pharmacognosy Magazine 

Medknow Publications & Media Pvt Ltd 

Vol. 11, Issue 44, Page: 251-257 

ISSN: 0976-4062 

Month and Year of 

Publication: 
OCT 2015 

Impact Factor: 1.258 

Affiliated Department(s): Anatomy 

Author(s): 

Sibghatullah Muhammad Ali Sangi, Mansour Ibrahim 

Sulaiman, Mohammed Fawzy Abd El-wahab, Elsamoual 

Ibrahim Ahmedani, Soad Shaker Ali 

Correspondent’s Email: doctor_sangi@yahoo.com 

 

ABSTRACT 

 

Background: Diabetes mellitus is one of the most important diseases related with 

endocrines. Its main manifestation includes abnormal metabolism of carbohydrates and lipids 

and inappropriate hyperglycemia that is caused by absolute or relative insulin deficiency. It 

affects humankind worldwide. 

 

Objectives: Our research was aimed to observe antihyperglycemic activity of thymoquinone 

and oleuropein. 

 

Materials and Methods: In this study, rats were divided into six groups, 6 rats in each. 

Diabetes was inducted by streptozotocin (STZ). The level of fasting blood glucose was 

determined for each rats during the experiment, doses of thymoquinone and oleuropein (3 

mg/kg and 5 mg/kg) for both, were injected intraperitoneal. Pancreatic tissues were 

investigated to compare β-cells in diabetic and treated rats. 

 

Result and Conclusion: It was found that thymoquinone and oleuropein significantly 

decrease serum Glucose levels in STZ induced diabetic rats. 
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Research Title: 

Can Mineral Trioxide Aggregate And Nanoparticulate 

Endosequence Root Repair Material Produce Injurious 

Effects To Rat Subcutaneous Tissues? 

Source: 

Journal of Endodontics 

Elsevier Science Inc 

Vol. 41, Issue 7, Page: 1151-1156 

ISSN: 1878-3554 

Month and Year of 

Publication: 
JUL 2015 

Impact Factor: 3.375 

Affiliated Department(s): Anatomy 

Author(s): Wafaa A Khalil, Siham K Abunasef 

Correspondent’s Email: Wafa_Endo@Hotmail.Com 

 

ABSTRACT 

 

Introduction: The aim of this study was to evaluate the injurious effects of mineral trioxide 

Aggregate (MTA) and EndoSequence Bioceramic Root Repair Material (ERRM; Brassler 

USA, Savannah, GA) 7 and 30 days after their implantation into rat subcutaneous tissues. 

 

Methods: Twelve Wistar rats were selected for the present study. Each animal received 3 

implants: one contained MTA, one contained ERRM, and one was an empty tube that served 

as a control. Half of the animals were killed after 7 days, and the remaining animals were 

killed 30 days after implantation. Histologic sections prepared from the skin specimens were 

stained with H&E, toluidine blue, Masson trichrome, and Congo red. The data were 

statistically analyzed with 1-way analysis of variance and paired t tests. The P value for 

significance was set at .05. 

 

Results: After 7 days, MTA produced a significantly greater inflammatory reaction that 

involved the deposition of amyloidlike protein and an increase in the mast cell population 

compared with ERRM (P < .05). After 30 days, the ERRM group exhibited significantly 

reduced inflammatory reactions compared to the MTA groups (P < .05). Areas of 

mononuclear cell aggregation, abscess formation, and necrosis were observed more 

frequently in the MTA group. The thickness of the fibrous capsule was significantly 

increased in the MTA compared with the ERRM groups (P < .05). Amyloidlike proteins were 

more frequently observed around the fibrous capsule and subdermal blood vessels and were 

more frequently deposited in the MTA than the ERRM specimens. 

 

Conclusions: The findings of the present study suggest that both ERRM and MTA cause an 

injurious effect when implanted in rat subcutaneous tissues after 7 and 30 days. ERRM is 

significantly less injurious to tissues than MTA. 
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Research Title: 
Can Raisins Ameliorate The Hypercholesterolaemia-Induced 

Cardiac Affection? 

Source: 

Folia Morphologica 

Via Medica 

Vol. 74, Issue 1, Page: 106-117 

ISSN: 1644-3284 

Month and Year of 

Publication: 
FEB 2015 

Impact Factor: 0.524 

Affiliated Department(s): Anatomy 

Author(s): Ga Abdel-Hamid, Nn Ayuob 

Correspondent’s Email: Ghada169@Hotmail.Com 

 

ABSTRACT 

 

Raisins were investigated for their protective role on cardiac muscle both biochemically and 

histopathologically in high cholesterol diet (HCD)-fed rats. Wister male rats were randomly 

divided into four groups (n = 10): control, raisin-fed, HCD-fed and HCD-raisin fed group. 

Animals were anaesthetized after 13 weeks. Hearts were dissected and processed for 

histopathological examination. Raisins administration with HCD significantly decreased the 

animals' blood glucose, insulin, cholesterol, triglycerides, and low density lipoprotein levels; 

while increased their high density lipoprotein levels compared with rats fed HCD alone. They 

also decreased cardiomyocytes' degeneration, cellular infiltration, haemorrhages and blood 

vessels affection. Raisins reduced fibrosis by decreasing the immuno-expression of alpha 

smooth muscle actin marker, whereas they significantly increased the immuno-expression of 

endothelial nitric oxide synthase. Raisins showed a cardioprotective effect and were able to 

alleviate the biochemical and the histopathological changes induced by the HCD. 

Consumption of raisins or their pharmaceutical product should be recommended specially for 

those eating a high-fat diet. 
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Research Title: 
Chemosensitizing and nephroprotective effect of resveratrol 

in cisplatin -treated animals. 

Source: 

Cancer Cell International 

Biomed Central Ltd 

Vol. 15, Issue 6, Page: 1-8 

ISSN: 1475-2867 

Month and Year of 

Publication: 
FEB 2015 

Impact Factor: 1.989 

Affiliated Department(s): Anatomy; Pharmacology 

Author(s): 
Osman AM, Telity SA, Damanhouri ZA, Al-Harthy SE, Al-

Kreathy HM, Ramadan WS, Elshal MF, Khan LM, Kamel F 

Correspondent’s Email: n/a 

 

ABSTRACT 

 

Background: Cisplatin (CIS) is one of the most effective anticancer drug used in the 

treatment of several solid tumors. Its use is limited by its nephrotoxicity. The present study 

was designed to assess the role of a natural product resveratrol (RSVL) on sensitization of 

mammary carcinoma (Ehrlich ascites carcinoma) to the action of CIS and the possible 

protective effect against CIS-induced nephrotoxicity in rats.  

 

Methods: The percent survival of female tumor bearing mice was used for determination the 

cytotoxic activity of CIS in the presence or the absence of RSVL. Uptake and cell cycle 

effect, serum creatinine (CREA), blood urea nitrogen (BUN), Reduced Glutathione (GSH) 

and histopatholgical examination of kidney tissues after CIS and/or RSVL therapy were also 

investigated.  

 

Results: RSVL increased the intracellular level of CIS in EAC cells and there was a strong 

correlation between the high cellular level of CIS and its cytotoxicity. CIS at a dose level of 5 

mg/kg increased the mean survival time of female tumor bearing mice to 25 days compared 

with 17 days for tumor-bearing control mice. Administration of RSVL at a dose level of 25 

mg/kg simultaneously with CIS increased the mean survival time to 48 days with 60% 

survival of the tumor-bearing animals. Cell cycle analysis of tumor cells showed that CIS 

treatment decreases the proliferation index of tumor cells while in presence of RSVL there 

was more significant inhibitions. Also, CIS treatment caused increase in level of creatinine 

and blood urea with significant decrease in the GSH level. While, in the presence of RSVL, 

level of creatinine and blood urea restored to control level.  

 

Conclusion: This study suggests that RSVL could increase the cytotoxic activity of CIS and 

protect against its nephrotoxicity. 
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Research Title: 
Dimethylsulfoxide excerbates cisplatin-induced cytotoxicity 

in Ehrlich ascites carcinoma cells 

Source: 

Cancer Cell International 

Biomed Central Ltd 

Vol. 15, Page: 104-108 

ISSN: 1475-2867 

Month and Year of 

Publication: 
OCT 2015 

Impact Factor: 2.766 

Affiliated Department(s): Anatomy; Pharmacology 

Author(s): 

Abdel-Moneim M Osman, Ali A Alqahtani, Zoheir A 

Damanhouri, Sameer E Al-Harthy, Mohamed F ElShal, 

Wafaa S Ramadan, Fatemah Kamel, Mohamed AM Osman, 

Lateef M Khan 

Correspondent’s Email: moneimosman@hotmail.com 

 

ABSTRACT 

 

Background: Cisplatin (CIS) is a potent antineoplastic agent with high therapeutic efficacy 

against many kinds of tumors. Its use is limited by its nephrotoxicity. The aim of this work 

was to minimize cisplatin effective dose and the possible reduction of its severe side effects. 

The present study was designed to assess the role of sulfur containing agent dimethyl 

sulfoxide (DMSO) on sensitization of mammary carcinoma, Ehrlich ascites carcinoma 

(EAC), to the action of cisplatin and at the same time the possible protective effect against 

cisplatin induced nephrotoxicity in experimental animals.  

 

Methods: To evaluate these effects we have explored the cisplatin effect on the survival time 

of tumor-bearing animals, tumor weight, cisplatin cellular uptake, apoptosis induction and 

cell cycle distribution and renal function in presence and absence of DMSO.  

 

Results: Cisplatin at dose of 4.5 mg/kg increased the mean survival time of tumor bearing 

mice to 37 days compared with tumor bearing control mice. Pretreatment of tumor bearing 

mice with DMSO 50 % (2 ml/kg equal to 1 gm/kg) 2 h. before cisplatin showed a significant 

increase in their mean survival time 43 days compared to cisplatin treated animals. DMSO 

pretreatment retained rat's serum urea and creatinine levels to normal compared to animals 

treated with cisplatin alone.  

 

Conclusion: DMSO pretreatment enhanced the cytotoxic activity of cisplatin against the 

growth of EAC in vivo and showed protective effects against cisplatin-induce nephrotoxicity. 
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Research Title: 

Does allicin combined with vitamin B-complex have 

superior potentials than α-tocopherol alone in ameliorating 

lead acetate-induced Purkinje cell alterations in rats? An 

immunohistochemical and ultrastructural study 

Source: 

Folia Morphologica 

Via Medica 

Vol. 2015, Page: 1-27 

ISSN: 0015-5659 

Month and Year of 

Publication: 
SEPT 2015 

Impact Factor: 0.336 

Affiliated Department(s): Anatomy 

Author(s): Hesham N Mustafa, Adel M Hussein 

Correspondent’s Email: hesham977@hotmail.com 

 

ABSTRACT 

 

Background: The current article aims to explore the protective potentials of α-tocopherol 

alone and the combination of allicin and vitamin B-complex against lead-acetate 

neurotoxicity on the cerebellar cortex. 

 

Materials And Methods: Forty rats were divided into four groups (n=10). Group 1 was the 

control group. Group 2 received 10 mg/kg body weight (BW) of lead acetate. Group 3 was 

exposed to 10 mg/kg BW of lead acetate plus a combination of allicin (100 mg/kg BW) and 

vit. B-complex (40 mg/kg BW). Group 4 was administered lead acetate (10 mg/kg BW) and 

α-tocopherol (100 mg/kg BW). The animals received treatment for sixty days by oral gavage. 

All the groups were studied ultrastructurally and immunohistochemically with glial fibrillary 

acidic protein (GFAP). 

 

Results: The affected groups revealed shrunken and degenerated Purkinje cells with irregular 

nuclei. The cytoplasm comprised several lysosomes, unhealthy mitochondria, and dilated 

Golgi saccules. The myelinated nerve fibers demonstrated breaking of the myelin sheaths, 

apparent vacuoles, and broad axonal spaces. Immunohistochemically, there was a tremendous 

surge in GFAP-positive astrocytes in the lead acetate-treated group. These histological and 

ultrastructural variations were ameliorated by the administration of α-tocopherol and the 

combination of allicin and vit. B complex. Moreover, an apparent decrease in the number of 

GFAP-positive astrocytes was obvious in the protected groups. 

 

Conclusions: Although both α-tocopherol and the combination of allicin and vit. B-complex 

can be used as possible adjuvant therapies to ameliorate nervous system ailments attributable 

to lead acetate, α-tocopherol showed more protective potential. 
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Research Title: 

Does the maternal age affect the mesenchymal stem cell 

markers and gene expression in the human placenta? What is 

the evidence? 

Source: 

Tissue and Cell 

Elsevier B.V. 

Vol. 47, Issue 4, Page: 406-419 

ISSN: 0040-8166 

Month and Year of 

Publication: 
AUG 2015 

Impact Factor: 1.252 

Affiliated Department(s): Anatomy 

Author(s): Saleh Al-Karim, Nasra Naeim Ayuob, Soad Shaker Ali 

Correspondent’s Email: nasraayuob@gmail.com 

 

ABSTRACT 

 

Background: Although the human placenta is considered medical wastes, it has become a 

main source of stem cells. Due to their easy isolation, ability to resist immune rejection and 

ability to differentiate into different types of adult cells, placental stem cells are considered 

superior to other stem cells. 

 

Objectives: This study aimed to assess the impact of the maternal age on the expression of 

mesenchymal stem cell (MSC) markers CD105 and CD29 in different areas of a term human 

placenta and to identify the differential expression of these markers in different placental 

areas. 

 

Subjects and methods: In this comparative cross sectional study, one hundred term 

placentas were collected after delivery from healthy mothers divided into five groups 

according to their age. Placentas were processed to assess both immune- and gene-expression 

of CD105 and CD29 surface antigen markers. Data of the different studied age groups was 

compared using the Statistical Package of Social Science (SPSS) software. 

 

Results: CD105 and CD29 immunoexpression in decidua basalis, fetal membrane and 

placental villi showed significant negative correlations with the maternal age. CD105- and 

CD29-positive MSCs were significantly abundant in the decidua basalis and placental villi. 

Real-time polymerase chain reaction results were consistent with those of the 

immunohistochemical study. 

 

Conclusion: Labeling the placenta-driven MSCs with the specific area from which the cells 

were taken as well as the mother's age is advised and could be helpful in controlling the 

quality of the cell banks as well as the favorable outcome of the therapeutic applications. 
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Research Title: 
Effect of Diabetes on Skin and Brown Fat of Rat 

Macrosomic Fetuses: Histological and Histochemical Study 

Source: 

Cytologia 

Univ Tokyo Cytologia 

Vol. 80, Issue 1, Page: 101-110 

ISSN: 0011-4545 

Month and Year of 

Publication: 
MAR 2015 

Impact Factor: 0.205 

Affiliated Department(s): Anatomy 

Author(s): 
Noor Ahmed Mubarak Ben Zakar, Soad Shaker Ali, Nasra 

Naeim Ayuob, Fatma Al Qudsi, Saleh Karim 

Correspondent’s Email: nasraayuob@gmail.com 

 

ABSTRACT 

 

Fetal macrosomia is one of the major clinical problems that carry health hazards for both 

mother and fetus. Diabetic mothers with mild hyperglycemia or gestational diabetes are at a 

high risk of having macrosomic babies. This study aimed to describe the cellular changes of 

skin and brown fat of macroscomic fetuses born to mildly diabetic rats. This experimental 

study used 36 adult female rats divided into control (n=12) and experimental (n=24) groups. 

The latter were injected intra-peritoneally with Alloxan (100 mg/kg) and animals with blood 

glucose (130-250)mg/mL (n=16) were designated as diabetic and were housed with known 

fertile males. On day 21 of gestation, pregnant females were sacrificed and fetuses were 

weighted and processed for histological and histochemical examination. A significant 

increase in body weight of macrosomic fetuses born to diabetic mothers (6.6+/-0.37) was 

recorded. Mean dermal thickness (7.9+/-0.2) and brown fat mass (451.8+/-11.2) were 

significantly increased (p=0.004 and p=0.04) in macrosomic fetuses. Brown fat adipocytes 

showed earlier transformation into white fat adiopocytes. Lipid and polysaccharide 

accumulation as well as significant cell proliferation were observed in both tissues of 

macrosomic fetuses. Increased thickness of skin and mass of fat brown fat of macrosomic 

fetuses of mild diabetic rats could be attributed to increased deposition of polysaccharides 

and lipids as well proliferation of their cells. 
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Research Title: 

Effect of metformin and pioglitazone on beta-catenin and 

biochemical markers in sitagliptin-induced pancreatitis in 

diabetic rats 

Source: 

International Journal of Diabetes in Developing Countries 

Springer India 

Vol. 35, Issue 3, Page: 332-339 

ISSN: 1998-3832 

Month and Year of 

Publication: 
SEPT 2015 

Impact Factor: 0.343 

Affiliated Department(s): Anatomy; Pharmacology 

Author(s): 
Hussam AS Murad, Hamid A Saleh, Gamal S Abdulaziz, 

May A Abdulsattar, Soad S Ali 

Correspondent’s Email: muradha2000@yahoo.com 

 

ABSTRACT 

 

This study was designed to investigate effect of metformin or pioglitazone on beta-catenin 

and biochemical indicators in sitagliptin-induced pancreatitis. Type 2 diabetes mellitus was 

induced by high-fat diet/low-dose streptozotocin. Six groups (n = 8) were used: diabetic 

control group and five treated groups given, for 6 weeks by oral gavage, metformin (100 

mg/kg/day), pioglitazone (20 mg/kg/day), sitagliptin (30 mg/kg/day), metformin + sitagliptin 

(MS), and pioglitazone + sitagliptin (PS). Body weight (BW) and biochemical parameters 

(fasting blood sugar (FBS), glycated hemoglobin (HbA1c), insulin, total cholesterol (TC), 

triglycerides (TG), malondialdehyde (MDA), and amylase) were measured. Pancreatic 

sections were examined using hematoxylin and eosin staining and immunohistochemical 

staining for beta-catenin protein. Only pioglitazone significantly increased BW. All 

treatments significantly decreased FBS, HbA1c, TC, TG, MDA, and amylase minimally with 

sitagliptin and maximally with combination therapies. Moreover, all treatments significantly 

increased insulin except pioglitazone which showed a nonsignificant decrease. Both 

metformin and pioglitazone ameliorated the diabetic-induced changes while sitagliptin-

treated rats showed signs suggestive of pancreatitis. Sitagliptin failed to inhibit the 

inappropriately increased beta-catenin expression predisposing for pancreatitis but helping 

regenerate streptozotocin-damaged islets. Metformin and pioglitazone alone or combined 

with sitagliptin decreased the inappropriate beta-catenin expression. In conclusion, the 

decrease in beta-catenin seems to be involved in reversal of sitagliptin-associated pancreatitis 

by metformin or pioglitazone. The better regeneration of islets with metformin and 

pioglitazone, than sitagliptin, may be due to better effectiveness in controlling diabetes. 

Sitagliptin should be used in combination with metformin or pioglitazone. Further studies are 

needed to determine mechanisms underlying role of Wnt/beta-catenin in regeneration of islets 

and exocrine pancreas. 
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ABSTRACT 

 

Objectives: Nicotine and caffeine have been shown to be a reproductive toxicant in animals 

and are associated with risk of cancer. The objective of this study was to evaluate the 

combined effect of these two drugs on rat prostate histology and serum testosterone level. 

 

Settings: King Fahad Medical Research Center, King Abdulaziz University, Jeddah, Saudi 

Arabia. Design: Experimental study, animals were injected with 100 mg/kg bw of caffeine by 

intra peritoneal injection daily for one month, concomitantly nicotine was injected at 10 

mg/kg bw three times /week by subcutaneous injection. Effect on rats' body weight, 

histological changes in the prostate, and on serum testosterone level were observed. 

 

Results: Nicotine at the tested dose causes increased interacinar space with reduction in 

stromal tissue (loose stroma), and also many congested blood vessels were noted in the 

stroma. The acini themselves become dilated and thin-walled with poorly infolded mucosa 

and reduction in the height of epithelial lining with flattened columnar cells. An increase in 

testosterone level was also noted with both the group treated with caffeine alone and with the 

group treated with both drugs with no significant effect on alanine transaminase or 

cholesterol. 

 

Conclusion: At the used dose, nicotine caused toxic effects in male rat prostate that can be 

antagonized by concomitant treatment with caffeine. 
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ABSTRACT 

 

New Findings:  

What is the central question of this study? Does chronic administration of nicotine by 

different routes affect gastric hormonal secretions and morphology in rats? What is the main 

finding and its importance? Chronic nicotine administration increased levels of gastrin, 

ghrelin and histamine but decreased prostaglandin E2 . Nicotine administered orally and by 

inhalation had a marked negative impact on the histological structure of the gastric mucosa 

compared with intraperitoneal administration. The negative impact of nicotine administration 

on gastric structure was associated with an increased concentration of gastrin and decreased 

prostaglandin E2 , which might be the cause of gastric/peptic ulcers in heavy smokers. The 

increase in ghrelin concentration and its effect following chronic nicotine administration 

needs further investigation. The aim was to assess the effects of different routes of chronic 

nicotine administration on gastric morphology and hormonal secretion; mainly gastrin, 

ghrelin, histamine and prostaglandin E2 (PGE2 ). Forty adult male albino rats were randomly 

assigned into four groups (10 rats per group), treated for 21 days as follows: control group 

(given standard rat pellets and water only); oral nicotine-treated group [50 μg (ml drinking 

water)(-1) ]; intraperitoneal nicotine-treated group [0.5 mg (kg body weight)(-1) ]; and 

inhaled nicotine-treated group [0.5 mg (kg body weight)(-1) ]. Concentrations of gastrin, 

ghrelin, PGE2 and histamine in serum and gastric tissue homogenates were assessed using 

ELISA kits. Stomach fundus was processed for histopathology and immunohistochemistry 

using light and electron microscopy. Different routes of chronic nicotine administration 

resulted in a significant increase in serum and gastric homogenate gastrin and ghrelin 

concentrations and a significant decrease in serum and homogenate PGE2 concentrations 

compared with the control group. Moreover, nicotine administration via oral and inhalation 

routes caused gastric erosion, transformation of peptic cells into the mucous variety, a 

significant increase in parietal cell numbers and an increase in expression of gastrin. In 

conclusion, the negative impact of nicotine administration on gastric structure that is 

associated with an increased concentration of gastrin and decreased concentration PGE2 

might be the leading cause of gastric/peptic ulcers in heavy smokers. The increased ghrelin 

concentration and its effect following nicotine chronic administration needs further 

investigation. Based on these findings, we suggest that the alteration in gastric structure 

following chronic administration of nicotine can be prevented by reducing gastrin secretion 

and/or targeting its receptors. 
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ABSTRACT 

 

Objective: To assesses the effects of long term exposure to low dose of acrylamide (0.4 µg 

/g) in post-weaning Sprague-Dawley rats on the structure of the reproductive organ as well 

as DNA integrity. 

 

Methods: The histological changes in the male and female reproductive organs the 

morphological changes in sperms as well as the genotoxic effect of acrylamide were 

assessed. The effect acrylamide on pregnancyoutcome was evaluated.  

 

Results: Testes of acrylamide-fed rats showed decreased number of seminiferous 

tubules containing mature sperms and degenerative changes in sperm germ cell layers. 

Some sperms of epididymal cauda showed head deformity. In female, acrylamide included 

cystic ovarian changes, degenerative changes of zona pelluida, granulosa cells and oocytes. 

Post implantation loss and decrease in the number of full term fetuses were detected. 

Resorption sites showed necrotic fetal tissue with vacuolation of amniotic cells. 

 

Conclusion: Acrylamide cause harmful effect on the reproductive organ structure, fertility 

and cause extensive DNA damage in peripheral blood lymphocytes. 
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ABSTRACT 

 

Introduction: Although the human umbilical cord (UC) has been previously considered a 

medical waste, its use as a main source of fetal stem cells for regenerative medicine 

applications has increased over the past few years. The aim of the study was to assess the 

impact of the maternal age on the expression of mesenchymal stem cells (MSC) markers 

CD105 and CD29 in the different areas of human UC.  

 

Material and methods: In this comparative cross sectional study, one hundred term UCs 

from five maternal age groups (20-45 years) were collected after delivery from healthy 

mothers and were processed to assess both immuno-and gene expression of CD105 and 

CD29 surface antigen markers using immunohistochemical and RT-PCR techniques.  

 

Results: The immunoexpression of CD105 and CD29 in the amniotic membrane (AM) and 

Wharton's jelly (WJ), the umbilical artery (UA) and the umbilical vein (UV) showed 

significant negative correlation with the maternal age (p < 0.001). Reduced amount of cells as 

well as the studied MSC markers and their gene expression levels were documented in older 

age mothers. CD105-positive MSCs were more abundant in the UA, whereas CD29-positive 

MSCs were more abundant in the AM and WJ.  

 

Conclusion: The decreased expression of CD105 and CD29 MSCs markers with age 

suggests that selective isolation of MSCs from Wharton's jelly, umbilical artery or umbilical 

vein of younger mothers should be recommended. 
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ABSTRACT 

 

Marine sponges are found to be a rich source of bioactive compounds which show a wide 

range of biological activities including antiviral, antibacterial, and anti-inflammatory 

activities. This study aimed to investigate the possible anti-inflammatory, antioxidant and 

immunomodulator effects of the methanolic extract of the Red Sea marine sponge 

Xestospongia testudinaria. The chemical composition of the Xestospongia testudinaria 

methanolic extract was determined using Gas chromatography-mass spectroscopy (GC-MS) 

analysis. DPPH (2, 2-diphenyl-1-picryl-hydrazyl) was measured to assess the antioxidant 

activity of the sponge extract. Carrageenan-induced rat hind paw edema was adopted in this 

study. Six groups of rats were used: group1: Control, group 2: Carrageenan, group 3: 

indomethacin (10mg/kg), group 4-6: Xestospongia testudinaria methanolic extract (25, 50, 

and 100 mg/kg). Evaluation of the anti-inflammatory activity was performed by both 

calculating the percentage increase in paw weight and hisopathologically. Assessment of the 

antioxidant and immunomodulatory activity was performed. GC-MS analysis revealed that 

there were 41 different compounds present in the methanolic extract. Sponge extract 

exhibited antioxidant activity against DPPH free radicals. Xestospongia testudinaria 

methanolic extract (100 mg/kg) significantly decreased % increase in pawweightmeasured at 

1, 2, 3 and 4 h after carrageenan injection. Histopathologically, the extract caused a marked 

decrease in the capillary congestion and inflammatory cells infiltrate. The extract decreased 

paw malondialdehyde (MDA) and nitric oxide (NO) and increased the reduced glutathione 

(GSH), glutathione peroxidase (GPx), and catalase (CAT) activity. It also decreased the 

inflammatory cytokines, tumor necrosis factor-alpha (TNF-alpha), interleukin-1 beta(IL-1 

beta) and IL-6. The results of this study demonstrated the antiinflammatory, antioxidant, and 

immunomodulatory effects of the methanolic extract of the Red Sea sponge Xestospongia 

testudinaria (100 mg/kg). 
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ABSTRACT 

 

Compelling evidence indicates that a-synuclein (alpha syn) aggregation plays a central role in 

the pathogenesis of Parkinson's disease (PD) and other synucleinopathies. Identification of 

compounds that inhibit or reverse the aggregation process may thus represent a viable 

therapeutic strategy against PD and related disorders. Ginseng is a well-known medicinal 

plant that has been used in East Asia for more than two thousand years to treat several 

conditions. It is now understood that the pharmacological properties of ginseng can be 

attributed to its biologically active components, the ginsenosides, which in turn have been 

shown to have neuroprotective properties. We therefore sought to determine for the first time, 

the potential of the most frequently used and studied ginsenosides, namely Rg1, Rg3 and 

Rb1, as anti-amyloidogenic agents. The effect of Rg1, Rg3 and Rb1 on alpha-syn aggregation 

and toxicity was determined by an array of biophysical, biochemical and cell-culture-based 

techniques. Among the screened ginsenosides, only Rb1 was shown to be a potent inhibitor 

of alpha-syn fibrillation and toxicity. Additionally, Rb1 exhibited a strong ability to 

disaggregate preformed fibrils and to inhibit the seeded polymerization of alpha-syn. 

Interestingly, Rb1 was found to stabilize soluble non-toxic oligomers with no (beta-sheet 

content, that were susceptible to proteinase K digestion, and the binding of Rb1 to those 

oligomers may represent a potential mechanism of action. Thus, Rb1 could represent the 

starting point for designing new molecules that could be utilized as drugs for the treatment of 

PD and related disorders. 
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ABSTRACT 

 

Introduction: Few oral antidiabetic drugs have been evaluated for their reproductive 

complication. This study aimed to evaluate the effect of metformin, pioglitazone and 

sitagliptin on the structure of male reproductive system through an immunohistopathological 

study.  

 

Material and methods: Sprague-Dawley male rats were injected with streptozotocin. The 

diabetic rats were divided into four groups (n = 8/each group); diabetic control, metformin-, 

pioglitazone- and sitagliptin-treated groups in addition to a normal control group (n = 8). At 

the end of the experiment, blood samples were collected for biochemical assessment. Testis, 

epididymis and seminal vesicle were dissected and processed for histopathological 

examination using routine and immune-staining.  

 

Results: All drugs significantly (p < 0.05) decreased fasting blood glucose, glycated 

hemoglobin, total cholesterol, triglycerides and malondialdehyde compared to the diabetic 

control group. Metformin has induced the least pathologic changes on the structure of the 

testis, epididymis and seminal vesicle among the studied drugs. Metformin succeeded to 

restore weights of testis, epididymis and seminal vesicle as well as testosterone hormone 

level back to values of the NC group while the pioglitazone and sitagliptin failed to do that. A 

significant reduction (p < 0.05) in testicular ER alpha and ER beta immunoexpression of 

pioglitazone-treated group as well as suppression of ER beta and AR immunoreactivity in in 

epididymus and seminal vesicles of pioglitazone-and sitagliptin-treated rats were observed 

compared to the control animals.  

 

Conclusions: Histological structure as well ER and AR expression in the system organs were 

negatively and significantly affected with all studied drugs. Metformin has the least effect on 

the structure of the studied male reproductive organs. Thus, pioglitazone and sitagliptin 

treatment should be avoided in young male diabetic patients. 
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ABSTRACT 

 

Lycopene supplementation decreases oxidative stress and exhibits beneficial effects on bone 

health, but the mechanisms through which it alters bone metabolism in vivo remain unclear. 

The present study aims to evaluate the effects of lycopene treatment on postmenopausal 

osteoporosis. Six-month-old female Wistar rats (n = 264) were sham-operated (SHAM) or 

ovariectomized (OVX). The SHAM group received oral vehicle only and the OVX rats were 

randomized into five groups receiving oral daily lycopene treatment (mg/kg body weight per 

day): 0 OVX (control), 15 OVX, 30 OVX, and 45 OVX, and one group receiving alendronate 

(ALN) (2 μg/kg body weight per day), for 12 weeks. Bone densitometry measurements, bone 

turnover markers, biomechanical testing, and histomorphometric analysis were conducted. 

Micro computed tomography was also used to evaluate changes in microarchitecture. 

Lycopene treatment suppressed the OVX-induced increase in bone turnover, as indicated by 

changes in biomarkers of bone metabolism: serum osteocalcin (s-OC), serum N-terminal 

propeptide of type 1 collagen (s-PINP), serum crosslinked carboxyterminal telopeptides (s-

CTX-1), and urinary deoxypyridinoline (u-DPD). Significant improvement in OVX-induced 

loss of bone mass, bone strength, and microarchitectural deterioration was observed in 

lycopene-treated OVX animals. These effects were observed mainly at sites rich in trabecular 

bone, with less effect in cortical bone. Lycopene treatment down-regulated osteoclast 

differentiation concurrent with up-regulating osteoblast together with glutathione peroxidase 

(GPx) catalase (CAT) and superoxide dismutase (SOD) activities. These findings 

demonstrate that lycopene treatment in OVX rats primarily suppressed bone turnover to 

restore bone strength and microarchitecture. 
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ABSTRACT 

 

Natural products were studied to combat reproductive alterations of lead. The current work 

aimed to disclose the efficacy of Chlorella vulgaris and Zingiber officinale to alleviate lead 

acetate induced toxicity. Sixty adult male Wistar rats were distributed into four groups. 

Group 1 was considered control, group 2 received 200 mg/l PbAc water, group 3 received 50 

mg/kg/rat of C. vzilgaris extract and 200 mg/l PbAc water, and group 4 received 100 

mg/kg/rat of Z. officinale and 200 mg/l PbAc water for 90 days. Testis samples were 

subjected to ultrastructural examination. It was observed that PbAc caused degenerative 

alterations in the spermatogenic series in many tubules, with a loss of germ cells and vacuoles 

inside the cytoplasm and between the germ cells. Mitochondria exhibited ballooning, with 

lost cristae and widening of the interstitial tissue, while nuclear envelopes of primary 

spermatocytes were broken up, and axonemes of the mid-pieces of the sperms were distorted. 

with the treatment with C. vulgaris or Z. officinale, there were noticeable improvements in 

these modifications. It was concluded that both C. vulgaris and Z. officinale represent 

convincing medicinal components that may be used to ameliorate testicular toxicity in those 

exposed to lead in daily life with superior potentials revealed by C. vulgaris due to its 

chelating action. 
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ABSTRACT 

 

Objective: The study aims to evaluate the protective effects of coenzyme Q10 (CoQ10) and 

Cynara scolymus L (CS) on doxorubicin (dox)-induced toxicity.  

 

Materials and Methods: Sixty male rats were divided into six groups. Group 1 as a control. 

Group 2 received dox (10 mg/kg) intraperitoneally. Group 3 received CoQ10 (200 mg/kg). 

Group 4 received CS (500 mg/kg). Group 5 received CoQ10 (200 mg/kg) and dox (10 

mg/kg). Group 6 received CS (500 mg/kg) and dox (10 mg/kg). The rats were then evaluated 

biochemically and immunohistochemically.  

 

Results: Dox produced a significant deterioration of hepatic and renal functional parameters. 

Moreover, an upsurge of oxidative stress and nitrosative stress markers. The expression of 

alpha-smooth muscle actin (alpha-SMA) was increased and proliferating cell nuclear antigen 

(PCNA) expression was decreased. Administration of CoQ10 and CS resulted in a significant 

improvement of hepatic and renal functional parameters, and an improvement of both alpha-

SMA and PCNA.  

 

Conclusion: It is concluded that pretreatment with CoQ10 and CS is associated with up-

regulation of favorable protective enzymes and down-regulation of oxidative stress. That can 

be advised as a supplement to dox-treated patients. 
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ABSTRACT 

 

Background: Diabetic nephropathy (DN) is the leading cause of end-stage renal disease. The 

aim of the current study is to investigate the possible beneficial effects of Hyphaene thebaica 

in DN. 

 

Materials And Methods: For this, 50 male albino rats were divided into five groups: group I 

- represented the control group; group II - received Hyp-haene thebaica extracts of 150 mg/kg 

BW by oral gavage for 6 weeks; group III - received single intraperitoneal injections of 

streptozotocin (50 mg/kg BW) to induce type-2 diabetes mellitus; group IV (protective) - 

diabetic rats recei-ved Hyphaene thebaica extract (150 mg/kg BW) orally for 6 weeks; group 

V (curative) - received Hyphaene thebaica extract (150 mg/kg BW) orally after the diagnosis 

of DN. 

 

Results: In the DN protected group, blood glucose, urea, and creatinine decreased 

significantly, while insulin and C-peptide increased significantly. Moreover, cystatin C and 

neutrophil gelatinase-associated lipocalin decreased. Collagen fibre deposition is increased 

with an apparent thickening of the parietal layer of Bowman's capsules and the basal lamina 

of convoluted tubules, as well as increase of the immune-reaction of caspase-3 and desmin. 

The introduction of Hyphaene thebaica led to greater amelioration in the biochemical 

markers, apoptotic alterations, and podocyte injuries of the protected group than in the 

curative group. 

 

Conclusions: Hyphaene thebaica may be advised as a good choice that can delay diabetic 

renal complications. 
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ABSTRACT 

 

Aims:  the  criteria  used  to  assess  the  optimal  conditions  for  cryopreservation  of  the  

embryos  in  the  in  vitro  fertilization  (IVF)  protocols  are  still  a  matter  of  discussion.  

this  study  aimed  at  evaluating  the  use  of  cell  proliferation  and  apoptosis  to  assess  the  

optimal  conditions  for  cryopreservation/thawing of the 4-cell embryos.   

 

Methods:   Fertilized   ova   were   collected   from   mated   female   MF1   mice   24   hours   

after   hcG   injection.  they  were  cultured  in  KsOM  medium  and  kept  in  cO2  incubator  

at  37°c  and  5%  cO2  up   to   the   stage   of   the   4-cells.   two   methods   of   

cryopreservation   were   used;   the   step-rate   and    the    ultra-rapid    vitrification.    slow    

and    fast  thawing  was  done.  slides  were  prepared  from   samples   of   the   embryos,   

and   stained   immunohistochemically   for   proliferative   and   apoptotic  cells.  the  

proliferative  capacity  was  measured  by  labeling  with  bromodeoxyuridine  (brdU)  and  

the  apoptotic  ability  was  measured  with   tUNEL   technique.    

 

Results:   Vitrification   with  fast  thawing  of  the  4-cell  embryos  gave better morphology, 

higher proliferative capacity, and  lower  apoptotic  ability.  Following  step-rate  

cryopreservation   with   slow   or   fast   thawing,   cell  labeling  index  for  brdU  was  0%  

and  17%,  respectively  and  was  66%  and  83%,  respectively  following vitrification. the 

incidence of apoptosis following  step  rate  cryopreservation  with  slow  or  fast  thawing  

was  96%  and  89%,  respectively  and  was  42%  and  13%,  respectively  following  

vitrification.    

 

Conclusion:   It   is   concluded   that   cell proliferation and apoptosis could be used to 

assess the cryopreservation/thawing protocol for early embryos. 
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ABSTRACT 

 

Complications of diabetes mellitus include cognitive impairments and functional changes in 

the brain. The present study aimed to investigate the possible beneficial effect of vitamin D-3 

on episodic memory and cholinergic transmission in the prefrontal cortex of streptozotocin-

induced diabetic rats.  

 

Thirty male Wistar rats (150-200g) were included into control, diabetic and diabetic 

supplemented with vitamin D3 groups. Diabetes was induced by single intraperitoneal 

injection of streptozotocin 45 mg/kg in citrate buffer. Vitamin D-3 was administered orally in 

a dose of 500 IU/kg/day in corn oil for 10 weeks. Then rats were subjected to novel object 

recognition test to examine for episodic memory. Animals were sacrificed under diethyl ether 

anesthesia and prefrontal cortices were dissected to measure the activity of choline acetyl 

transferase (CAT) and acetyle choline esterase (ACE) enzymes to assess for cholinergic 

transmission.  

 

Diabetic rats spent significantly less time exploring the novel object compared to control 

animals. Vitamin D-3 significantly attenuated the diabetes-induced impairment so that 

animals again spent significantly more time exploring the novel object. The CAT activity was 

significantly decreased in diabetic animals while the ACE activity was significantly increased 

compared to control non-diabetic animals. Diabetes-induced alterations in enzyme activity in 

the prefrontal cortex were mitigated by vitamin D-3 supplementation.  

 

The present findings demonstrate the potential effect of vitamin D-3 supplementation on 

cognitive function in diabetic animals. It is possible that this effect is mediated through 

enhancing the prefrontal cortex cholinergic transmission. 
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ABSTRACT 

 

Background: Intensive care unit (ICU) patients with neurological impairments often require 

neuroimaging. However, the relative sensitivity of various imaging modalities of the brain 

has not yet been explored in this population.  

 

Methods: In this study, we compare the findings of CT and MRI scans in ICU patients to (1) 

identify the number and rate of clinically relevant lesion detected by MRI while missed by 

CT and vice versa and (2) determine specific lesion types for which CT versus MRI 

discrepancies exist. A review of medical records included CT and MRI reports of patients 

who underwent these procedures while they were patients in our ICUs between July 2004 and 

July 2009. MRI and CT were compared regarding their ability to detect clinically relevant 

abnormalities. Odds ratios with 95% confidence limits were calculated to compare diagnostic 

categories regarding the rate of discrepant MRI versus CT findings, followed by power 

analyses to estimate sample sizes necessary to allow for further testing in a larger trial.  

 

Results: MRI revealed clinically relevant additional abnormalities over CT in 129 of 136 

patients (95%) that included the detection of additional finding for 15/27 hemorrhagic lesions 

(55.6%), 33/36 (92%) ischemic strokes, 19/27 (70%) traumatic lesions, 8/14 (57%) 

infections, 15/24 (62.5%) metabolic abnormalities, and all seven neoplasms. Odds ratio 

analysis revealed the added sensitivity of MRI to be greater for ischemic and neoplastic 

lesions than for trauma, metabolic-related abnormalities, infection, or hemorrhage. 

 

Conclusions: MRI is more sensitive than CT in identifying clinically meaningful lesions in at 

least a subset of ICU patients, regardless of pathology. 
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ABSTRACT 

 

Fluid resuscitation, along with the early administration of antibiotics, is the cornerstone of 

treatment for patients with sepsis. However, whether differences in resuscitation fluids 

impact on the requirements for renal replacement therapy (RRT) remains unclear. To 

examine this issue, we performed a network meta-analysis (NMA), including direct and 

indirect comparisons, that addressed the effect of different resuscitation fluids on the use of 

RRT in patients with sepsis. The data sources MEDLINE, EMBASE, ACPJC, CINAHL and 

Cochrane Central Register were searched up to March 2014. Eligible studies included 

randomized trials reported in any language that enrolled adult patients with sepsis or septic 

shock and addressed the use of RRT associated with alternative resuscitation fluids. The risk 

of bias for individual studies and the overall certainty of the evidence were assessed. Ten 

studies (6664 patients) that included a total of nine direct comparisons were assessed. NMA 

at the four-node level showed that an increased risk of receiving RRT was associated with 

fluid resuscitation with starch versus crystalloid [odds ratio (OR) 1.39, 95 % credibility 

interval (CrI) 1.17-1.66, high certainty]. The data suggested no difference between fluid 

resuscitation with albumin and crystalloid (OR 1.04, 95 % CrI 0.78-1.38, moderate certainty) 

or starch (OR 0.74, 95 % CrI 0.53-1.04, low certainty). NMA at the six-node level showed a 

decreased risk of receiving RRT with balanced crystalloid compared to heavy starch (OR 

0.50, 95 % CrI 0.34-0.74, moderate certainty) or light starch (OR 0.70, 95 % CrI 0.49-0.99, 

high certainty). There was no significant difference between balanced crystalloid and saline 

(OR 0.85, 95 % CrI 0.56-1.30, low certainty) or albumin (OR 0.82, 95 % CrI 0.49-1.37, low 

certainty). Of note, these trials vary in terms of case mix, fluids evaluated, duration of fluid 

exposure and risk of bias. Imprecise estimates contributed to low confidence in most 

estimates of effect. Among the patients with sepsis, fluid resuscitation with crystalloids 

compared to starch resulted in reduced use of RRT; the same may be true for albumin versus 

starch. 
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ABSTRACT 

 

Objective: To enhance the modified laparoscopic Vecchietti procedure.  

 

Materials and Methods: A case series of five women with Mayer-Rokitansky-Kuster-

Hauser syndrome at the Department of Obstetrics and Gynecology, King Abdulaziz 

University Hospital, Jeddah, Saudi Arabia underwent the modified laparoscopic Vecchietti 

procedure with intraperitoneal placement of sutures. This involved perforation of the vaginal 

dimple by a straight thread guide with two threads attached to the olive followed by pulling 

the two threads intra-peritoneally and through the abdominal wall to the traction device by 

grasping instruments under laparoscopic control.  

 

Results: Intraperitoneal placement of the sutures was easily done without complications in all 

five women. The operative time was 50 10 (mean SD) minutes. After five postoperative days, 

the average vaginal length was seven to 7.5 cm. Two women were able to have vaginal 

intercourse without problems. After six months to one year of follow up, the vaginal length 

was at least ten cm and no postoperative complications occurred.  

 

Conclusions: Intraperitoneal placement of sutures makes the modified laparoscopic 

Vecchietti procedure easy and appealing. Furthermore, it avoids potential damage to the vital 

structures at the pelvic side walls. 
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ABSTRACT 

 

Melatonin, a tryptophan-derived neurohormone found in animals, plants, and microbes, 

participates in various biological and physiological functions. Among other properties, 

numerous in vitro or in vivo studies have reported its therapeutic potential against many 

parasites, bacteria and viruses. In this concern, melatonin was found to be effective against 

many parasites such as Plasmodium, Toxoplasma gondii, and Trypansoma cruzi, via various 

mechanisms such as modulation of calcium level and/or host immune system. Likewise, a 

recent investigation has reported in vitro activity of melatonin against Leishmania infantum 

promastigotes which is the causative agent of fascinating visceral Leishmaniasis. This review 

was initially undertaken to summarize some facts about certain physiological and therapeutic 

effects of melatonin. It also reviews the effects and action mechanisms of melatonin in 

bacterial and viral infection besides biology of different parasites which may provide a 

promising strategy for control of many diseases of public health importance. 
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ABSTRACT 

 

The aim of the present study is to investigate the effect and potential mechanism of action of 

6-gingerol on alterations of vascular reactivity in the isolated aorta from diabetic rats. Male 

Wistar rats were divided into two experimental groups, control and diabetics. Diabetes was 

induced by a single intraperitoneal injection of streptozotocin (50 mg kg(-1)), and the rats 

were left for 10 weeks to develop vascular complications. The effect of in vitro incubation 

with 6-gingerol (0.3-3 mu M) on the vasoconstrictor response of the isolated diabetic aortae 

to phenylephrine and the vasodilator response to acetylcholine was examined. Effect of 6-

gingerol was also examined on aortae incubated with methylglyoxal as an advanced glycation 

end product (AGE). To investigate the mechanism of action of 6-gingerol, the nitric oxide 

synthase inhibitor N omega-nitrol-arginine methyl ester hydrochloride (100 mu M), 

guanylate cyclase inhibitor methylene blue (5 mu M), calcium-activated potassium channel 

blocker tetraethylammonium chloride (10 mM), and cyclooxygenase inhibitor indomethacin 

(5 mu M) were added 30 minutes before assessing the direct vasorelaxant effect of 6-

gingerol. Moreover, in vitro effects of 6-gingerol on NO release and the effect of 6-gingerol 

on AGE production were examined. Results showed that incubation of aortae with 6-gingerol 

(0.3-10 mu M) alleviated the exaggerated vasoconstriction of diabetic aortae to phenylephrine 

in a concentration-dependent manner with no significant effect on the impaired relaxatory 

response to acetylcholine. Similar results were seen in the aortae exposed to methylglyoxal. 

In addition, 6-gingerol induced a direct vasodilation effect that was significantly inhibited by 

N omega-nitro-l-arginine methyl ester hydrochloride and methylene blue. Furthermore, 6-

gingerol stimulated aortic NO generation but had no effect on AGE formation. In conclusion, 

6-gingerol ameliorates enhanced vascular contraction in diabetic aortae, which may be 

partially attributed to its ability to increase the production of NO and stimulation of cyclic 

guanosine monophosphate. 
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ABSTRACT 

 

Objective: To investigate the effect of Ben-honey-impregnated dressing on diabetic foot 

ulcer and compare it with normal saline dressing.  

 

Study Design: A randomized, controlled trial.  

 

Place and Duration of Study: Sughra Shafi Medical Complex, Narowal, Pakistan and Bhatti 

International Trust (BIT) Hospital, Affiliated with Central Park Medical College, Lahore, 

from February 2006 to February 2010.  

 

Methodology: Patients with Wagner's grade 1 and 2 ulcers were enrolled. Those patients 

were divided in two groups; group A (n=179) treated with honey dressing and group B 

(n=169) treated with normal saline dressing. Outcome measures were calculated in terms of 

proportion of wounds completely healed (primary outcome), wound healing time, and 

deterioration of wounds. Patients were followed-up for a maximum of 120 days.  

 

Results: One hundred and thirty six wounds (75.97%) out of 179 were completely healed 

with honey dressing and 97 (57.39%) out of 169 wtih saline dressing (p=0.001). The median 

wound healing time was 18.00 (6 - 120) days (Median with IQR) in group A and 29.00 (7 - 

120) days (Median with IQR) in group B (p <0.001).  

 

Conclusion: The present results showed that honey is an effective dressing agent instead of 

conventional dressings, in treating patients of diabetic foot ulcer. 
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ABSTRACT 

 

It has been suggested that osteoporosis and coronary artery disease (CAD) have overlapping 

pathophysiological mechanisms and related risk factors. The aim of this study was to 

investigate the association between several traditional cardiovascular risk factors and 

measures of bone mineral density (BMD) in postmenopausal women with and without 

clinically significant CAD defined angiographically. A case–control study was undertaken of 

180 postmenopausal women (aged between 48 and 88 years) who were recruited from King 

Abdulaziz University Hospital, Saudi Arabia. Study subjects underwent dual-energy x-ray 

absorptiometry and coronary angiography. The presence of hypertension, diabetes, 

dyslipidemia, obesity, smoking and physical activity was identified from clinical examination 

and history. Demographic, anthropometric and biochemical characteristics were measured. 

Univariate and multivariate analyses were employed to explore the relationships between 

cardiovascular risk factors, including BMD, and the presence of CAD. CAD patients were 

more likely to have a lower BMD and T-score at the femoral neck than those without CAD 

(Po0.05). Significant differences were found between the groups for fasting lipid profile, 

fasting blood glucose and anthropometric measures (Po0.05). Conditional logistic regression 

showed that 3 risk factors were significantly related with the presence of CAD: high-density 

lipoprotein-cholesterol (odds ratio, OR: 0.226, 95% confidence interval, CI: 0.062–0.826), 

fasting plasma glucose (OR: 1.154, 95% CI: 1.042–1.278) and femoral neck T-score (OR: 

0.545, 95% CI: 0.374–0.794). This study suggests an association of low BMD and elevated 

CAD risk. Nevertheless, additional longitudinal studies are needed to determine the temporal 

sequence of this association. 
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ABSTRACT 

 

Breast cancer (BC) accounts for 24 % of all women cancer cases diagnosed in Saudi Arabia 

each year. Awareness is extremely important in combating this disease. This study was 

undertaken to assess male high school students’ response to BC. This cross-sectional survey 

was performed on male high school students across schools in Jeddah. A questionnaire 

gathered data on respondent demographics, beliefs about BC, BC risk factors, early screening 

methods, and role of men in BC. Statistical analysis was done using SPSS 20. A total of 824 

students participated, with an average age of 17.0 years. There was more than 50 % 

agreement that early detection of BC enhances the chances of recovery, that BC is treatable, 

and that clinical breast examination and breastfeeding provide protection from BC. Around 

half the survey population thought that BC was fatal and contagious. Fewer than 50 % 

thought that BC was inherited and related to smoking, consumption of contraceptive pills, 

repeated exposure to radiation, obesity, and wearing a bra and that breast tumors were all 

malignant and spread to different parts of the body. Others knew that mammograms should 

be performed periodically. A high percentage persuaded their relatives to have mammograms 

and provided them with psychological support. Knowledge of BC among male high school 

students in Saudi Arabia is still limited, and, therefore, programs and activities need to be 

established to increase awareness among high school students. 
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ABSTRACT 

 

Background: Asthma, a common lung disease in children, is caused by excessive 

immune responses to environmental antigens. 

 

Objective: Given the immuno-modulatory properties of vitamin D, the aim of the current 

study was to investigate the relationship between vitamin D levels and markers of asthma 

severity. 

 

Methods: This was investigated in a 70 Saudi children with and without asthma and were 

recruited from the King Abdul Aziz University Hospital, Jeddah, Saudi Arabia, over the 

period of 11 months (May 2011-April 2012). Childhood asthma control test instrument 

was employed to assess the level of asthma control among asthmatic patients. 

Anthropometric measurements were taken and interviewer-administrated questionnaire 

was completed for all study participants. Pulmonary function test was performed by 

recording changes in the peak expiratory flow. Venous blood samples were withdrawn 

for measurements of vitamin D, bone profile, cytokines profile (interleukin-10, tumor 

necrosis factor-alpha, platelets derived growth factor), and atopy markers (IgE and 

eosinophil count). 

 

Results: Hypovitaminosis D is highly prevalent among asthmatic children with highly 

significant increase in several markers of allergy and asthma severity as compared with 

healthy control children. Significant correlations between several inflammatory and 

immunological markers and vitamin D levels were also found. Finally, lower 25-

hydroxyvitamin D levels were associated with a higher asthma prevalence in 

multivariable analysis. 

 

Conclusion: Our study showed that hypovitaminosis D is highly prevalent in the whole 

population in addition to a highly significant increase in several markers of allergy and 

asthma severity among asthmatic children as compared with healthy control children. 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

54 
 

Research Title: 
Cancellation of operations in Saudi Arabian hospitals: 

Frequency, reasons and suggestions for improvements 

Source: 

Pakistan Journal of Medical Sciences 

Professional Medical Publications 

Vol. 31, Issue 5, Page 1027-1032 

ISSN: 1682-024X 

Month and Year of 

Publication: 
SEPT 2015 

Impact Factor: 0.231 

Affiliated Department(s): Clinical Biochemistry; Medicine 

Author(s): 

Khalid O Dhafar, Mutaliq A Ulmalki, Mohammad A 

Felemban, Mohammed Eid Mahfouz, Mostafa J Baljoon, 

Zohair J Gazzaz, Mukhtiar Baig, Noha Mansoor Hamish, 

Saeed A AlThobaiti, Fouzia Talea Al-Hothali 

Correspondent’s Email: research@healthcareexpertise.org 

 

ABSTRACT 

 

Objective: To identify the frequency and reasons of operations cancellation in 25 

Makkah region hospitals in Saudi Arabia.  

 

Methods: Retrospective evaluation of the rate of surgery cancellation in 25 hospitals of 

Makkah region was performed in this study. The data of scheduled surgeries from 15 

different surgical specialties was collected from January to December 2013. Frequency 

and reasons of cancellation of elective surgical cases in different specialty were studied 

with a view to recommend suggestions for improvement. Data was analyzed on SPSS -

16.  

 

Results: There are 120 operating rooms (OR) in 25 Makkah region hospitals and during 

the year 2013, a total of 16,211 surgery cases were listed, and 1,238 (7.6%) cases were 

canceled. Contribution to total cancellation was highest in orthopedic 33.8% followed by 

general surgery 27.5%, obstetrics 7.7% and ENT 5.2%. According to category, 42.81% 

rate of cancellation was patient related, 20.03% facility related, 9.45% due to improper 

work-up, 1.45% associated with anesthesia, 7.19% related to surgeons, and 18.90% 

other/and not recorded reasons.  

 

Conclusions: Present study found 7.6% cancelation rate in Makkah region hospitals and 

three most common causes for cancellations were patients related, facility related and 

improper work-up. 
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ABSTRACT 

 

The ability of Cichorium intybus root extract (chicory extract) to protect against carbon 

tetrachloride (CCl4)-induced oxidative stress and hepatotoxicity was evaluated in male rats. 

The rats were divided into four groups according to treatment: saline (control); chicory 

extract (100 mg/kg body weight daily, given orally for 2 weeks); CCl4 (1 ml/kg body weight 

by intraperitoneal injection for 2 consecutive days only); or chicory extract (100 mg/kg body 

weight daily for 2 weeks) + CCl4 injection on days 16 and 17. The levels of hepatic lipid 

peroxidation, antioxidants, and molecular biomarkers were estimated twenty-four hours after 

the last CCl4 injection. Pretreatment with chicory extract significantly reduced CCl4-induced 

elevation of malondialdehyde levels and nearly normalized levels of glutathione and activity 

of glutathione S-transferase, glutathione peroxidase (GPx), glutathione reductase, catalase 

(CAT), paraoxonase-1 (PON1), and arylesterase in the liver. Chicory extract also attenuated 

CCl4-induced downregulation of hepatic mRNA expression levels of GPx1, CAT and PON1 

genes. Results of DNA fragmentation support the ability of chicory extract to ameliorate 

CCl4-induced liver toxicity. Taken together, our results demonstrate that chicory extract is 

rich in natural antioxidants and able to attenuate CCl4-induced hepatocellular injury, likely 

by scavenging reactive free radicals, boosting the endogenous antioxidant defense system, 

and overexpressing genes encoding antioxidant enzymes. 
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ABSTRACT 

 

A sensitive and reproducible high-performance liquid chromatographic (HPLC) method 

for determination of talinolol (TAL) in rat plasma was developed and validated using 

pindolol (PIN) as an internal standard. Both TAL and PIN were separated on a Zorbax 

Eclipse XDB C18 column by gradient elution with 0.1% aqueous formic acid and 

acetonitrile as the mobile phase. Detection was performed using fluorescence 

measurement at lambda(ex) 249 nm and lambda(em) 333 nm. The method was validated 

and found to be linear in the range of 10-2000 ng mL(-1). The limit of quantification was 

10 ng mL(-1) based on 100 mu L of plasma. The variations for intra- and inter-day 

precision were less than 10%, and the accuracy values were between 92% and 102.9%. 

The extraction recoveries were more than 82%. The assay was successfully applied to an 

in-vivo pharmacokinetic study of TAL in rats that were administered a single oral dose of 

10 mg kg(-1) TAL. The maximum concentration (C-max) and the area under the plasma 

concentration-time curve (AUC(0-12)) were 0.369 +/- 0.024 mu g mL(-1) and 1.429 +/- 

0.027 mu g h mL(-1), respectively. The modulatory effect of apricot juice on P-

glycoprotein-related efflux carriers was also investigated. Co-administration of apricot 

juice resulted in a significant increase of the amount of TAL in plasma (C-max and 

AUC(0-12) were 0.679 +/- 0.021 and 2.357 +/- 0.079, respectively; p < 0.05). 
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ABSTRACT 

 

Objectives: To determine adherence to dimensions of physical wellness among 

medical students of public and private medical colleges in Pakistan.  

 

Methods: This cross-sectional study was carried out from January to July 2011 among 

820 students of private and public medical colleges in Karachi, Pakistan.  

 

Results: Overall, medical students scored low in dimensions of physical wellness. 

Private medical colleges students were fond of vigorous activities such as aerobics and 

swimming, whereas public medical colleges students were involved in moderate 

intensity activities such as walking and use of stairs (p<0.0001). Private students 

reported to consume more fast food (p=0.0001), had less sleep (p=0.0001), but 

attended regular annual medical checkups (p=0.009) as compared with their public 

institute counterparts. Safe practices such as avoidance of tobacco were almost the 

same.  

 

Conclusion: Comprehensive adherence to all dimensions of physical wellness was 

lacking among medical students. 
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ABSTRACT 

 

A Summary A significant change in serum leptin level and no change in homocysteine 

were observed with ibandronate treatment. No correlation of homocysteine and leptin 

was found with bone mass density (BMD). Results indicate that ibandronate reduces 

serum leptin levels but how does it help in reducing the osteoporosis. It needs to be 

explored.  

 

Introduction: The current study was planned to determine the effects of ibandronate 

on serum homocysteine and leptin levels in postmenopausal osteoporotic females and 

to correlate these with BMD.  

 

Methods: Forty-two newly diagnosed and untreated postmenopausal osteoporotic 

females were selected on the basis of their BMD (BMD < -2.5) from Orthopaedic Out 

Patient Department of Shaikh Zayed Hospital, Lahore, Pakistan, and 36, age and BMI 

matched non-osteoporotic postmenopausal females, were also selected as a control 

group. Baseline physical and biochemical parameters were compared. In osteoporotic 

patients, changes in circulating leptin and homocysteine levels were studied after 6 

months of therapy with ibandronate (150 mg). The collected data were analyzed on 

SPSS 16.  

 

Results: There was no significant difference observed in the mean value of all baseline 

parameters except BMD in both groups. After 6 months of treatment with ibandronate 

(150 mg), a significant change was observed in serum leptin levels (19.48 +/- 1.60 

ng/ml vs. 14.09 +/- 0.85 ng/ml, p < 0.002), while no considerable change observed in 

serum homocysteine levels (16.22 +/- 0.95 mu mol/l vs. 16.80 +/- 1.03 mu mol/l, p < 

0.63). Serum leptin was found significantly correlated with anthropometric parameters. 

No correlation of serum leptin and homocysteine was found with BMD (r = 0.09, p 

value = 0.54; r = -0.17, p value = 0.27).  

 

Conclusion: Our results show that ibandronate reduces serum leptin levels while it has 

no effect on serum homocysteine levels. Further studies are needed to explain how the 

decrease in serum leptin level may help in reducing the progression of osteoporosis. 
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ABSTRACT 

 

Background: Each year Muslims fast from dawn to sunset for 1 month (Ramadan). In 

Saudi Arabia, the sleep–wake cycle during Ramadan is severely disturbed and is 

associated with abolition of the circadian cortisol rhythm, exposing Saudis to 

continuously increased cortisol levels, which may influence the immune response. In 

addition to cortisol, sleep and fasting affect the secretion of parathyroid hormone 

(PTH) and hence bone metabolism. 

 

Methods: Our objective was to investigate the effect of Ramadan type fasting on 

secretory patterns of PTH, markers of bone metabolism, and serum immunoglobulins. 

Blood samples from healthy young volunteers were collected at 9 a.m. and 9 p.m. (± 1 

hour) before (Shaban) and 2 weeks into Ramadan. Calcium, phosphorus, magnesium, 

albumin, alkaline phosphatase, 25-OH vitamin D, intact PTH (iPTH), and 

immunoglobulin (Ig) A, M and G were measured. 

 

Results: During Ramadan, evening-adjusted calcium was higher (p = 0.036) and 

phosphate lower (p < 0.001) than the corresponding morning value. Moreover, the 

Ramadan mean morning phosphate was higher and the evening level lower was than 

Shabaan values (p =0.010 and p <0.001, respectively), while mean iPTH level was 

decreased compared with the morning value (p = 0.001), and the evening mean during 

Shabaan (p = 0.029). Mean IgG concentration was significantly lower during Ramadan 

(p = 0.003 and p = 0.021 for morning and evening, respectively). 

 

Conclusions: Changes in dietary practices during Ramadan modulated PTH secretion 

to a pattern which might be beneficial to bone health. Combined effects of fasting and 

disturbed sleep led to a noted decrease in IgG level. Therefore, a possible beneficial 

effect of fasting on bone turnover is combined with decreased immune response. 
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ABSTRACT 

 

Purpose: To determine the effect of three calmodulin antagonists (A-7, W-7 and W-

13) on the subpopulations of CD44/CD24 immunophenotypes in MDA-MB-231 and 

MDA-MB-468 breast cancer cell lines. 

 

Methods: Flow cytometry analysis was used to determine the proportion of the various 

subpopulations of the immunophenotypes, viz, CD44+CD24-, CD44-CD24+ and 

CD44+CD24+, when MDA-MB-231 and MDA-MB-468 cells were subjected to 

calmodulin antagonists. The effect of W-13 on the invasion properties of MDA-MB-

231 and MDA-MB-468 was investigated using Matrigel invasion assay. 

 

Results: A-7, W-7 and W-13 caused alterations in the subpopulation of CD44+CD24- 

in MDA-MB-231 cells. The most potent antagonist was W-13 as it reduced the 

proportion of tumorigenic CD44+CD24- to 0.64 ± 0.05 at a concentration of 80 µM. In 

contrast, the subpopulation of MDA-MB-468 cells, which had a low fraction of 

CD44+CD24-, was not altered when administered with W-7 but showed variations 

when incubated with W-13. Specifically, when the concentration of W-13 increased 

from 20 – 100 µM, the proportion of CD44+CD24+ was reduced from 92.93 ± 3.2 to 

60.96 ± 2.4. The effect of W-13 on the subpopulations of CD44+CD24- and 

CD44+CD24+ in MDA-MB-231 and MDA-MB-468, respectively, reduced the 

invasion properties of the cells. 

 

Conclusion: The calmodulin antagonist, W-13, has a significant antitumor effect on 

MDA-MB-231 and MDA-MB-468 breast cancer cells. 
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ABSTRACT 

 

In continuation of our efforts to identify bioactive compounds from the Red Sea marine 

sponges, we have recently investigated the organic extract of the sponge Biemna 

ehrenbergi. This study resulted in the isolation of eight compounds including a new 

sterol, ehrenasterol (1), a new C-24-acetylenic acid, biemnic acid (2), together with six 

known compounds including a hopanoid, three steroids and two nucleosides. The 

isolated compounds were identified as (22E)-ergosta-22-ene-8,14-epoxy-3,7-dione (1), 

(E)-tetracos-8-en-5-ynoic acid (2), (22E)-ergosta-5,8,22-trien-7-one-3 beta-ol (3), 

32,35-anhydrobacteriohopanetetrol (4), (24R)-ergosta-6,22-diene-5,8-epidioxy-3-ol 

(5), melithasterol B (6), thymidine (7) and 2'-deoxyuridine (8). The structures of the 

isolated compounds were assigned by different spectral data including 1D and 2D 

NMR (COSY, HSQC, and HMBC) and high-resolution mass spectrometry. Compound 

1 displayed inhibition zone of 20 mm at 100 mg/disc against Escherichia coli in the 

disc diffusion assay. Similarly, compounds 2 and 4 displayed inhibition zones of 20 

and 18 mm respectively against Candida albicans at the same concentration. 

Compounds 1-3 displayed weak cytotoxic activity against human colon 

adenocarcinoma (HCT-116) cancer cell line. (C) 2015 Phytochemical Society of 

Europe. 
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ABSTRACT 
 

Background: Exome sequencing is a promising tool for gene mapping in Mendelian 

disorders. We used this technique in an attempt to identify novel genes underlying 

monogenic dyslipidemias.  

 

Methods and Results: We performed exome sequencing on 213 selected family members 

from 41 kindreds with suspected Mendelian inheritance of extreme levels of low-density 

lipoprotein cholesterol (after candidate gene sequencing excluded known genetic causes for 

high low-density lipoprotein cholesterol families) or high-density lipoprotein cholesterol. 

We used standard analytic approaches to identify candidate variants and also assigned a 

polygenic score to each individual to account for their burden of common genetic variants 

known to influence lipid levels. In 9 families, we identified likely pathogenic variants in 

known lipid genes (ABCA1, APOB, APOE, LDLR, LIPA, and PCSK9); however, we were 

unable to identify obvious genetic etiologies in the remaining 32 families, despite follow-up 

analyses. We identified 3 factors that limited novel gene discovery: (1) imperfect 

sequencing coverage across the exome hid potentially causal variants; (2) large numbers of 

shared rare alleles within families obfuscated causal variant identification; and (3) 

individuals from 15% of families carried a significant burden of common lipid-related 

alleles, suggesting complex inheritance can masquerade as monogenic disease.  

 

Conclusions: We identified the genetic basis of disease in 9 of 41 families; however, none 

of these represented novel gene discoveries. Our results highlight the promise and 

limitations of exome sequencing as a discovery technique in suspected monogenic 

dyslipidemias. Considering the confounders identified may inform the design of future 

exome sequencing studies. 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

63 
 

Research Title: 

Geraniol And 10-Gingerol Restore Normal 

Vascular Reactivity In Aorta Isolated From Diabetic 

Rats 

Source: 

Journal of Hypertension 

Wolters Kluwer Health 

Vol. 33, Issue 14, Page: 249-249 

ISSN: 1473-5598 

Month and Year of 

Publication: 
JUN 2015 

Impact Factor: 4.222 

Affiliated Department(s): Clinical Biochemistry; Medicine 

Author(s): 
H El-Bassossy, S Ghareib, A Elberry, A Azhar, Z 

Banjar, M Watson 

Correspondent’s Email: n/a 

 

ABSTRACT 

 

Objective: Alterations in vascular reactivity play important roles in diabetic vascular 

complications which, in turn, can develop into further serious complications. Geraniol 

and 10-gingerol are two ginger ingredients with reported anti-inflammatory and 

antioxidant activities. The present work investigates the effect of geraniol and 10-

gingerol on the changes in vascular reactivity associated with diabetes. 

 

Design and method: Diabetes was induced in rats by single intraperitoneal injection of 

streptozotocin (50 mg.kg-1). Animals were left for 8 weeks after streptozotocin injection 

to develop vascular complications. Then, rings of rat isolated thoracic aorta were used to 

measure the vasoconstrictor responses to cumulative concentrations of phenylephrine 

(PE) and the relaxation responses to the endothelial dependent relaxant acetylcholine 

(ACh). 

 

Results: Streptozotocin injection induced moderate hyperglycemia that lasts for 8 weeks. 

Aortic rings isolated from diabetic animals (C) showed exaggerated contractility 

responses to PE while showing impaired dilatation responses to ACh compared with 

control animals (C). While not affecting basal aortic contractility, incubating diabetic 

aorta for 1 hour with geraniol (R) or 10-gingerol (G) in a concentration range (0.01–1 M) 

reduced the exaggerated response to PE. In addition, geraniol or 10-gingerol incubation 

improved the impaired relaxation response to ACh in a dose dependent manner. 

 

Conclusions: In conclusion, both geraniol and 10-gingerol restore normal vascular 

reactivity in aorta isolated from diabetic rats. Addition of geraniol and 10-gingerol 

to diabetic therapy may provide superior to alleviate the associated vascular 

complications. 
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ABSTRACT 

 

Objective: Alterations in vascular reactivity play important roles in diabetic vascular 

complications which, in turn, can develop into further serious complications. Geraniol and 

10-gingerol are two ginger ingredients with reported anti-inflammatory and antioxidant 

activities. The present work investigates the effect of geraniol and 10-gingerol on the changes 

in vascular reactivity associated with diabetes. 

Design and method: Diabetes was induced in rats by single intraperitoneal injection of 

streptozotocin (50 mg.kg-1). Animals were left for 8 weeks after streptozotocin injection to 

develop vascular complications. Then, rings of rat isolated thoracic aorta were used to 

measure the vasoconstrictor responses to cumulative concentrations of phenylephrine (PE) 

and the relaxation responses to the endothelial dependent relaxant acetylcholine (ACh). 

 

Results: Streptozotocin injection induced moderate hyperglycemia that lasts for 8 weeks. 

Aortic rings isolated from diabetic animals (C) showed exaggerated contractility responses to 

PE while showing impaired dilatation responses to ACh compared with control animals (C). 

While not affecting basal aortic contractility, incubating diabetic aorta for 1 hour with 

geraniol (R) or 10-gingerol (G) in a concentration range (0.01–1 M) reduced the exaggerated 

response to PE. In addition, geraniol or 10-gingerol incubation improved the impaired 

relaxation response to ACh in a dose dependent manner. 

 

Conclusions: In conclusion, both geraniol and 10-gingerol restore normal vascular reactivity 

in aorta isolated from diabetic rats. Addition of geraniol and 10-gingerol to diabetic therapy 

may provide superior to alleviate the associated vascular complications. 
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ABSTRACT 

 

Lycopene supplementation decreases oxidative stress and exhibits beneficial effects on bone 

health, but the mechanisms through which it alters bone metabolism in vivo remain unclear. 

The present study aims to evaluate the effects of lycopene treatment on postmenopausal 

osteoporosis. Six-month-old female Wistar rats (n = 264) were sham-operated (SHAM) or 

ovariectomized (OVX). The SHAM group received oral vehicle only and the OVX rats were 

randomized into five groups receiving oral daily lycopene treatment (mg/kg body weight per 

day): 0 OVX (control), 15 OVX, 30 OVX, and 45 OVX, and one group receiving alendronate 

(ALN) (2 μg/kg body weight per day), for 12 weeks. Bone densitometry measurements, bone 

turnover markers, biomechanical testing, and histomorphometric analysis were conducted. 

Micro computed tomography was also used to evaluate changes in microarchitecture. 

Lycopene treatment suppressed the OVX-induced increase in bone turnover, as indicated by 

changes in biomarkers of bone metabolism: serum osteocalcin (s-OC), serum N-terminal 

propeptide of type 1 collagen (s-PINP), serum crosslinked carboxyterminal telopeptides (s-

CTX-1), and urinary deoxypyridinoline (u-DPD). Significant improvement in OVX-induced 

loss of bone mass, bone strength, and microarchitectural deterioration was observed in 

lycopene-treated OVX animals. These effects were observed mainly at sites rich in trabecular 

bone, with less effect in cortical bone. Lycopene treatment down-regulated osteoclast 

differentiation concurrent with up-regulating osteoblast together with glutathione peroxidase 

(GPx) catalase (CAT) and superoxide dismutase (SOD) activities. These findings 

demonstrate that lycopene treatment in OVX rats primarily suppressed bone turnover to 

restore bone strength and microarchitecture. 
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ABSTRACT 

 

Investigation of the Red Sea marine tunicate Symplegma rubra Monniot, 1972 gave three 

new purine alkaloids namely 6-methoxy-7,9-dimethyl-8-oxoguanine (1), 6-methoxy-9-

methyl-8-oxoguanine (2), and 2-methoxy-7-methyl-8-oxoadenine (4) together with seven 

known compounds: 6-methoxy-7-methyl-8-oxoguanine (3), 9-methyl-8-oxoadenine (5), 7-

methyl-8-oxoadenine (6), 8-oxoadenine (7), 3-methylxanthine (8), inosine (9), and homarine 

(pyridinium-2-carboxylic acid-1-methyl) (10). Compound 6 was reported here for the first 

time from a natural source. The structure determination of the compounds was accomplished 

by extensive interpretation of their spectroscopic data including 1D (1H and 13C) and 2D 

(1H–1H COSY, HSQC, and HMBC) NMR and high-resolution mass spectral data. The 

isolated compounds were evaluated for their protein kinase inhibitory activity against 

different kinases (CDK5, CK1, DyrK1A, and GSK3) at 10 μg/mL. The compounds showed 

moderate activity against these kinases. 
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ABSTRACT 

 

Objectives: To investigate the prevalence of obesity and hypertension among University 

students' and their knowledge and attitude towards risk factors of cardiovascular disease 

(CVD) in Jeddah, Saudi Arabia.  

 

Methods: A total of 610 male students were selected for present cross sectional study and 

their blood pressure (BP) and body mass index (BMI) was determined, other data was 

gathered through a questionnaire, and SPSS-16 was used for analyzing data.  

 

Results: Out of 610 students, 7.5% were hypertensive (systolic 2.6% and diastolic 6.3%) 

while the BM! of 51.6% was in the normal range, 29.8% were overweight and 10.7% were 

moderately obese and 7.9% were severely obese. Majority of the participants considered that 

smoking, increased fatty food intake, obesity, high BP, and increased LDL-cholesterol level, 

are the main causes of the CVD. Most of the participants agreed that one should know his 

BP, blood sugar, serum cholesterol and one should maintain normal body weight and should 

do regular exercise. They were also aware that healthy lifestyle could prevent CVD. 

However, majority of the participants were not practicing healthy lifestyle.  

 

Conclusion: A huge gap exists in the knowledge, attitude and practice regarding risk factors 

of CVD among the university students. 
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ABSTRACT 

 

Objective: The study aims to evaluate the protective effects of coenzyme Q10 (CoQ10) and 

Cynara scolymus L (CS) on doxorubicin (dox)-induced toxicity.  

 

Materials and Methods: Sixty male rats were divided into six groups. Group 1 as a control. 

Group 2 received dox (10 mg/kg) intraperitoneally. Group 3 received CoQ10 (200 mg/kg). 

Group 4 received CS (500 mg/kg). Group 5 received CoQ10 (200 mg/kg) and dox (10 

mg/kg). Group 6 received CS (500 mg/kg) and dox (10 mg/kg). The rats were then evaluated 

biochemically and immunohistochemically.  

 

Results: Dox produced a significant deterioration of hepatic and renal functional parameters. 

Moreover, an upsurge of oxidative stress and nitrosative stress markers. The expression of 

alpha-smooth muscle actin (alpha-SMA) was increased and proliferating cell nuclear antigen 

(PCNA) expression was decreased. Administration of CoQ10 and CS resulted in a significant 

improvement of hepatic and renal functional parameters, and an improvement of both alpha-

SMA and PCNA.  

 

Conclusion: It is concluded that pretreatment with CoQ10 and CS is associated with up-

regulation of favorable protective enzymes and down-regulation of oxidative stress. That can 

be advised as a supplement to dox-treated patients. 
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ABSTRACT 

 

This study is aimed at developing glimepiride (GMD) liposomal films using quality by 

design (QbD) and process analytical technology (PAT) principles. Risk analysis and Plackett-

Burman design were utilized to evaluate formulation variables in two paths. Internal path 

included liposomal parameters (phosphatidylserine, cholesterol and drug concentrations, and 

pH of hydration medium). External path constituted films parameters, namely, polymer, 

plasticizer, and permeation enhancer percentages. As a PAT tool, near infrared (NIR)-based 

chemometric analysis was used in quantifying GMD contents. Liposomal formulations 

showed maximum GMD entrapment capacity of 41.9% with vesicular size of 0.51 m at 

phospholipid to cholesterol to drug weight ratio of 2:1:0.8. Its transdermal films showed 

elongation ratio of 75%, folding endurance of 700-fold, 16.6% and 26.8% drug release after 1 

and 12 h, respectively. Moreover, 3D response spaces for GMD entrapment and release 

characteristics were established. Regarding NIR analysis, partial-least-square regression 

model was accurate in quantifying drug content as indicated by the low root-mean-squared 

error of calibrations and prediction of 0.031 and 0.032, and bias values of 0.0015 and 0.0021, 

respectively. In conclusion, this study highlights the level of understanding that can be 

accomplished through a well-designed research based on QbD and PAT paradigms. 
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ABSTRACT 

 

Objective: This study aims to identify possible risk factors for falls among Saudi 

postmenopausal women in a population-based study. 

 

Methods: Seven hundred seven postmenopausal women aged 50 years or older were 

followed in a prospective cohort study. Participant demographic characteristics, medical 

history, lifestyle factors, past-year history of falls, and physical activity (PA) scores were 

assessed. We recorded single and multiple falls, anthropometric parameters, five special 

physical performance tests, hormone levels, and bone mineral density measurements. Data on 

knee osteoarthritis (OA), lumbar spondylosis, and osteopenia were collected. Knee and lower 

back pain were assessed by interview, and cognition was assessed with Mini-Mental State 

Examination. 

 

Results: During the mean (SD) follow-up of 5.2 (1.3) years, 164 women (23.2%) reported at 

least one fall, of whom 73 women (10.3%) reported multiple falls. Six independent predictors 

of all falls were identified: PA score of 12.61 or lower (lowest quartile; odds ratio [OR], 4.10; 

95% CI, 1.82-8.90); past-year history of falls (OR, 2.44; 95% CI, 2.30-2.90); age 65 years or 

older (OR, 2.16; 95% CI, 1.30-3.12); presence of knee OA (OR, 1.56; 95% CI, 1.03- 2.34); 

handgrip strength of 13.88 kg or lower (lowest quartile; OR, 1.33; 95% CI, 1.09-1.64); and 8-

ft walk test of 3.94 s or longer (highest quartile; OR, 1.18; 95% CI, 1.07-1.35). 

 

Conclusions: Poor PA score, past-year history of falls, age 65 years or older, presence of 

knee OA, poor handgrip strength, and prolonged time on the 8-ft walk test are risk factors for 

all falls among Saudi postmenopausal women. 

 

 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

71 
 

Research Title: 
Role of Interleukin-I beta in conception after 

intracytoplasmic sperm injection 

Source: 

Journal of The Pakistan Medical Association 

Pakistan Medical Assoc 

Vol. 65, Issue 1, Page: 49-53 

ISSN: 0030-9982 

Month and Year of 

Publication: 
JAN 2015 

Impact Factor: 0.403 

Affiliated Department(s): Clinical Biochemistry 

Author(s): 
Rehana Rehman, Shireen Jawed, Syed Faisal Zaidi, 

Mukhtiar Baig, Kanwal Ahmed 

Correspondent’s Email: drrehana7@gmail.com 

 

ABSTRACT 

 

Objective: To identify the role of Interleukin-I Beta(IL- I beta) in patients undergoing 

intracytoplasmic sperm injection.  

 

Methods: The quasi-experimental study was conducted at an infertility clinic in Islamabad 

from June 2010 to August 2011, and comprised couples opting for intracytoplasmic sperm 

injection. Down regulation of ovaries was followed by calculated stimulation, ovulation 

induction, oocytes retrieval, intracytoplasmic sperm injection, in vitro maturation of embryos 

and embryo transfer. Serum Interleukin-I Beta was measured by enzyme-linked 

immunosorbent assay onovulation induction day. Patients were grouped as non-pregnant with 

beta human chorionic gonadotropin 5-25 mIU/ml, pre-clinical abortion; beta human chorionic 

gonadotropin >25 mIU/ml with no cardiac activity and clinical pregnancy with foetal heart 

confirmation by trans-vaginal scan after 4 weeks of transfer. SPSS 15 was used for statistical 

analysis.  

 

Results: Of the total 323 patients initially registered, embryo transfer could be carried out in 

282(87.30%). Clinical pregnancy was achieved in 101(36%) patients, clinical abortions was 

the result in 61(22%) cases, while 120(42%) subjects did not conceive at all. Clinical 

pregnancy was achieved in subjects with high mean Interleukin-I Beta levels; 155.84 +/- 

51.65 compared to 41.81 +/- 11.77and 118.46 +/- 35.62pg/mlin non-pregnant, preclinical 

abortion groups respectively (p=0.001).  

 

Conclusion: The production of Interleukin-I Beta was associated with oocyte maturation, 

fertilisation, endometrial receptivity and implantation in patients undergoing 

intracytoplasnnic sperm injection." 
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ABSTRACT 

 

Objectives: The aim of present study was to investigate serum homocysteine levels in 

apparently healthy vegetarians and ominvores in Mithi, district Tharparker, Sindh, Pakistan.  

 

Methods: This study was conducted in the Department of Biochemistry, Basic Medical 

Sciences Institute (BMSI), Jinnah Postgraduate Medical Center (JPMC), Karachi and blood 

samples were collected from Mithi, district Tharparker, Sindh, Pakistan, in 2012. One 

hundred vegetarian and one hundred omnivores (age ranging from 20-40 years) were enrolled 

for this study. Serum honnocysteine levels were measured by the chemilunninescence 

enzyme immunoassay method.  

 

Results: Serum homocysteine (Hcy) level was considerably higher (p<0.001) in vegetarian 

group compared to omnivores. We further grouped and analyzed our study subjects according 

to their gender and according to Hey level (greater than or lower than 15 mu mol/L). A 

considerable number of vegetarian subjects 30% were having Hcy >15 mu mol/L compared 

to omnivores 6%, (p<0.001). Gender-wise comparison showed that 27.02% male and 38.46% 

females had >15 mu mol/L serum Hcy level in vegetarian group and 6.9% male and 3.5% 

females had >15 mu mol/L serum Hcy level in omnivores group, but the difference was not 

significant in any group.  

 

Conclusion: Vegetarians are more prone to develop hyperhomoeysteinemia, so they are at 

high risk to develop cardiovascular disease. 
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ABSTRACT 

 

According to the World Health Organization, 46% of the world's children suffer from 

anemia, which is usually treated with iron supplements such as ferrous sulfate. The aim of 

this study was to prepare iron as solid lipid nanoparticles, in order to find an innovative way 

for alleviating the disadvantages associated with commercially available tablets. These 

limitations include adverse effects on the digestive system resulting in constipation and blood 

in the stool. The second drawback is the high variability in the absorption of iron and thus in 

its bioavailability. Iron solid lipid nanoparticles (Fe-SLNs) were prepared by hot 

homogenization/ultrasonication. Solubility of ferrous sulfate in different solid lipids was 

measured, and effects of process variables such as the surfactant type and concentration, 

homogenization and ultrasonication times, and charge-inducing agent on the particle size, 

zeta potential, and encapsulation efficiency were determined. Furthermore, in vitro drug 

release and in vivo pharmacokinetics were studied in rabbits. Results indicated that Fe-SLNs 

consisted of 3% Compritol 888 ATO, 1% Lecithin, 3% Poloxamer 188, and 0.2% 

dicetylphosphate, with an average particle size of 25 nm with 92.3% entrapment efficiency. 

In vivo pharmacokinetic study revealed more than fourfold enhanced bioavailability. In 

conclusion, Fe-SLNs could be a promising carrier for iron with enhanced oral bioavailability. 
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ABSTRACT 

 

Objective: This study was designed to detect 25-hydroxy vitamin D serum levels and bone 

mineral density (BMD) status in breast cancer patients, and to determine their relation to 

treatment and disease stages. 

 

Patients and methods: The study included 74 female patients with breast cancer and 52 

healthy volunteers as the control group. Serum levels of 25-hydroxy vitamin D, calcium, 

phosphorus, and alkaline phosphatase were measured using ELISA kits, while dual energy x-

ray absorptiometry (DXA) was performed to assess the BMD. Twelve patients received 

chemotherapy only; 12 received chemotherapy and hormonal therapy, 22 received 

chemotherapy and radiotherapy while 28 received chemotherapy, hormonal therapy and 

radiotherapy. 

 

Results: Serum levels of phosphorous and 25-hydroxy vitamin D were significantly lower (p 

=0.0001), and alkaline phosphatase was significantly increased (p =0.0001) in patients 

compared to the control. Hip, spine, and forearm DXA were significantly lower in patients 

than in controls (p =0.0001). The worst bone status was in those receiving both chemotherapy 

and hormonal therapy. The grade of tumor significantly correlated with the serum phosphorus 

level (p =0.048) and negatively with the serum 25- hydroxyl vitamin D level (p =0.03) as 

well as with the DXA of hip (p =0.01) and spine (p =0.0001). 

 

Conclusion: Our study supports findings of increased incidence of hypovitaminosis D, 

osteoporosis and osteopenia in breast cancer patients. Hence, we throw light on the 

importance of offering calcium and vitamin D supplements to breast cancer patients. It is 

recommended that breast cancer patients have a DXA scan on a yearly basis. 
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ABSTRACT 

 

Background: Osteoporosis is a major public health problem in Saudi Arabia. Low bone 

mineral density (BMD) is a major predictor for osteoporosis and fractures. Parity and 

lactation are suggested as two risk factors for Low BMD. 

 

Aim: The aim of this study is to assess the relation between parity, lactation and bone 

mineral density among Saudi women. 

 

Methods: This cross sectional study was conducted at Centre of Excellence for Osteoporosis 

Research (CEOR), Jeddah City, Saudi Arabia on a sample of 321 women. Women who 

delivered within the past two years were excluded. A total of 283 women were included in 

the final analysis. Dual- Energy-X-Ray Absorptiometry (DEXA) was used for BMD 

measurements using Lunar DPX-IQ Machine. The measurements included: Lumbar spine , 

total hip and total wrist. The data collected was age, number of children, duration of lactation, 

height and weight for body mass index (BMI) calculation. Multiple logistic regression was 

used to identify the effect of parity and lactation on BMD.  

 

Results: A sample of 283 women ranging in age from 23 to 58 years, mead (SD) 39.1(6.4). 

Number of pregnancies ranged from 0 to 12, with a median of 4 pregnancies and Inter 

Quartile Range (IQR) 2-5. Lactation was reported by 79.7% of those who have live births. 

Median duration of lactation was 20 months IQR 2-24. After adjustment for confounding 

variables, a decrease in wrist BMD was significantly associated with increase duration of 

lactation. 

Conclusion: The results of the current study suggest that duration of lactation is one of the 

determinants of BMD at wrist joint. 
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ABSTRACT 

 

Objective: Severe factor V (FV) deficiency is rare. There are case reports describing 

pregnancy outcomes in women with FV deficiency and one case report of successful 

pregnancy following the use of fresh frozen plasma (FFP) in several cycles of ovulation 

induction and intrauterine insemination and at delivery. The authors report another case to 

support the use of FFP for reproduction.  

 

Case: A 27-year-old woman with severe FV deficiency was given FFP at the time of 

ovulation induced with clomiphene citrate, human menopausal gonadotropin (hMG), and 

human chorionic gonadotropin. Intrauterine insemination (IUI) was done 35 hours later. She 

became pregnant with twins and delivered vaginally at 36 weeks of gestation with the 

prophylactic use of FFP.  

 

Conclusion: Fresh frozen plasma can be offered for reproduction to women with severe FV 

deficiency. 
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ABSTRACT 

 

Dystrophic epidermolysis bullosa (DEB) is an inherited skin disorder with variable severity 

and heterogeneous genetic involvement. Diagnostic approaches for this condition include 

clinical evaluations and electron microscopy of patients' skin biopsies, followed by Sanger 

sequencing (SS) of a large gene (118 exons) that encodes the alpha chain of type VII collagen 

(COL7A1) located on Chromosome 3p21.1. However, the use of SS may hinder diagnostic 

efficiency and lead to delays because it is costly and time-consuming. We evaluated a 5-

generation consanguineous family with 3 affected individuals presenting the severe 

generalised DEB phenotype. Human whole-exome sequencing (WES) revealed 2 

homozygous sequence variants: the previously reported variant p.Arg578* in exon 13 and a 

novel variant p.Arg2063Gln in exon 74 of the COL7A1 gene. Validation by SS, performed 

on all family members, confirmed the cosegregation of the 2 variants with the disease 

phenotype. To the best of our knowledge, 2 homozygous COL7A1 variants have never been 

simultaneously reported in DEB patients; however, the upstream protein truncation variant is 

more likely to be disease-causing than the novel missense variant. WES can be used as an 

efficient molecular diagnostic tool for evaluating autosomal recessive forms of DEB. 
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ABSTRACT 

 

Papillon–Lefevre syndrome (PALS) is a rare, autosomal recessive disorder characterized by 

periodontitis and hyperkeratosis over the palms and soles. Mutations in the cathepsin C gene 

(CTSC) have been recognized as the cause of PALS since the late 1990s. More than 75 

mutations in CTSC have been identified, and phenotypic variability between different 

mutations has been described. Next generation sequencing is widely used for efficient 

molecular diagnostics in various clinical practices. Here we investigated a large 

consanguineous Saudi family with four affected and four unaffected individuals. All of the 

affected individuals suffered from hyperkeratosis over the palms and soles and had anomalies 

of both primary and secondary dentition. For molecular diagnostics, we combined whole-

exome sequencing and genome-wide homozygosity mapping procedures, and identified a 

recurrent homozygous missense mutation (c.899G>A; p.Gly300Asp) in exon 7 of CTSC. 

Validation of all eight family members by Sanger sequencing confirmed co-segregation of 

the pathogenic variant (c.899G>A) with the disease phenotype. This is the first report of 

whole-exome sequencing performed for molecular diagnosis of PALS in Saudi Arabia. Our 

findings provide further insights into the genotype–phenotype correlation of CTSC 

pathogenicity in PALS. 
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ABSTRACT 

 

Aim: This study was conducted to assess development and cognitive functions in relation 

to growth in Saudi pre-school children with feeding problems (FPs) without underlying 

medical disorders. 

 

Methods: Three hundred fifteen pre-school children with FPs (221 with normal growth 

(FP-N), 62 with failure to thrive (FTT) (FP-FTT), 32 with overweight (FP-OW)) and 100 

healthy children (Ref group) underwent in-depth assessment by anthropometric 

measurements, dietetic history, Behavioral Pediatrics Feeding Assessment Scale, Denver 

Developmental Screening test (DDST) and Stanford Binet fifth edition intelligence scales 

(SB-5). 

 

Results: The main FPs detected in Saudi children were picky eating in 85.5% of FP-N 

group, infantile anorexia and poor eating in more than 90% of FP-FTT group and 

overeating in 53% of FP-OW group. FPs were not due to evident psychosocial factors but 

were mostly related to unhealthy feeding behaviours. FP-N children were still having 

normal growth parameters, but they had significantly lower growth parameters than 

healthy children. Failed screening with DDST was only more significantly recorded in 

FP-FTT children than in Ref children (P = 0.04). The overall IQ value by SB-5 was 

significantly lower in FP-FTT group compared with FP-N group (P = 0.01), in FP-FTT 

group compared with Ref group (P < 0.001) as well as in FP-OW group compared with 

Ref group (P < 0.001). 

 

Conclusions: Persistent FPs resulted in significant negative impact not only on growth 

status but also on developmental milestones and cognitive functions of pre-school 

children. Healthy feeding habits are mandatory to prevent serious consequences of FPs 

on growth and development of Saudi pre-school children. 
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ABSTRACT 

 

Objective: To determine the prevalence, predictors and outcome of dysmenorrhea 

among female medical students in King Abdulaziz University (KAU), Jeddah, Saudi 

Arabia.  

 

Methods: A cross-sectional study was conducted among 435 medical students at 

KAU, Jeddah selected through stratified random sample method. A pre-constructed, 

validated, self-administered questionnaire was used to collect personal and socio-

demographic information. Data about menstrual history, stress, smoking were also 

collected. The severity of dysmenorrhea was scored by the ""Visual Analogue Scale 

(VAS)"". Descriptive and analytical statistics were conducted.  

 

Results: The prevalence of dysmenorrhea was 60.9%. Logistic regression showed that 

heavy period was the first predictor of dysmenorrhea (aOR=1.94; 95% CI: 1.29-2.91), 

followed by stress (aOR=1.90; 95% C. I.: 1.19-3.07). The prevalence of severe 

dysmenorrhea among the sufferers was 38.6%. Depressed mood was the commonest 

(80.8%) symptom accompanying dysmenorrhea. Regarding the outcome of 

dysmenorrhea, 67.5% of the sufferes reported emotional instability, while 28.3% 

reported absenteeism from the university.  

 

Conclusions: A high prevalence of dysmenorrhea was prevalent among medical 

students in King Abdulaziz University (KAU), Health promotion, screening programs, 

and stress management courses are recommended." 
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ABSTRACT 

 

Background: Every day, globally approximately a thousand women and girls needlessly die 

as a result of complications during pregnancy, childbirth or the 6 weeks following delivery. 

The majority of maternal deaths are avoidable and could be prevented with proven 

interventions to prevent or manage complications during pregnancy and child birth. The aim 

of this study was to examine factors associated with underutilization of maternal health 

services in Sudan.  

 

Methods: Data was obtained from the Sudan Household Health Survey 2010(SHHS). The 

SHHS collected data from 5730 women, aged 15-49 years and who were pregnant in the last 

2 years preceding the survey. The selection of the respondents was through a multi-stage 

cluster sampling technique. Interviews were conducted with respondents to collect data about 

their demographic characteristics, reproductive history, pregnancy and child delivery. 

Univariate analysis and logistic regression were used to analyze the data.  

 

Results: The factors associated with receiving antenatal care were, higher educational level 

(odds ratio (OR) = 3.428, 95 % CI 2.473-4.751 - p value 0.001), higher household wealth 

(OR 1.656, 95 % CI: 1.484-1.855 - p value 0.001) and low parity (OR = 1.214, 95 % CI: 

1.035-1.423 -p value 0.017). The factors associated with institutional delivery were higher 

educational level (OR = 1.929, 95 % CI: 1.380-2.697 - p value 0.001), high household wealth 

(OR = 2.293, 95 % CI: 1.988-2.644 p value 0.001), urban residence (OR = 1.364, 95 % CI: 

1.081-1.721 p value 0.009), low parity (OR = 2.222, 95 % CI: 1/786-2.765 p value 0.001), 

receiving ANC (OR = 3.342, 95 % CI: 2.306-4.844 p value 0.001) and complications during 

pregnancy (OR = 1.606, 95 % CI: 1.319-1.957 p value 0.001).  

 

Conclusions: The factors associated with both antenatal care use and institutional delivery 

are similar and interventions to target these include expanding female education and 

improving coverage and affordability of health services. 
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ABSTRACT 

 

Colorectal cancer (CRC) is common worldwide. The high prevalence of the disease raises 

concerns about how CRC influences the health-related quality of life (QoL). To explore the 

impact of physiological symptoms and complications of CRC on patients’ QoL, we 

conducted a cross-sectional survey using the FACT-C self-report instrument. The chi-square 

test was used to compare qualitative data. We found that pain was reported by most of the 

patients (n  =  31; 77.5 %). Furthermore, male patients were more likely to complain of pain 

“mostly” as compared with females (P  =  .032). We found no significant differences 

between genders regarding general health-related questions. A greater proportion of male 

patients often complained of abdominal cramps (P  =  .542), weight loss (P  =  .086), and 

diarrhea (P  =  .408). More than half of the patients (n  =  26; 65 %) reported having a 

good appetite; a greater proportion of males reported having a good appetite “mostly” 

(P  =  .014). Social and psychological qualities of life were not significantly different 

between male and female patients. Male and female patients did not differ in their report of 

disease acceptance (P  =  .420) and ability to enjoy life (P  =  .744). No difference was also 

found between genders regarding contentment with QoL (P  =  .793) or ability to sleep well 

(P  =  .695). Furthermore, there were no differences between genders regarding job 

fulfillment (P  =  .272). Our results add to the growing body of knowledge about the effect 

of CRC on QoL. Importantly, the differences in self-reported pain and appetite between male 

and female patients in our study suggest the importance of gender-based treatments in 

improving patients’ QoL. 
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ABSTRACT 

 

Objective(s): To determine level of knowledge and attitudes of health care providers (HCP) 

regarding premarital screening and genetic counseling (PMSGC), to identify the predictors of 

high knowledge score and to verify their satisfaction with and recommendations for 

improving the program  

 

Design: Cross-sectional study conducted during the January 2010 - January 2011 period  

 

Setting: Outpatient clinics of three governmental hospitals in Jeddah  

 

Subjects: Three hundred and forty-five HCP  

 

Intervention(s): A self-administered questionnaire containing personal and socio-

demographic data, 30 PMSGC knowledge items, and 14 attitude statements were used. HCP 

working in the program were asked about their satisfaction and recommendations for 

improvement.  

 

Main Outcome Measure(s): Knowledge, attitudes and satisfaction of the HCP Results: 

About one-half (51.6%) of the health care providers had satisfactory knowledge about 

PMSGC. After controlling for the confounding factors, the only predictor of satisfactory 

knowledge score was being a specialized provider (aOR = 2.86; 95% CI: 1.63 - 5.02). 

Regarding attitudes, almost all participants (99%) strongly agreed and agreed on the 

importance of the PMSGC program. Concerning satisfaction, half of HCP working in the 

program had excellent or very good scores for program confidentiality and higher 

percentages for counseling about discovered diseases.  

 

Conclusions: HCP had good attitudes towards PMSGC program. However, there is some 

lack of knowledge. They recommended adding vaccinations, new screening and counseling 

to the current program. Formal training course(s) for HCP about the program were 

recommended. 
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ABSTRACT 

 

Background: Oral contraceptive pills (OCPs) are one of the most reliable methods of 

contraception. However, lack of knowledge about oral contraceptive use and inconsistent 

pill-taking might result in decreased efficacy. The study reported here aimed to explore 

women's knowledge about oral contraceptive use and assess the factors associated with 

knowledge about OCPs among users.  

 

Methods: This cross-sectional survey was conducted at King Abdulaziz University Hospital, 

Jeddah, Saudi Arabia between April and June 2014. We included married, non-pregnant 

women >18 years old who had used a combined 21-day OCP for at least 3 months prior to 

recruitment. A questionnaire was used to collect the participants' demographic information. It 

also assessed their knowledge about OCPs. Data were entered into and analyzed using SPSS 

software.  

 

Results: A total of 357 women were recruited. Of these, 57.7% reported they knew what to 

do after missing one or two pills, but only 18.3% knew exactly what to do after missing more 

than two pills consecutively. Postgraduate women had a significantly higher knowledge score 

than illiterate women (P=0.002) and those who had completed at least primary education 

(P=0.001). Conversely, there was no difference in knowledge scores between Saudi and 

expatriate women (P=0.2). Monthly incomes (P=0.2) and mode of OCP selection (P=0.2) 

were also not significantly associated with knowledge scores.  

 

Conclusion: Women had poor knowledge about OCP use. Appropriate measures should be 

taken to educate women about proper oral contraceptive use. 
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ABSTRACT 

 

Introduction: A near-peer-assisted learning term (NPAL) is "a trainee one or more years 

senior to another trainee''. The current study is aiming to determine the pattern of NPAL 

activities, to compare its effect on student's course achievement score and to determine the 

perception of students regarding having near-peer clinical teaching from their fellow medical 

interns.  

 

Methods: A total of 189 third year medical students participated in the study. The study 

questionnaire contains three sections. The first is the focus group section, self-administered 

questions and lastly quality control section. Trained staff helped in conducting the data 

collection.  

 

Results: Clinical teaching with mentoring was experienced by 116 students (61.4%) from 

their assigned interns in the early clinical experience course. The results of the study showed 

higher course achievement grades for students who experienced mentoring with clinical 

teaching compared to those students who experienced mentoring only, but it did not reach 

statistical significance. The study also found that most medical students acknowledged and 

agree that their near peers medical interns could provide unique input in helping them 

mastering clinical and communication skills competencies, the average percent for the seven 

opinion questions of the response agree combined with strongly agree was 62%.  

 

Conclusion: In conclusion, third year medical students recognize the unique and important 

role of near peer teaching in under graduate medical education and its importance for their 

professional development. NPAL strategy should be encouraged and used in other medical 

schools. The benefits of NPAL to peer teacher and in late clinical medical years needed to be 

investigated in future studies. 
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ABSTRACT 

 

Objectives: The study was done to determine the perception of clinical years’ medical 

students and interns about assessment methods used in Faculty of Medicine, King Abdulaziz 

University, Jeddah, Saudi Arabia. 

 

Methods: A cross sectional study was conducted during the educational year 2012/2013. A 

multistage stratified random sample method was used to select 600 senior medical students 

(4th-6th) and interns. Perception of medical students and interns about different assessment 

formats was inquired using 3 points Likert scale. 

 

Results: About two-fifths of participants agreed that assessment methods are comprehensive, 

reflecting what they taught, and challenging them. MCQs were the commonest (56.8%) 

preferred written assessment format. OSCE (74.1%) and OSPE (70.6%) were seen as good 

tools for assessing clinical competencies. Students had good perceptions towards peer 

assessment, log-book and open book exams. Males preferred peer assessment method more 

than females, with a statistical significant difference (χ2  = 6.43, p< 0.05). 

 

Conclusion: Assessment plan needs further improvements and should be designed 

prospectively along with learning outcomes, as only about 40 % of participants agreed with 

assessment items. The current development of the faculty Assessment Unit will provide much 

help. This will lead to better preparation of medical students for their future responsibility as 

tomorrow’s doctors. 
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ABSTRACT 

 

Objectives: To determine the prevalence of habitual snoring among a sample of middle-

aged Saudi adults, and its potential predictors.  

 

Methods: A cross-sectional study was conducted from March 2013 until June 2013 in 

randomly selected Saudi Schools in Jeddah, Kingdom of Saudi Arabia. The enrolled 

subjects were 2682 school employees (aged 30-60 years, 52.1% females) who were 

randomly selected and interviewed. The questionnaire used for the interview included: 

the Wisconsin Sleep Questionnaire to assess for snoring, medical history, and socio-

demographic data. Anthropometric measurements and blood pressure readings were 

recorded using standard methods.  

 

Results: Forty percent of the 2682 enrolled subjects were snorers: 23.5% were habitual 

snorers, 16.6% were moderate snorers, and 59.9%, were non-snorers. A multivariate 

analysis revealed that independent predictors of snoring were ageing, male gender, 

daytime sleepiness, hypertension, family history of both snoring and obstructive sleep 

apnea, water-pipe smoking, and consanguinity.  

 

Conclusion: This study shows that snoring is a common condition among the Saudi 

population. Previously reported risk factors were reemphasized but consanguinity was 

identified as a new independent predictive risk factor of snoring. Exploring snoring 

history should be part of the clinical evaluation. 
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ABSTRACT 

 

Papillon–Lefevre syndrome (PALS) is a rare, autosomal recessive disorder characterized by 

periodontitis and hyperkeratosis over the palms and soles. Mutations in the cathepsin C gene 

(CTSC) have been recognized as the cause of PALS since the late 1990s. More than 75 

mutations in CTSC have been identified, and phenotypic variability between different 

mutations has been described. Next generation sequencing is widely used for efficient 

molecular diagnostics in various clinical practices. Here we investigated a large 

consanguineous Saudi family with four affected and four unaffected individuals. All of the 

affected individuals suffered from hyperkeratosis over the palms and soles and had anomalies 

of both primary and secondary dentition. For molecular diagnostics, we combined whole-

exome sequencing and genome-wide homozygosity mapping procedures, and identified a 

recurrent homozygous missense mutation (c.899G>A; p.Gly300Asp) in exon 7 of CTSC. 

Validation of all eight family members by Sanger sequencing confirmed co-segregation of 

the pathogenic variant (c.899G>A) with the disease phenotype. This is the first report of 

whole-exome sequencing performed for molecular diagnosis of PALS in Saudi Arabia. Our 

findings provide further insights into the genotype–phenotype correlation of CTSC 

pathogenicity in PALS. 
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ABSTRACT 

 

Objectives: To assess the knowledge and attitudes of resident physicians toward biostatistics 

and research methodology concepts.  

 

Methods: We conducted a cross-sectional study between November 2014 and October 2014 

at King Abdulaziz University Hospital, Jeddah, Kingdom of Saudi Arabia. A self-

administered questionnaire was distributed to all participants. The response rate was 90%.  

 

Results: One hundred sixty-two resident completed the questionnaire. Most residents were 

well-informed in basic concepts, such as, ""P"" values, study power, and case control studies; 

more than half had confidence in interpreting the results of scientific papers. Conversely, 

more than 67% of the residents were not knowledgeable on more sophisticated terms in 

biostatistics. Residents with previous training in evidence-based medicine (EBM) (p=0.05) 

and non-specialist residents (p=0.003) were more likely to have better knowledge scores. 

Females (p=0.003), and those with previous training in biostatistics and epidemiology had 

positive attitude toward biostatistics (p<0.001 in both cases). Residents who read medical 

journals scored lower than those who never read journals (p=0.001).  

 

Conclusion: Prior courses in EBM, as well as male gender were associated with knowledge 

scores. Reinforcing training after graduation from medical school with special focus on 

integrating biostatistics with epidemiology and research methods is needed. 
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ABSTRACT 

 

Background: Diosgenin, a naturally occurring steroid saponin found abundantly in C. 

speciosus, is a well-known precursor of various synthetic steroidal drugs that are extensively 

used in the pharmaceutical industry.  

 

Methods: The present study was conducted to evaluate the in vitro anticancer and apoptotic 

effects on cell proliferation of diosgenin isolated from C. speciosus (Koen.) Sm.  

 

Results: The results indicated that the treatment of HepG2 cells with the sample resulted in a 

cytotoxic effect as concluded from the IC50 value 32.62 mu g/ml, while the treatment of 

HepG2 cells with paclitaxel, a known anti-cancer drug, resulted in an IC50 value of 0.48 mu 

g/ml. The treatment of MCF-7 cells with the tested sample resulted in high inhibition in the 

cell viability, and resulted in an IC50 value of 11.03 mu g/ml, while the treatment of MCF-7 

cells with paclitaxel resulted in an IC50 value of 0.61 mu g/ml. The levels of DR4 and 

caspase-3 were significantly increased (P < 0.01) in MCF-7 cells treated with the tested 

sample compared to untreated cells and possessed a similar activity of paclitaxel in DR4 

induction but lower induction in caspase-3. On the other hand the treatment of macrophages 

or lymphocytes with diosgenin (250 mu g/ml) resulted in an induction in the cell proliferation 

up to 3.2-fold and 2.1-fold of control, respectively.  

 

Conclusions: The results presented here may suggest that diosgenin isolated from C. 

speciosus possess anticancer and apoptotic effects on cell proliferation, and therefore, can be 

used as pharmaceuticals drugs. 
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ABSTRACT 

 

Five types of imported and local honey were screened for both their 

bacteriocidal/bacteriostatic activities against both Imipenem resistant and sensitive 

Pseudomonas aeruginosa in both Brain Heart infusion broth and Mueller–Hinton agar. The 

results indicated that the effect was concentration and type of honey dependant. All types of 

honey tested exerted a full inhibition of bacterial growth at the highest concentration tested of 

50% at 24 h of contact. The inhibitory effect of honey on bacterial growth was clear with 

concentrations of 20% and 10% and this effect was most evident in the case of Manuka 

honey as compared to Nigella sativa honey and Seder honey. Manuka honey UMF +20 

showed a bacteriocidal activity on both Imipenem resistant and sensitive P. aeruginosa, while 

Seder honey and N. sativa honey exerted only a bacteriostatic effect. Manuka honey UMF 

+10 showed most effect on antimicrobial resistance. Manuka honey UMF +10 had an effect 

on modulation of Imipenem resistant P. aeruginosa. Conclusion: The results indicated that 

various types of honey affected the test organisms differently. Modulation of antimicrobial 

resistance was seen in the case Manuka honey UMF +10. 
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ABSTRACT 

 

The drug-protein interaction has been the subject of increasing interest over the decades. In 

the present communication, the interaction of liver cystatin with anti-cancer (adriamycin) and 

anti-hepatitis (adevofir dipivoxil) drugs was studied by thiol-protease inhibitory assay, UV 

absorption, fluorescence spectroscopy and circular dichroism (CD). A static type of 

quenching was observed between the protein and the drug molecules. Binding constant (Ka) 

of adriamycin to liver cystatin (LC) was found to be 1.08 x 10(6) M-1. Moreover, binding 

site number was found to be 2. Importantly, cystatin loses its activity in the presence of 

adriamycin. However, intrinsic fluorescence studies in the presence of adevofir dipivoxil 

showed enhancement in the fluorescence intensity suggesting that binding of adevofir to LC 

caused unfolding of the protein. The unfolding of the test protein was also accompanied by 

significant loss of inhibitory activity. CD spectroscopy result showed, both adriamycin and 

adevofir dipivoxil caused perturbation in the secondary structure of liver cystatin. The 

possible implications of these results will help in combating drug induced off target effects. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

100 
 

Research Title: 
Essential Thrombocythemia: Current Molecular and 

Therapeutic Insights 

Source: 

Saudi Journal of Internal Medicine 

Saudi Society of Internal Medicine 

Vol. 5, Issue 1, Page: 5-10 

ISSN: 1658-5763 

Month and Year of 

Publication: 
JUN 2015 

Impact Factor: n/a 

Affiliated Department(s): Hematology; Orthopedics 

Author(s): Kalamegam Gauthaman, Fatin M Al-Sayes 

Correspondent’s Email: n/a 

 

ABSTRACT 

 

Essential thrombocythemia is one of the Philadelphia chromosome negative, clonal 

myeloproliferative disorders involving the hematopoietic stem cells and is characterized by 

elevated platelet counts and attendant thromboembolic phenomenon. A point mutation in the 

Janus-Activated Kinase 2 gene (JAK2V617F) accounts for nearly 50% of Essential 

thrombocythemia patients while about 10% have mutations in the thrombopoetin receptor 

(MPL) gene (MPLW515L/K). Several other genes are implicated, clearly indicating the 

existence of drivers both common and uncommon in the causation of Essential 

thrombocythemia. Genotyping for mutations will therefore be a useful diagnostic tool for 

detection of Janus-Activated Kinase 2 negative, MPL negative, Essential thrombocythemia 

patients. An integrated approach of systematic analysis leading to accurate diagnosis will 

enable risk stratification and institution of therapy following the World Health Organization 

guidelines. In addition to Janus-Activated Kinase inhibitors, a combination of agents that has 

anti-inflammatory properties could help prevention and/ or reversal of fibrosis. 
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ABSTRACT 

 

Objectives: To determine the efficacy, tolerability, and safety of an aqueous extract of 

Costus speciosus (C. speciosus) rhizome in pediatric and adult patients suffering from acute 

pharyngitis and tonsillitis as an alternative to antibiotics use.  

 

Methods: This pilot cohort trial was conducted at King Abdulaziz University in Saudi Arabia 

between May and December 2014, among 15 patients with acute pharyngitis and tonsillitis 

who were administered nasal drops of aqueous extract of C. speciosus rhizome at a dose of 

15-30 drops every 8 hours for 3 days. The primary outcome measure was the clinical 

improvement and remission rate within the first 5 days.  

 

Results: The administration of C. speciosus resulted in an improvement in acute symptoms in 

60% of the patients treated within the first 24 hours, and remission rate of 93% by day 5, 

without any recorded adverse effects.  

 

Conclusion: This study revealed a significant efficacy of the aqueous extract of C. speciosus 

rhizome in acute pharyngitis and tonsillitis. 
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ABSTRACT 

 
Background: β-thalassemia is one of the most common inherited diseases worldwide. Severe 

forms of β-thalassemia require life-long blood transfusions, resulting in iron overload with multi-

organ morbidity and mortality. Hydroxyurea (HU), an oral chemotherapeutic drug, is anticipated 

to decrease the need for transfusions, either completely or partially by raising hemoglobin levels 

and thus decreasing the short and long term complications of chronic transfusions. 

 

Aims: To evaluate the clinical efficacy and safety of HU in β-thalassemic patients of any age. 

 

Methods: Search strategy: We searched MEDLINE, EMBASE, Cochrane Central Register of 

Controlled Trials (CENTRAL), ongoing trials registers, and major preceding conferences. Hand 

searches were also conducted using reference lists from primary studies. Selection criteria: 

Randomized controlled trials (RCTs) and observational studies (sample size ≥5) assessing the 

clinical efficacy of HU alone for three months or longer, for the treatment of patients with β-

thalassemia were included. Data collection and analysis: Two authors acted as reviewers and 

independently assessed study quality and extracted data from the included studies. β-thalassemia 

classification and response evaluation outlined in the following Table 1. Effect size was estimated 

as a proportion (responders over sample size). All data was analyzed using Stata, Version 13.0. 

Results: For β-TM, 11 observational studies involving 620 patients were included. HU was 

associated with a significant decrease in transfusion need with CR of 41% (95% CI, 25-58%) and 

OR of 71% (95% CI, 56-84%). In severe NTDβT, 8 (1 RCT & 7 observational) studies involving 

305 patients were analyzed. HU was associated with a significant decrease in transfusion need 

with CR of 55% (95% CI, 34-75%) and OR of 79% (95% CI, 69-88%). For mild NTDβT, 14 (1 

RCT and 13 observational) studies involving 344 patients were included. HU therapy was 

effective in raising Hb by 1g/dL from baseline in 54% (95% CI, 43- 65%). All of the studies had 

several limitations, such as small sample size, lack of comparison group, under-reporting of data 

and methods, and being mostly observational studies. Adverse events (AEs) were transient and 

improved with temporary cessation of the drug and/or adjustment of the dose. 

 

Summary and Conclusions: HU appears to be effective in the management of β-thalassemia by 

decreasing the need for chronic blood transfusions completely or partially in a significant number 

of patients. It appears to be well tolerated and associated with mild and transient AEs. Patients 

with β-thalassemia may benefit from a trial of HU, though large RCT assessing efficacy should 

be done to confirm the findings of this meta-analysis. 
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ABSTRACT 

 

Hydroxyurea is an antimetabolite that is widely used in the treatment of many benign and 

malignant conditions. This drug is usually well tolerated but has a number of side effects that 

vary in incidence. In cases of clinically significant adverse events, hydroxyurea is usually 

discontinued either temporarily or permanently, depending on treatment need versus harm 

caused by side effects. Here, we report a case of oral ulceration associated with hydroxyurea 

treatment in a patient who had chronic myelogenous leukemia. The patient rapidly developed 

an oral ulcer 12 days after administration of the drug. Hydroxyurea was discontinued, and the 

oral lesion appreciably decreased in size and severity. Physicians and dentists should be 

aware of the association between hydroxyurea and oral lesions. 
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ABSTRACT 

 

Background: Benign neutropenia often presents in certain populations without any genotype 

nor phenotype. Middle East countries are among the regions where endemic cases of chronic 

benign neutropenia are reported in the general population with an incidence of approximately 

between 10-15%. Not many studies have been performed to ascertain the cause or burden 

associated with this condition. The objective of the current study was to identify the 

frequency and characterize the consequences of chronic benign neutropenia in the country of 

Saudi Arabia. 

 

Results: Benign neutropenia was found to be high in the Saudi Arabia general population (up 

to 20%), with an average neutrophil count of 1.48 (range 0.99 – 1.95 × 109cells/L), with 

Saudis having a higher incidence of chronic benign neutropenia compared to non-Saudis (p = 

<0.05). Complete blood count analyses showed significant difference in the total white cell 

count of neutrophils (p < 0.0001), WBC (p < 0.0001), lymphocytes (p < 0.001), monocytes (p 

< 0.001), eosinophils (p = 0.013) as well as the CD19 B cells (p = 0.008). 

 

Conclusions: Our study is the first to carefully quantitate benign neutropenia in Saudi 

Arabia. We identified that this condition is prevalent in the middle aged population (18 years 

to 55 years). These individuals not only had lower neutrophil counts, but also reduced 

peripheral blood cells types, especially the B-lymphocyte population (CD19 subset). As B-

lymphocytes are involved in antibody production and antigen recognition, a decrease might 

easily predispose the individuals to infectious agents. As such more mechanistic studies need 

to be undertaken to understand the cause and potential long-term consequences of benign 

neutropenia. 
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ABSTRACT 

 

Lycopene supplementation decreases oxidative stress and exhibits beneficial effects on bone 

health, but the mechanisms through which it alters bone metabolism in vivo remain unclear. 

The present study aims to evaluate the effects of lycopene treatment on postmenopausal 

osteoporosis. Six-month-old female Wistar rats (n = 264) were sham-operated (SHAM) or 

ovariectomized (OVX). The SHAM group received oral vehicle only and the OVX rats were 

randomized into five groups receiving oral daily lycopene treatment (mg/kg body weight per 

day): 0 OVX (control), 15 OVX, 30 OVX, and 45 OVX, and one group receiving alendronate 

(ALN) (2 μg/kg body weight per day), for 12 weeks. Bone densitometry measurements, bone 

turnover markers, biomechanical testing, and histomorphometric analysis were conducted. 

Micro computed tomography was also used to evaluate changes in microarchitecture. 

Lycopene treatment suppressed the OVX-induced increase in bone turnover, as indicated by 

changes in biomarkers of bone metabolism: serum osteocalcin (s-OC), serum N-terminal 

propeptide of type 1 collagen (s-PINP), serum crosslinked carboxyterminal telopeptides (s-

CTX-1), and urinary deoxypyridinoline (u-DPD). Significant improvement in OVX-induced 

loss of bone mass, bone strength, and microarchitectural deterioration was observed in 

lycopene-treated OVX animals. These effects were observed mainly at sites rich in trabecular 

bone, with less effect in cortical bone. Lycopene treatment down-regulated osteoclast 

differentiation concurrent with up-regulating osteoblast together with glutathione peroxidase 

(GPx) catalase (CAT) and superoxide dismutase (SOD) activities. These findings 

demonstrate that lycopene treatment in OVX rats primarily suppressed bone turnover to 

restore bone strength and microarchitecture. 
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ABSTRACT 

 

Date palm is an important crop, especially in the hot-arid regions of the world. Date palm 

fruits have high nutritional and therapeutic value and possess significant antibacterial and 

antifungal properties. In this study, we performed bioactivity analyses and metabolic 

profiling of date fruits of 12 cultivars from Saudi Arabia to assess their nutritional value. Our 

results showed that the date extracts from different cultivars have different free radical 

scavenging and anti-lipid peroxidation activities. Moreover, the cultivars showed significant 

differences in their chemical composition, e.g., the phenolic content (10.4-22.1 mg/100 g 

DW), amino acids (37-108 molg-1 FW) and minerals (237-969 mg/100 g DW). Principal 

component analysis (PCA) showed a clear separation of the cultivars into four different 

groups. The first group consisted of the Sokary, Nabtit Ali cultivars, the second group of 

Khlas Al Kharj, Khla Al Qassim, Mabroom, Khlas Al Ahsa, the third group of Khals 

Elshiokh, Nabot Saif, Khodry, and the fourth group consisted of Ajwa Al Madinah, Saffawy, 

Rashodia, cultivars. Hierarchical cluster analysis (HCA) revealed clustering of date cultivars 

into two groups. The first cluster consisted of the Sokary, Rashodia and Nabtit Ali cultivars, 

and the second cluster contained all the other tested cultivars. These results indicate that date 

fruits have high nutritive value, and different cultivars have different chemical composition. 
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ABSTRACT 

 

Nanomaterials are utilized in a wide array of end user products such as pharmaceuticals, 

electronics, clothes and cosmetic products. Due to its size (<100 nm), nanoparticles have the 

propensity to enter through the airway and skin, making its path perilous with the potential to 

cause damages of varying severity. Once within the body, these particles have unconstrained 

access to different tissues and organs including the brain, liver, and kidney. As a result, 

nanomaterials may cause the perturbation of the immune system eliciting an inflammatory 

response and cytotoxicity. This potential role is dependent on many factors such as the 

characteristics of the nanomaterials, presence or absence of diseases, and genetic 

predisposition. Cobalt and nickel nanoparticles, for example, were shown to have 

inflammogenic properties, while silver nanoparticles were shown to reduce allergic 

inflammation. Just as asbestos fibers, carbon nanotubes were shown to cause lungs damage. 

Some nanomaterials were shown, based on animal studies, to result in cell damage, leading to 

the formation of pre-cancerous lesions. This review highlights the impact of nanomaterials on 

immune system and its effect on human health with toxicity consideration. It recommends the 

development of suitable animal models to study the toxicity and bio-clearance of 

nanomaterials and propose safety guidelines. 
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ABSTRACT 

 

Objective: This study aims to identify possible risk factors for falls among Saudi 

postmenopausal women in a population-based study. 

 

Methods: Seven hundred seven postmenopausal women aged 50 years or older were 

followed in a prospective cohort study. Participant demographic characteristics, medical 

history, lifestyle factors, past-year history of falls, and physical activity (PA) scores were 

assessed. We recorded single and multiple falls, anthropometric parameters, five special 

physical performance tests, hormone levels, and bone mineral density measurements. Data on 

knee osteoarthritis (OA), lumbar spondylosis, and osteopenia were collected. Knee and lower 

back pain were assessed by interview, and cognition was assessed with Mini-Mental State 

Examination. 

 

Results: During the mean (SD) follow-up of 5.2 (1.3) years, 164 women (23.2%) reported at 

least one fall, of whom 73 women (10.3%) reported multiple falls. Six independent predictors 

of all falls were identified: PA score of 12.61 or lower (lowest quartile; odds ratio [OR], 4.10; 

95% CI, 1.82-8.90); past-year history of falls (OR, 2.44; 95% CI, 2.30-2.90); age 65 years or 

older (OR, 2.16; 95% CI, 1.30-3.12); presence of knee OA (OR, 1.56; 95% CI, 1.03- 2.34); 

handgrip strength of 13.88 kg or lower (lowest quartile; OR, 1.33; 95% CI, 1.09-1.64); and 8-

ft walk test of 3.94 s or longer (highest quartile; OR, 1.18; 95% CI, 1.07-1.35). 

 

Conclusions: Poor PA score, past-year history of falls, age 65 years or older, presence of 

knee OA, poor handgrip strength, and prolonged time on the 8-ft walk test are risk factors for 

all falls among Saudi postmenopausal women. 
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ABSTRACT 

 

The IX Symposium of the International Network of Clinicians for Endocrinopathies in 

Thalassemia and Adolescent Medicine (ICET-A) was held in the glamorous city of Abu 

Dhabi on the 6th of February, 2015 in the Course of IV Pan Arab Hematology Conference 

and XIII Saudi Society of Hematology Congress. Both meetings were merged with the 

highlights of the European Hematology Association (EHA).The symposium included four 

sessions on a wide range of topics covering growth disorders and endocrine complications in 

thalassaemia. The goals of the meeting were to provide an update on current research, to 

inspire younger investigators in this field, to promote interaction between different countries, 

and to introduce the ICET-A group, its aims and directions for its progress. 
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ABSTRACT 

 

Objective: Severe factor V (FV) deficiency is rare. There are case reports describing 

pregnancy outcomes in women with FV deficiency and one case report of successful 

pregnancy following the use of fresh frozen plasma (FFP) in several cycles of ovulation 

induction and intrauterine insemination and at delivery. The authors report another case to 

support the use of FFP for reproduction.  

 

Case: A 27-year-old woman with severe FV deficiency was given FFP at the time of 

ovulation induced with clomiphene citrate, human menopausal gonadotropin (hMG), and 

human chorionic gonadotropin. Intrauterine insemination (IUI) was done 35 hours later. She 

became pregnant with twins and delivered vaginally at 36 weeks of gestation with the 

prophylactic use of FFP.  

 

Conclusion: Fresh frozen plasma can be offered for reproduction to women with severe FV 

deficiency. 
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ABSTRACT 

 

Individuals with blood group O have a higher bleeding risk than non-O blood groups. This 

could be explained by the lower levels of FVIII and von Willebrand Factor (VWF) levels in 

O individuals. We investigated the relationship between blood groups, thrombin generation 

(TG), prothrombin activation and thrombin inactivation. Plasma levels of VWF, FVIII, 

antithrombin, fibrinogen, prothrombin and alpha(2)Macroglobulin (alpha M-2) levels were 

determined. TG was measured in platelet rich (PRP) and platelet poor plasma (PPP) of 217 

healthy donors and prothrombin conversion and thrombin inactivation were calculated. VWF 

and FVIII levels were lower (75% and 78%) and alpha M-2 levels were higher (125%) in the 

O group. TG is 10% lower in the O group in PPP and PRP. Less prothrombin was converted 

in the O group (86%) and the thrombin decay capacity was lower as well. In the O group, 

alpha M-2 plays a significantly larger role in the inhibition of thrombin (126%). In 

conclusion, TG is lower in the O group due to lower prothrombin conversion, and a larger 

contribution of alpha M-2 to thrombin inactivation. The former is unrelated to platelet 

function because it is similar in PRP and PPP, but can be explained by the lower levels of 

FVIII. 
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ABSTRACT 

 

Introduction: This article is part of the Focus Theme of Methods of Information in Medicine 

on "New Methodologies for Patients Rehabilitation"".  

 

Objectives: For Guillain-Barre patients, motor rehabilitation programs are helpful at the 

onset to prevent the complications of paralysis and in cases of persistent motor impairment. 

Traditional motor rehabilitation programs may be tedious and monotonous, resulting in low 

adherence to the treatments. A Virtual Motor Rehabilitation system has been tested in 

Guillain-Barre patients to increase patient adherence and to improve clinical results.  

 

Methods: Two people with Guillain-Barre performed 20 rehabilitation sessions. We tested a 

novel system based on Motor Virtual Rehabilitation in three periods of time (baseline 

evaluation, final evaluation, and follow-up. In the training program, the participants carried 

out a specific treatment using the Active Balance Rehabilitation system (ABAR). The system 

is composed of customizable virtual games to perform static and dynamic balance 

rehabilitation.  

 

Results: Significant improvements in clinical results were obtained by both participants, with 

significant results in the static balance clinical test of the Anterior Reach test in the standing 

position and unipedal stance time. Other significant results were found in dynamic balance 

clinical tests in the Berg Balance Scale test and the 30-second Sit-to-Stand test. With regard 

to acceptance of the system, both patients enjoyed the experience, and both patients thought 

that this system was helpful for their rehabilitation.  

 

Conclusions: The results show that Virtual Motor Rehabilitation for Guillain-Barre patients 

provides clinical improvements in an entertaining way. 
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ABSTRACT 

 

Breast cancer (BC) accounts for 24 % of all women cancer cases diagnosed in Saudi Arabia 

each year. Awareness is extremely important in combating this disease. This study was 

undertaken to assess male high school students’ response to BC. This cross-sectional survey 

was performed on male high school students across schools in Jeddah. A questionnaire 

gathered data on respondent demographics, beliefs about BC, BC risk factors, early screening 

methods, and role of men in BC. Statistical analysis was done using SPSS 20. A total of 824 

students participated, with an average age of 17.0 years. There was more than 50 % 

agreement that early detection of BC enhances the chances of recovery, that BC is treatable, 

and that clinical breast examination and breastfeeding provide protection from BC. Around 

half the survey population thought that BC was fatal and contagious. Fewer than 50 % 

thought that BC was inherited and related to smoking, consumption of contraceptive pills, 

repeated exposure to radiation, obesity, and wearing a bra and that breast tumors were all 

malignant and spread to different parts of the body. Others knew that mammograms should 

be performed periodically. A high percentage persuaded their relatives to have mammograms 

and provided them with psychological support. Knowledge of BC among male high school 

students in Saudi Arabia is still limited, and, therefore, programs and activities need to be 

established to increase awareness among high school students. 

 

 

 

 

 

 

 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

117 
 

Research Title: 
Cultural challenges to implementation of formative 

assessment in Saudi Arabia: An exploratory study 

Source: 

Medical Teacher 

Informa Healthcare 

Vol. 37, Issue 1, Page: 9-19 

ISSN: 1466-187X 

Month and Year of 

Publication: 
APR 2015 

Impact Factor: 1.679 

Affiliated Department(s): Medical Education; Radiology 

Author(s): 
Rolina Al-Wassia, Omayma Hamed, Heidi Al-Wassia, Reem 

Alafari, Reda Jamjoom 

Correspondent’s Email: n/a 

 

ABSTRACT 

 

Background/Purpose: This study investigates challenges that students and faculty face to 

implement assessment for learning; and the activities, capabilities, enablers, and indicators 

which could impact performance.  

 

Method: The study is a mixed methods research, cross-sectional, exploratory study. The 

study was organized through two phases of data collection and analysis (QUAL -> quan). 

Based on qualitative focus group discussions (FGD), we first gathered data through field 

notes. Later, we engaged in analysis using techniques drawn from qualitative data including 

categorization, theme identification, and connection to existing literature. Based on this 

analysis, we developed a questionnaire that could provide quantitative measures based on the 

qualitative FGD. We then administered the questionnaire, and the quantitative data were 

analyzed to quantitatively test the qualitative findings. Twenty-four faculty and 142 students 

from the 4th and 5th clinical years participated voluntarily. Their perception of FA and the 

cultural challenges that hinder its adoption were evaluated through a FGD and a 

questionnaire.  

 

Results: The mean score of understanding FA concept was equal in faculty and students (p = 

0.08). The general challenge that scored highest was the need to balance work and academic 

load in faculty and the need to balance study load and training and mental anxiety in students. 

There was no difference between faculty and students in perceiving ""learning is teacher-

centered'' (p = 0.481); and ""past learning and assessment experience'' (p = 0.322). There was 

a significant difference between them regarding interaction with opposite gender (p50.001). 

Students showed higher value as regards the ""gap between learning theories and assessment 

practice'', ""grade as a priority'', and ""discrimination by same faculty gender''.  

 

Conclusion: The authors suggested a ""Framework of Innovation in Endorsing Assessment 

for Learning''. It emphasizes a holisitic approach through all levels of the System: 

Government, Accreditation Bodies, Policy makers; Institution, and Classroom levels. 
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ABSTRACT 

 

Objectives: To determine adherence to dimensions of physical wellness among medical 

students of public and private medical colleges in Pakistan.  

 

Methods: This cross-sectional study was carried out from January to July 2011 among 820 

students of private and public medical colleges in Karachi, Pakistan.  

 

Results: Overall, medical students scored low in dimensions of physical wellness. Private 

medical colleges students were fond of vigorous activities such as aerobics and swimming, 

whereas public medical colleges students were involved in moderate intensity activities such 

as walking and use of stairs (p<0.0001). Private students reported to consume more fast food 

(p=0.0001), had less sleep (p=0.0001), but attended regular annual medical checkups 

(p=0.009) as compared with their public institute counterparts. Safe practices such as 

avoidance of tobacco were almost the same.  

 

Conclusion: Comprehensive adherence to all dimensions of physical wellness was lacking 

among medical students. 
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ABSTRACT 

 

Background: Studies are needed to examine predictors of success in medical school. The 

aim of this work is to explore factors that potentially influence excellence of medical 

students. 

 

Methods: The study was conducted in the Medical Faculty of King Abdulaziz University 

during October 2012. A self-administered questionnaire was used. Medical students with a 

grade point average (GPA) ≥4.5 (out of 5) were included and compared to randomly selected 

medical students with a GPA <4.5, who were available at the time of the study. 

 

Results: A total of 359 undergraduate students participated in the study. 50.4% of the sample 

was students with a GPA ≥4.5. No statistically significant difference regarding the time spent 

on outings and social events was found. However, 60.7% of high GPA students spend less 

than 2 hours on social networking per day as compared to 42.6% of the lower GPA students 

(P<0.01). In addition, 79% of high GPA students prefer to study alone (P=0.02), 68.0% 

required silence and no interruptions during studying time (P=0.013), and 47% revise their 

material at least once before an exam (P=0.02). 

 

Conclusion: Excellent medical students have many different characteristics. For example, 

they do not use social networking for prolonged periods of time, and they have strong 

motivation and study enjoyment. Further studies are needed to examine whether these 

differences have a real impact on GPA or not. 
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ABSTRACT 

 

Background: In 2007 Faculty of Medicine (FOM), King Abdulaziz University (KAU) 

reoriented the medical curriculum and integrated professionalism. This study was conducted 

to assess the perception of professionalism attitudes by medical graduates who graduated 

from the new curriculum that incorporated the professionalism module and compare it to 

those who did not. 

 

Methods: This cross sectional study was conducted at the teaching hospital of the FOM, 

KAU using a modified version of the well-constructed questionnaire designed to assess the 

student’s attitudes toward professionalism was distributed to all interns in the academic year 

of 2013-2014. Statistical analysis was carried out using Statistical Package of Social Science 

(SPSS) version 16. 

 

Results: Higher mean scores with significant differences in all aspects of professionalism 

were observed in interns graduated from the new curriculum when compared to those of the 

old one and was previously reported by Eldeek et al., (2012). The importance of adhering to 

high ethical and moral behavior and the need of humanity in the efficacy of the medical 

practice were the most significant attributes with effect size of 0.64 and 0.58 respectively. 

Studying in the clinical years represented the first helpful source of the participant to develop 

their perception about professionalism. 

 

Conclusion: The new developed curriculum at the FOM succeeded to improve the graduate 

perception about professionalism. 
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ABSTRACT 

 

Rationale and Objectives: Because of the intimate and uncomfortable nature of transvaginal 

ultrasound, training residents to perform this type of examination is a difficult task. As a 

consequence, residents may receive inadequate training that leads to a lack of the skills and 

confidence needed to perform this examination. The aim of the study was to assess the 

effectiveness of using simulation sessions to teach residents how to perform transvaginal 

ultrasound, enabling them to diagnose obstetric and gynecologic emergencies and helping 

them survive on-calls alone while keeping their patients safe.  

 

Materials and Methods: We used an experimental study design to compare the confidence 

levels of 20 senior residents who received clinical training only to those of 25 junior residents 

who were enrolled in a simulation-based teaching session. We also compared the junior 

residents' levels of performance and confidence using transvaginal ultrasound before and 

after the sessions.  

 

Results: The performance of transvaginal ultrasound by the junior residents and their 

confidence levels significantly improved after they attended the simulation sessions. They 

had higher levels of confidence than the senior residents who did not attend the session. It 

was also observed that the number of nondiagnostic transvaginal ultrasounds perforrned by 

the on-call resident that needed to be repeated the next day had significantly dropped.  

 

Conclusions: Simulation-based teaching sessions are an effective method of education, 

which improve trainees' skills and confidence levels and improve patient safety. 
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ABSTRACT 

 

Objective: To assess the attitude of medical students and junior physicians toward 

neurology.  

 

Methods: A self-administered, previously validated, questionnaire was distributed among 

422 students and junior physicians at King Abdulaziz University, Jeddah, Saudi Arabia from 

September to December 2012. In this cross-sectional study, the questionnaire included 

demographic data and 12 statements to examine attitudes toward neurology using a Likert 

scale.  

 

Results: The response rate among participants was 70.3%. The mean age was 22.35 (SD+/-

1.28) years. Males comprised 46.2%. While 31.3% of students had not decided regarding 

their future career, 11.8% selected neurology as their first possible choice. Whereas 29.6% of 

students were not satisfied with their neurology teaching experience, 84.4% found neurology 

difficult, and 42.7% of the whole group thought that their neuroscience knowledge was 

insufficient. Advanced clinical year students (namely, interns) were less likely to consider 

neurology as a career choice (p=0.001).  

 

Conclusion: Most of the students had an unfavorable attitude toward neurology on the Likert 

scale. New strategies are needed to change students' attitude toward this demanding specialty. 
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ABSTRACT 

 

Medical Students’ role in health research is of great importance. It is trending worldwide that 

medical students learn and apply research skills early during their undergraduate studies. The 

objectives of this article are to explore the students research activities in national and 

international medical schools, and to postulate some actions to effectively enhance students’ 

participation in research. In this review article, research conduction by medical students at 

some local and international studies were being surveyed; along with methods medical 

schools (including Faculty of Medicine, King Abdulaziz University) are using to improve the 

medical students’ involvement in research. Many studies have proved effectiveness of 

specific approaches for enhancing students’ research. There were still many actions to be 

taken by the medical schools which are willing to improve their students’ participation in 

research. Depending on this review we suggest that efforts, finance and time should be 

appropriately invested to promote and early student’s involvement in research. Integrating the 

research further in the curriculum, promoting the extracurricular research activities, 

providence of research protected time for students and the establishment of a student medical 

research unit is all recommended. 
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ABSTRACT 

 

Purpose: The study aimed at evaluating the empathy scores in third year undergraduate 

medical students in King Abdulaziz University; explore the factors which might have an 

effect on them and how might these factors affect them.  

 

Method: A cross-sectional study was done on a sample that was taken randomly from 3rd 

year medical students at King Abdulaziz University (n=163) by giving them the student 

version of the Jefferson Scale of Physician Empathy (JSPE- S).  

 

Results: There was no statistically significant difference between female and male students 

in the total empathy score; female students showed significantly higher scores than males in 

the compassionate care and the put oneself in patient’s shoes (mean scores 44.9 vs 42.2 and 

13.7 vs 12.5, respectively; t= -2.20 and -2.25, p<0.05). There was a statistically significant 

difference on the scores among students who selected ""surgery"" rather than “medicine” as 

their future specialties. Students who has a higher GPA showed significantly higher scores in 

the total score and the put oneself in patient’s shoes category (mean scores 13.7 vs 11.6; t= 

2.92, p<0.05). There was a significant positive correlation between GPA and empathy scores. 

No statistically significant difference was found in empathy score between students regarding 

family status.  

 

Conclusion: Many personal, cultural and academic factors affect students’ empathy scores. 

In this study, students’ attitudes towards empathy carry a predominantly emotional rather 

than a cognitive component. Further studies are needed to evaluate all components of 

empathy to select those which could be teachable. 
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ABSTRACT 

 

Background: In the field of medicine, specialty selection is a life-altering decision that plays 

a crucial role in career satisfaction, and in turn patient-care. This study explores the 

significant factors affecting specialty selection satisfaction and regret from the perspective of 

medical postgraduates and faculty in King Abdulaziz University (KAU). 

 

Methods: A cross sectional study was carried out on a sample of 172 medical school 

postgraduates and faculty working at KAU using self-administered questionnaire. 

 

Results: The majority of the participants were residents (51.7%), The analysis showed that 

11% of the participants regret their choice of specialty. The results showed that the level of 

satisfaction increases as the academic degree of the participants increase. Among the 

significant factors affected specialty selection satisfaction and regret were; income (P = 

0.003), long length of training (P = 0.027), vast options of sub-specialties (P = 0.001) and 

interesting and exciting field. 

 

Conclusion: These results identify the essential factors that have a potential impact on 

specialty satisfaction and regret among medical school postgraduates and faculty. This 

highlights the importance of career counseling for the proper specialty selection. 
 

 

 

 

 

 

 

 

 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

126 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

127 
 

 
 

Department of 

Medical Genetics 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

128 
 

 

Department of Medical Genetics 
 

Head of Department 
 الاعمى أديب بنت جمانة. د

Members 
 

 

  
 

  

 

 
 

 

 

 

 
 

  

  

 

  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

129 
 

Research Title: 
APSC2015-1309 Genetic Analysis of Cardiac Arrhythmias 

in Patients From Saudi Arabia 

Source: 

Global Heart 

Elsevier B.V. 

Vol.10, Issue 2, Page: 1-7 

ISSN: 2211-8160 

Month and Year of 

Publication: 
JUN 2015 

Impact Factor: n/a 

Affiliated Department(s): Medical Genetics 

Author(s): 
Jumana Al-Aama, Amnah Bdeir, Alaa Al-Qarawi, Salih Al-

Ghamdi, Khalid Dagriri, Zahurul Bhuiyan, Arthur Wilde 

Correspondent’s Email: n/a 

 

ABSTRACT 

 

Most primary arrhythmias are hereditary due to mutations in genes responsible for normal 

cardiac rhythm generation and propagation such as KCNQ1 gene. Detection of a mutation 

leads to proper clinical diagnosis, gene targeted therapy, behavioral management, and family 

screening. This may decrease the incidence of sudden cardiac death. 

 

Our center took the pioneering initiative to set up a comprehensive cardiac arrhythmia 

genetic research and diagnostic laboratory. Our aim is to provide specialized cardiogenetic 

clinical services to patients from Saudi Arabia and neighboring countries. We started to 

create a database of local mutations, which would be used to develop a “genomic chip” to be 

used in routine screening for cardiac arrhythmia patients in these countries. 

 

During the last 3 years, we consulted 46 Families with arrhythmias, and genetic analysis was 

performed in our lab. Arrhythmogenic mutations were found in 29 index patients (63%). 

Cascade screening of the family members identified 176 family members with mutations, 

80% which were founder mutations. Some were more common in specific provinces. 
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ABSTRACT 

 

Objectives: To describe the characteristics and prevalence of non-syndromic orofacial 

clefting (NSOFC) and assess the effects of parental consanguinity on NSOFC phenotypes in 

the 3 main cities of Saudi Arabia.   

 

Methods: All infants (114,035) born at 3 referral centers in Riyadh, and 6 hospitals in Jeddah 

and Madinah between January 2010 and December 2011 were screened. The NSOFC cases 

(n=133) were identified and data was collected through clinical examination and records, and 

information on consanguinity through parent interviews. The diagnosis was confirmed by 

reviewing medical records and contacting the infants' pediatricians. Control infants (n=233) 

matched for gender and born in the same hospitals during the same period, were selected.   

 

Results: The prevalence of NSOFC was 1.07/1000 births in Riyadh, and 1.17/1000 births 

overall; cleft lip (CL) was 0.47/1000 births, cleft lip and palate (CLP) was 0.42/1000 births, 

and cleft palate (CP) was 0.28/1000 births. Cleft palate was significantly associated with 

consanguinity (p=0.047, odds ratio: 2.5, 95% confidence interval: 1 to 6.46), particularly for 

first cousin marriages.   

 

Conclusion: The birth prevalence of NSOFC in Riyadh alone, and in the 3 main cities of 

Saudi Arabia were marginally lower than the mean global prevalence. While birth prevalence 

for CLP was comparable to global figures, the CL:CLP ratio was high, and only CP was 

significantly associated with consanguinity. 
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ABSTRACT 

 

The BRAF gene encodes for a serine/threonine protein kinase that participates in the 

MAPK/ERK signalling pathway and plays a vital role in cancers and developmental 

syndromes (RASopathies). The current review discusses the clinical significance of the 

BRAF gene and other members of RAS/RAF cascade in human cancers and RAS/MAPK 

syndromes, and focuses the molecular basis and clinical genetics of BRAF to better 

understand its parallel involvement in both tumourigenesis and RAS/MAPK syndromes--

Noonan syndrome, cardio-facio-cutaneous syndrome and LEOPARD syndrome. 
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ABSTRACT 

 

Sjogren-Larsson syndrome (SLS) is a neurocutaneous disorder inherited in an autosomal 

recessive fashion. SLS patients are characterized by lipid metabolism error, primarily 

leading to cardinal signs of ichthyosis, spasticity and mental retardation. Additional signs 

include short stature, epilepsy, retinal abnormalities and photophobia. More than 90 

mutations of the ALDH3A2 gene have been reported for SLS, and such variants can be 

successfully detected at a rate of 94% by direct DNA sequencing. We performed direct 

sequencing of ALDH3A2 gene from the index patient, however, no mutation could be 

detected. HumanCytoSNPs12 array analysis and subsequent targeted single nucleotide 

polymorphism analysis revealed a novel deletion mutation at chromosome 17p11.2. This 

67-Kb region includes the first five coding exons of ALDH3A2, and is flanked by 

rs2245639 and rs962801. To the best of our knowledge, this mutation is novel and our 

findings broaden the mutation spectrum of ALDH3A2 causing SLS phenotype. 
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ABSTRACT 

 

Genetic cardiac diseases are major causes of morbidity and mortality. Although animal 

models have been created to provide some useful insights into the pathogenesis of genetic 

cardiac diseases, the significant species differences and the lack of genetic information 

for complex genetic diseases markedly attenuate the application values of such data. 

Generation of induced pluripotent stem cells (iPSCs) from patient-specific specimens and 

subsequent derivation of cardiomyocytes offer novel avenues to study the mechanisms 

underlying cardiac diseases, to identify new causative genes, and to provide insights into 

the disease aetiology. In recent years, the list of human iPSC-based models for genetic 

cardiac diseases has been expanding rapidly, although there are still remaining concerns 

on the level of functionality of iPSC-derived cardiomyocytes and their ability to be used 

for modeling complex cardiac diseases in adults. This review focuses on the development 

of cardiomyocyte induction from pluripotent stem cells, the recent progress in heart 

disease modeling using iPSC-derived cardiomyocytes, and the challenges associated with 

understanding complex genetic diseases. To address these issues, we examine the 

similarity between iPSC-derived cardiomyocytes and their ex vivo counterparts and how 

this relates to the method used to differentiate the pluripotent stem cells into a 

cardiomyocyte phenotype. We progress to examine categories of congenital cardiac 

abnormalities that are suitable for iPSC-based disease modeling. 
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ABSTRACT 

 

The gut microbiota is central to human health, but its establishment in early life has not 

been quantitatively and functionally examined. Applying metagenomic analysis on fecal 

samples from a large cohort of Swedish infants and their mothers, we characterized the 

gut microbiome during the first year of life and assessed the impact of mode of delivery 

and feeding on its establishment. In contrast to vaginally delivered infants, the gut 

microbiota of infants delivered by C-section showed significantly less resemblance to 

their mothers. Nutrition had a major impact on early microbiota composition and 

function, with cessation of breast-feeding, rather than introduction of solid food, being 

required for maturation into an adult-like microbiota. Microbiota composition and 

ecological network had distinctive features at each sampled stage, in accordance with 

functional maturation of the microbiome. Our findings establish a framework for 

understanding the interplay between the gut microbiome and the human body in early 

life. 
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ABSTRACT 

 

Background: Each year Muslims fast from dawn to sunset for 1 month (Ramadan). In 

Saudi Arabia, the sleep–wake cycle during Ramadan is severely disturbed and is 

associated with abolition of the circadian cortisol rhythm, exposing Saudis to 

continuously increased cortisol levels, which may influence the immune response. In 

addition to cortisol, sleep and fasting affect the secretion of parathyroid hormone (PTH) 

and hence bone metabolism.  

 

Methods: Our objective was to investigate the effect of Ramadan type fasting on 

secretory patterns of PTH, markers of bone metabolism, and serum immunoglobulins. 

Blood samples from healthy young volunteers were collected at 9 a.m. and 9 p.m. (± 1 

hour) before (Shaban) and 2 weeks into Ramadan. Calcium, phosphorus, magnesium, 

albumin, alkaline phosphatase, 25-OH vitamin D, intact PTH (iPTH), and 

immunoglobulin (Ig) A, M and G were measured. 

 

Results: During Ramadan, evening-adjusted calcium was higher (p = 0.036) and 

phosphate lower (p < 0.001) than the corresponding morning value. Moreover, the 

Ramadan mean morning phosphate was higher and the evening level lower was than 

Shabaan values (p =0.010 and p <0.001, respectively), while mean iPTH level was 

decreased compared with the morning value (p = 0.001), and the evening mean during 

Shabaan (p = 0.029). Mean IgG concentration was significantly lower during Ramadan (p 

= 0.003 and p = 0.021 for morning and evening, respectively). 

 

Conclusions: Changes in dietary practices during Ramadan modulated PTH secretion to 

a pattern which might be beneficial to bone health. Combined effects of fasting and 

disturbed sleep led to a noted decrease in IgG level. Therefore, a possible beneficial 

effect of fasting on bone turnover is combined with decreased immune response. 
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ABSTRACT 

 

We aimed to scrutinize the extent to which single amino acid substitutions in the MTHFR 

and factor V Leiden (FVL) genes affect the risk of gestational diabetes mellitus (GDM) 

in pregnant women of South Indian descendant. This case–control study was 

implemented once the ethical approval has been obtained. Overall, 237 women were 

recruited in this study: 137 had been diagnosed with GDM and the remaining 100 women 

were used as normal controls or non-GDM. The diagnosis of GDM was confirmed with 

biochemical analysis, i.e., GCT and oral glucose tolerance tests. Five milliliters of 

peripheral blood was collected and used for biochemical and molecular analyses. DNA 

was isolated, and genotyping for MTHFR (C677T) and FVL (G1691A) mutations was 

performed using PCR–RFLP. FVL (G1691A) locus was not polymorphic in the 

investigated sample. There was no significant difference in the allele and genotype 

frequencies of C677T polymorphism between GDM and non-GDM women 

(p  =  0.8892). 
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ABSTRACT 

 

Perrault syndrome (PRLTS) is a clinically and genetically heterogeneous disorder. Both 

male and female patients suffer from sensory neuronal hearing loss in early childhood, 

and female patients are characterized by premature ovarian failure and infertility after 

puberty. Clinical diagnosis may not be possible in early life, because key features of 

PRLTS, for example infertility and premature ovarian failure, do not appear before 

puberty. Limb spasticity, muscle weakness, and intellectual disability have also been 

observed in PRLTS patients. Mutations in five genes, HSD17B4, HARS2, CLPP, 

LARS2, and C10orf2, have been reported in five subtypes of PRLTS. We discovered a 

consanguineous Saudi family with the PRLTS3 phenotype showing an autosomal 

recessive mode of inheritance. The patients had developed profound hearing loss, brain 

atrophy, and lower limb spasticity in early childhood. For molecular diagnosis, we 

complimented genome-wide homozygosity mapping with whole exome sequencing 

analyses and identified a novel homozygous mutation in exon 6 of CLPP at chromosome 

19p13.3. To our knowledge, early onset with regression is a unique feature of these 

PRLTS patients that has not been reported so far. This study broadens the clinical 

spectrum of PRLTS3. 
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ABSTRACT 

 

Femoral–facial syndrome (FFS) is a very rare multiple congenital anomaly syndrome. 

The authors describe a case of FFS in a 2-day-old infant of a diabetic mother. The 

phenotypic features include bilateral symmetrical femoral involvement with completely 

aplastic right-sided femur, severely hypoplastic left femur and unusual facial dysmorphic 

features without other skeleton/spinal and genitourinary anomalies. Cases of FFS need to 

be carefully evaluated because of the similarity between FFS and caudal dysgenesis, a 

condition frequently related to maternal diabetes and with other syndromes characterised 

by femoral hypoplasia and associated anomalies, which can pose a diagnostic challenge. 
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ABSTRACT 

 

We sought to explore the genotype-phenotype of Jervell and Lange-Nielsen syndrome 

(JLNS) patients in Saudi Arabia. We have also assessed the plausible effect of 

consanguinity into the pathology of JLNS. Six families with at least one JLNS-affected 

member attended our clinic between 2011 and 2013. Retrospective and prospective 

clinical data were collected and genetic investigation was performed. Pathogenic 

mutations in the KCNQ1 gene were detected in all JLNS patients. The homozygous 

mutations detected were Leu273Phe, Asp202Asn, Ile567Thr, and c.1486_1487delCT and 

compound heterozygous mutations were c.820_ 830del and c.1251+1G>T. All living 

JLNS patients except one had a QTc of >500ms and a history of recurrent syncope. -

Blockers abolished the cardiac-related events in all patients except two siblings with 

homozygous Ile567Thr mutation. Four of the six mutations were originally reported in 

autosomal dominant long QT syndrome (LQTS) patients. Eighty percent of the 

heterozygote mutation carriers showed prolongation of QTc, but majority of these 

reported no symptoms attributable to arrhythmias. Mutations detected in this study will 

be advantageous in tribe and region-specific cascade screening of LQTS in Saudi Arabia. 
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ABSTRACT 

 

Dystrophic epidermolysis bullosa (DEB) is an inherited skin disorder with variable 

severity and heterogeneous genetic involvement. Diagnostic approaches for this condition 

include clinical evaluations and electron microscopy of patients' skin biopsies, followed 

by Sanger sequencing (SS) of a large gene (118 exons) that encodes the alpha chain of 

type VII collagen (COL7A1) located on Chromosome 3p21.1. However, the use of SS 

may hinder diagnostic efficiency and lead to delays because it is costly and time-

consuming. We evaluated a 5-generation consanguineous family with 3 affected 

individuals presenting the severe generalised DEB phenotype. Human whole-exome 

sequencing (WES) revealed 2 homozygous sequence variants: the previously reported 

variant p.Arg578* in exon 13 and a novel variant p.Arg2063Gln in exon 74 of the 

COL7A1 gene. Validation by SS, performed on all family members, confirmed the 

cosegregation of the 2 variants with the disease phenotype. To the best of our knowledge, 

2 homozygous COL7A1 variants have never been simultaneously reported in DEB 

patients; however, the upstream protein truncation variant is more likely to be disease-

causing than the novel missense variant. WES can be used as an efficient molecular 

diagnostic tool for evaluating autosomal recessive forms of DEB. 
 

 

 

 

 

 

 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

141 
 

Research Title: 

Inference of Purifying and Positive Selection in Three 

Subspecies of Chimpanzees (Pan troglodytes) from 

Exome Sequencing 

Source: 

Genome Biology and Evolution 

Oxford Univ Press 

Vol. 7, Issue 4, Page: 1122-1132 

ISSN: APR 2015 

Month and Year of 

Publication: 
APR 2015 

Impact Factor: 4.532 

Affiliated Department(s): 
Medical Genetics; Princess Al-Jawhara Albrahim Center 

of Excellence in Hereditary Disorders Research 

Author(s): 

Thomas Bataillon, Jinjie Duan, Christina Hvilsom, Xin 

Jin, Yingrui Li, Laurits Skov, Sylvain Glemin, Kasper 

Munch, Tao Jiang, Yu Qian, Asger Hobolth, Jun Wang, 

Thomas Mailund, Hans R Siegismund, Mikkel H 

Schierup 

Correspondent’s Email: 
tbata@birc.au.dk, hsiegismund@bio.ku.dk, 

mheide@birc.au.dk 

 

ABSTRACT 

 

We study genome-wide nucleotide diversity in three subspecies of extant chimpanzees 

using exome capture. After strict filtering, Single Nucleotide Polymorphisms and indels 

were called and genotyped for greater than 50% of exons at a mean coverage of 35x per 

individual. Central chimpanzees (Pan troglodytes troglodytes) are the most polymorphic 

(nucleotide diversity, theta(w) = 0.0023 per site) followed by Eastern (P. t. 

schweinfurthii) chimpanzees (theta(w) = 0.0016) and Western (P. t. verus) chimpanzees 

(theta(w) = 0.0008). A demographic scenario of divergence without gene flow fits the 

patterns of autosomal synonymous nucleotide diversity well except for a signal of recent 

gene flow from Western into Eastern chimpanzees. The striking contrast in X-linked 

versus autosomal polymorphism and divergence previously reported in Central 

chimpanzees is also found in Eastern and Western chimpanzees. We show that the 

direction of selection statistic exhibits a strong nonmonotonic relationship with the 

strength of purifying selection S, making it inappropriate for estimating S. We instead use 

counts in synonymous versus nonsynonymous frequency classes to infer the distribution 

of S coefficients acting on nonsynonymous mutations in each subspecies. The strength of 

purifying selection we infer is congruent with the differences in effective sizes of each 

subspecies: Central chimpanzees are undergoing the strongest purifying selection 

followed by Eastern and Western chimpanzees. Coding indels show stronger selection 

against indels changing the reading frame than observed in human populations. 
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ABSTRACT 

 

Genome-wide association studies (GWASs) for many complex diseases, including 

inflammatory bowel disease (IBD), produced hundreds of disease-associated loci-the 

majority of which are noncoding. The number of GWAS loci is increasing very rapidly, 

but the process of translating single nucleotide polymorphisms (SNPs) from these loci to 

genomic medicine is lagging. In this study, we investigated 4,734 variants from 152 IBD 

associated GWAS loci (IBD associated 152 lead noncoding SNPs identified from pooled 

GWAS results + 4,582 variants in strong linkage-disequilibrium (LD) (r(2) >= 0.8) for 

EUR population of 1K Genomes Project) using four publicly available bioinformatics 

tools, e.g. dbPSHP, CADD, GWAVA, and RegulomeDB, to annotate and prioritize 

putative regulatory variants. Of the 152 lead noncoding SNPs, around 11% are under 

strong negative selection (GERP++ RS >= 2); and similar to 30% are under balancing 

selection (Tajima's D score > 2) in CEU population (1K Genomes Project)-though these 

regions are positively selected (GERP++ RS < 0) in mammalian evolution. The analysis 

of 4,734 variants using three integrative annotation tools produced 929 putative 

functional SNPs, of which 18 SNPs (from 15 GWAS loci) are in concordance with all 

three classifiers. These prioritized noncoding SNPs may contribute to IBD pathogenesis 

by dysregulating the expression of nearby genes. This study showed the usefulness of 

integrative annotation for prioritizing fewer functional variants from a large number of 

GWAS markers. 
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ABSTRACT 

 

Objective: To evaluate the potential for diagnosing colorectal cancer (CRC) from faecal 

metagenomes. 

 

Design: We performed metagenome-wide association studies on faecal samples from 74 

patients with CRC and 54 controls from China, and validated the results in 16 patients 

and 24 controls from Denmark. We further validated the biomarkers in two published 

cohorts from France and Austria. Finally, we employed targeted quantitative PCR 

(qPCR) assays to evaluate diagnostic potential of selected biomarkers in an independent 

Chinese cohort of 47 patients and 109 controls. 

 

Results: Besides confirming known associations of Fusobacterium nucleatum and 

Peptostreptococcus stomatis with CRC, we found significant associations with several 

species, including Parvimonas micra and Solobacterium moorei. We identified 20 

microbial gene markers that differentiated CRC and control microbiomes, and validated 4 

markers in the Danish cohort. In the French and Austrian cohorts, these four genes 

distinguished CRC metagenomes from controls with areas under the receiver-operating 

curve (AUC) of 0.72 and 0.77, respectively. qPCR measurements of two of these genes 

accurately classified patients with CRC in the independent Chinese cohort with 

AUC=0.84 and OR of 23. These genes were enriched in early-stage (I-II) patient 

microbiomes, highlighting the potential for using faecal metagenomic biomarkers for 
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early diagnosis of CRC.  

 

Conclusions: We present the first metagenomic profiling study of CRC faecal 

microbiomes to discover and validate microbial biomarkers in ethnically different 

cohorts, and to independently validate selected biomarkers using an affordable clinically 

relevant technology. Our study thus takes a step further towards affordable non-invasive 

early diagnostic biomarkers for CRC from faecal samples. 
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ABSTRACT 

 

Congenital generalized lipodystrophies (CGLs) are a heterogeneous group of rare, 

monogenic disorders characterized by loss of sub-cutaneous fat, muscular hypertrophy, 

acanthosis nigricans, hepatomegaly, cardiac arrhythmias, impaired metabolism and 

mental retardation. Four different but overlapping phenotypes (CGL1-4) have been 

identified, which are caused by mutations in AGPAT2 at 9q34.3, BSCL2 at 11q13, 

CAV1 at 7q31.1, and PTRF at 17q21.2. In this study, we performed genome-wide 

homozygosity mapping of two affected and one unaffected subject in a Saudi family 

using a 300K Human-CytoSNPs12v12.1 array with the Illumina iScan system. A 

common homozygous region at chromosome 17q22.1, from 34.4 to 45.3 Mb, was 

identified in both the affected individuals. The region is flanked by SNPs rs139433362 

and rs185263326, which encompass the PTRF gene. Bidirectional DNA sequencing of 

the PTRF gene covering all of the coding exons and exoneintron boundaries was 

performed in all family members. Sequencing analysis identified a novel homozygous 

nonsense mutation in the PTRF gene (c. 550G> T; p. Glu184*), leading to a premature 

stop codon. To the best of our knowledge, we present a novel mutation of PTRF from 

Saudi Arabia and our findings broaden the mutation spectrum of PTRF in the familial 

CGL4 phenotype. Homozygosity mapping coupled with candidate gene sequencing is an 

effective tool for identifying the causative pathogenic variants in familial cases. 
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ABSTRACT 

 

Oral-facial-digital syndromes are characterized by abnormalities in the oral cavity, face 

and digits. To date, 13 types with different modes of inheritance have been distinguished 

based on characteristic clinical manifestations. The researchers reported a twelve-year-

old male patient with the common features of oral, facial and digital abnormalities of an 

OFDIX syndrome along with some unrepoited features. On assessment, it was found that 

he had a short stature and microcephaly. The patient had sparse scalp hair and alopecia 

areata, which is reported only in females with OFDI. He showed hands postaxial 

polydactyly and unilateral bifid big toe. The patient displayed extraocular manifestations 

along with multiple intraocular findings. There were additional CNS findings in the form 

of subependymal and periventricular andarachinoid tiny cysts. The arachinoid cysts were 

previously described in OFD I, II and III. This case overlapped with the clinical picture 

between OFD 1, which is detected only in girls and OFD II. 
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ABSTRACT 

 

Background: Postaxial polydactyly (PAP) is one of the commonest congenital 

malformations and usually is associated to several syndromes. There is no primary 

investigational strategy for PAP cases with single gene disorder in literature. PAP cases 

with single gene disorder can be classified according to common pathways and molecular 

basis. Molecular classification may help in diagnostic approach. 

 

Materials and Methods: All single gene disorders associated with PAP reported on 

PubMed and OMIM are analyzed and classified according to molecular basis. 

 

Results: Majority of genes related to cilia structure and functions are associated with 

PAP, so we classified them as ciliopathies and non-ciliopathies groups. Genes related to 

Shh–Gli3 pathway was the commonest group in non-ciliopathies. 

 

Conclusion: Genes related to cilia are most commonly related to PAP due to their 

indirect relationship to Shh–Gli3 signaling pathway. Initially, PAP may be the only 

clinical finding with ciliopathies so those cases need follow up. Proper diagnosis is 

helpful for management and genetic counseling. Molecular approach may help to define 

pleiotropy. 
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ABSTRACT 

 

In this study we scrutinized the association between the A8344G/A3243G mutations and 

a 9-bp deletion polymorphism with gestational diabetes mellitus (GDM) in an Asian 

Indian population. The A3243G mutation in the mitochondrial tRNA(Leu(UUR)) causes 

mitochondrial encephalopathy myopathy, lactic acidosis, and stroke-like episodes 

(MELAS), while the A8344G mutation in tRNA(Lys) causes myoclonus epilepsy with 

ragged red fibers (MERRF). We screened 140 pregnant women diagnosed with GDM 

and 140 non-GDM participants for these mutations by PCR-RFLP analysis. Both 

A3243G and A8344G were associated with GDM (A3243: OR-3.667, 95% CI = 1.001-

13.43, p = 0.03; A8344G: OR-11.00, 95% CI = 0.6026-200.8, p = 0.04). Mitochondrial 

DNA mutations contribute to the development of GDM. Our results conclude that 

mitochondrial mutations are associated with the GDM women in our population. Thus it 

is important to screen other mitochondrial mutations in the GDM women. 
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ABSTRACT 

 

Background/aim: To evaluate the incidence of chromosomal abnormalities in couples 

who experience recurrent abortion and identify additional factors that may be predictive 

of abortion, such as parental age and unfavorable obstetric or abnormal semen analysis.  

 

Materials and methods: The present study examined 125 couples who had experienced 

recurrent abortion. All subjects provided a detailed personal medical history and ancestral 

history and underwent a physical examination. Women in the study group underwent 

biochemical testing and pelvic ultrasound examinations, and men underwent a semen 

analysis.  

 

Results: Among the 125 couples tested, 8 couples (6.4%) displayed a balanced 

translocation, among which 7 (5.6%) showed a reciprocal translocation and 1 (0.8%) 

showed a Robertsonian translocation. All carriers of these translocations were aged < 35 

years. A significant proportion of carriers reported a poor obstetric history and a past fetal 

malformation. All male carriers had a normal semen analysis.  

 

Conclusion: Couples who experience >= 2 pregnancy losses of unknown origin should 

undergo a cytogenetic analysis, and findings showing a chromosomal abnormality in 

either parent must be followed by genetic counseling. 
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ABSTRACT 

 

We carried out metagenomic shotgun sequencing and a metagenome-wide association 

study (MGWAS) of fecal, dental and salivary samples from a cohort of individuals with 

rheumatoid arthritis (RA) and healthy controls. Concordance was observed between the 

gut and oral microbiomes, suggesting overlap in the abundance and function of species at 

different body sites. Dysbiosis was detected in the gut and oral microbiomes of RA 

patients, but it was partially resolved after RA treatment. Alterations in the gut, dental or 

saliva microbiome distinguished individuals with RA from healthy controls, were 

correlated with clinical measures and could be used to stratify individuals on the basis of 

their response to therapy. In particular, Haemophilus spp. were depleted in individuals 

with RA at all three sites and negatively correlated with levels of serum autoantibodies, 

whereas Lactobacillus salivarius was over-represented in individuals with RA at all three 

sites and was present in increased amounts in cases of very active RA. Functionally, the 

redox environment, transport and metabolism of iron, sulfur, zinc and arginine were 

altered in the microbiota of individuals with RA. Molecular mimicry of human antigens 

related to RA was also detectable. Our results establish specific alterations in the gut and 

oral microbiomes in individuals with RA and suggest potential ways of using microbiome 

composition for prognosis and diagnosis. 
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ABSTRACT 

 

Background: Hereditary spastic paraplegias (HSP), a group of genetically heterogeneous 

neurological disorders with more than 56 documented loci (SPG1-56), are described 

either as uncomplicated (or pure), or complicated where in addition to spasticity and 

weakness of lower extremeties, additional neurological symptoms are present, including 

dementia, loss of vision, epilepsy, mental retardation and ichthyosis. We identified a 

large consanguineous family of Indian descent with four affected members with 

childhood onset HSP (SPG54), presenting with upper and lower limb spasticity, mental 

retardation and agenesis of the corpus callosum. 

 

Results: A common region of homozygosity on chromosome 8 spanning seven 

megabases (Mb) was identified in the affected individuals using the Illumina human 

cytoSNP-12 DNA Analysis BeadChip Kit. Exome sequencing identified a homozygous 

stop gain mutation (pR287X) in the phospholipase A1 gene DDHD2, in the affected 

individuals, resulting in a premature stop codon and a severely truncated protein lacking 

the SAM and DDHD domains crucial for phosphoinositide binding and phospholipase 

activity. 

 

Conclusion: This mutation adds to the knowledge of HSP, suggests a possible founder 

effect for the pR287X mutation, and adds to the list of genes involved in lipid metabolism 

with a role in HSP and other neurodegenerative disorders." 
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ABSTRACT 

 

Papillon–Lefevre syndrome (PALS) is a rare, autosomal recessive disorder characterized 

by periodontitis and hyperkeratosis over the palms and soles. Mutations in the cathepsin 

C gene (CTSC) have been recognized as the cause of PALS since the late 1990s. More 

than 75 mutations in CTSC have been identified, and phenotypic variability between 

different mutations has been described. Next generation sequencing is widely used for 

efficient molecular diagnostics in various clinical practices. Here we investigated a large 

consanguineous Saudi family with four affected and four unaffected individuals. All of 

the affected individuals suffered from hyperkeratosis over the palms and soles and had 

anomalies of both primary and secondary dentition. For molecular diagnostics, we 

combined whole-exome sequencing and genome-wide homozygosity mapping 

procedures, and identified a recurrent homozygous missense mutation (c.899G>A; 

p.Gly300Asp) in exon 7 of CTSC. Validation of all eight family members by Sanger 

sequencing confirmed co-segregation of the pathogenic variant (c.899G>A) with the 

disease phenotype. This is the first report of whole-exome sequencing performed for 

molecular diagnosis of PALS in Saudi Arabia. Our findings provide further insights into 

the genotype–phenotype correlation of CTSC pathogenicity in PALS. 
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ABSTRACT 

 
Background: A marked increase in the number of cases of Middle East respiratory 

syndrome coronavirus (MERS-CoV) infection occurred in Jeddah, Saudi Arabia, in early 

2014. We evaluated patients with MERS-CoV infection in Jeddah to explore reasons for this 

increase and to assess the epidemiologic and clinical features of this disease.  

 

Methods: We identified all cases of laboratory-confirmed MERS-CoV infection in Jeddah 

that were reported to the Saudi Arabian Ministry of Health from January 1 through May 16, 

2014. We conducted telephone interviews with symptomatic patients who were not health 

care personnel, and we reviewed hospital records. We identified patients who were reported 

as being asymptomatic and interviewed them regarding a history of symptoms in the month 

before testing. Descriptive analyses were performed.  

 

Results: Of 255 patients with laboratory-confirmed MERS-CoV infection, 93 died (case 

fatality rate, 36.5%). The median age of all patients was 45 years (interquartile range, 30 to 

59), and 174 patients (68.2%) were male. A total of 64 patients (25.1%) were reported to be 

asymptomatic. Of the 191 symptomatic patients, 40 (20.9%) were health care personnel. 

Among the 151 symptomatic patients who were not health care personnel, 112 (74.2%) had 

data that could be assessed, and 109 (97.3%) of these patients had had contact with a health 

care facility, a person with a confirmed case of MERS-CoV infection, or someone with 

severe respiratory illness in the 14 days before the onset of illness. The remaining 3 patients 

(2.7%) reported no such contacts. Of the 64 patients who had been reported as asymptomatic, 

33 (52%) were interviewed, and 26 of these 33 (79%) reported at least one symptom that was 

consistent with a viral respiratory illness.  

 

Conclusions: The majority of patients in the Jeddah MERS-CoV outbreak had contact with a 

health care facility, other patients, or both. This highlights the role of health care-associated 

transmission. 
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ABSTRACT 

 

Objectives: To examine relationship between the quality of marital relationship and 

anxiety among women with breast cancer (BC) in the Kingdom of Saudi Arabia (KSA).  

 

Methods: This cross-sectional study recruited a consecutive series of 49 married women 

with BC seen in the Al-Amoudi Breast Cancer Center of Excellence at King Abdulaziz 

University, Jeddah, KSA in early 2013. Participants completed the Hospital Anxiety and 

Depression Scale, Spouse Perception Scale, and Quality of Marriage Index forms, and 

answered questions on demographic and cancer characteristics.  

 

Results: Anxiety symptoms indicating ""possible"" anxiety disorder were present in 

10.4% and ""probable"" anxiety disorder in 14.6% (25% total). No significant 

relationship was found between the quality of marital relationship and anxiety symptoms 

(B=-0.04, standard error=0.05, t=-0.81, p=0.42). Anxiety was primarily driven by low 

education, poor socioeconomic status, and young age.  

 

Conclusion: Anxiety symptoms are prevalent among married women with BC seen in a 

university-based clinic in the KSA. Further research is needed to determine whether a 

diagnosis of BC adversely affects marital relationship, and whether this is the cause for 

anxiety in these women. 
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ABSTRACT 

 

Advanced glycation endproducts (AGEs) are believed to play a significant role in the 

pathophysiology of a variety of diseases including diabetes and cardiovascular diseases. 

Non-invasive skin autofluorescence (SAF) measurement serves as a proxy for tissue 

accumulation of AGEs. We assessed reference SAF and skin reflectance (SR) values in a 

Saudi population (n = 1,999) and evaluated the existing risk stratification scale. The mean 

SAF of the study cohort was 2.06 (SD = 0.57) arbitrary units (AU), which is considerably 

higher than the values reported for other populations. We show a previously unreported 

and significant difference in SAF values between men and women, with median (range) 

values of 1.77 AU (0.79-4.84 AU) and 2.20 AU (0.75-4.59 AU) respectively (p-value << 

0.01). Age, presence of diabetes and BMI were the most influential variables in 

determining SAF values in men, whilst in female participants, SR was also highly 

correlated with SAF. Diabetes, hypertension and obesity all showed strong association 

with SAF, particularly when gender differences were taken into account. We propose an 

adjusted, gender-specific disease risk stratification scheme for Middle Eastern 

populations. SAF is a potentially valuable clinical screening tool for cardiovascular risk 

assessment but risk scores should take gender and ethnicity into consideration for 

accurate diagnosis. 
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ABSTRACT 

 

The objective of this position statement from the Saudi Gastroenterology Association is 

to guide gastroenterologists on the use of tumor necrosis factor-alfa (TNF-alpha) 

antagonists for the treatment of the idiopathic inflammatory bowel diseases, Crohn's 

disease, and ulcerative colitis. In this article, we summarize the relevant literature 

regarding the safety and efficacy of TNF-alpha antagonists, highlight relevant safety 

concerns specific to the environment in Saudi Arabia, and provide specific 

recommendations for the use of these agents. 
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ABSTRACT 

 
Background: Endoscopic disease activity in inflammatory bowel disease (IBD) is associated 

with poor outcomes. Endoscopic evaluation is the gold standard for the assessment of disease 

activity, but is invasive, expensive and potentially time consuming. Identification of non-

invasive biomarkers of disease activity in IBD is a research priority. 

 

Methods:The primary objective was to evaluate the diagnostic accuracy of 3 non-invasive 

biomarkers (fecal calprotectin [FC], stool lactoferrin [SL] and C-reactive protein [CRP]) used 

for the evaluation of disease activity in IBD. MEDLINE, EMBASE, the Cochrane Library, 

the ISI Web of Knowledge and conference abstracts were searched from inception to 

November 2014 for relevant studies. Grey literature databases (e.g. SIGLE) were also 

searched to identify studies not indexed in traditional databases. All cohort and case-control 

studies that evaluated the diagnostic accuracy of FC, SL or CRP for assessment of disease 

activity in symptomatic patients with previously diagnosed IBD (ulcerative colitis and 

Crohn's disease) were included. True positive, true negative, false positive and false negative 

rates were extracted for each biomarker and used to construct 2X2 tables for each cutoff. 

Sensitivity, specificity and area under the curve (AUC) estimates for FC, SL and CRP were 

calculated for each study based on different cut-offs and pooled together into single estimates 

for each test. Receiver operator characteristics (ROC) curves were then used to identify the 

cut-off values for each biomarker that best predicted endoscopic disease activity. 

 

Results: Nineteen studies (2456 participants) met our inclusion criteria. Sensitivity, 

specificity, and AUC values for the 3 biomarkers are summarized in Table 1. The best cut-off 

values to detect endoscopically active disease in IBD determined by ROC analysis were 50 

μg/g, 7.25 μg/mL and 10 mg/dL for FC, SL and CRP, respectively. 

 

Conclusion: FC and SL are highly accurate biomarkers that can be used to screen 

symptomatic IBD patients for endoscopic disease activity prior to colonoscopy. 
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ABSTRACT 

 

Background/Purpose: We sought to determine the extent of and reasons for variability 

in current CT perfusion (CTP) thresholds to define acute brain tissue states. 

 

Methods: The search themes acute ischemic stroke, perfusion imaging, and CT/MRI 

were used. Studies were included if CTP was done. 

 

Results: The search resulted in 11919 abstracts from EMBASE and Medline after 

missing data correction. 711 studies were identified for full-text review, of these 134 met 

all eligibility criteria, and 29 studies provided thresholds. For CBF, median mean 

threshold was 8.64 (7.94–13.92) ml/min/100 g for core, 19.1 (17.1–31.9) ml/min/100 g 

for penum-bra and 47.4 (35.6–59.1) ml/min/100 g for normal/not at risk tissue. For CBV, 

the median mean threshold was 1.0 (0.68–1.88) ml/100 g for core,2.45 (2.0–3.0) ml/100 g 

for penumbra, and 2.65 (2.0–3.3) ml/100 g for normal/not at risk tissue. For MTT the 

median mean threshold was 15.6(15.3–17.7) seconds for core, 10.5 (7.1–46.2) seconds 

for penumbra, and3.9 (3.65–4.15) seconds for normal/not at risk tissue. The median mean 

threshold for rCBF was 29% (22.5%–35.5%) for core. Sufficient TTP and Tmax data 

were not reported. QUADAS assessment ranged from 20.7% to93.1% across the 14 

variables.  

 

Conclusions: Due to the heterogeneity of vendor CTP algorithms, follow-up-imaging to 

define infarct core, unknown recanalization times/reperfusion status and differing onset to 

CT times, CTP thresholds for infarct core and penumbra are highly variable between 

institutes. 
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ABSTRACT 

 

The objective of this study was to investigate the accuracy of the OraQuickA (R) rapid 

diagnostic test in the detection of hepatitis C virus (HCV) antibodies in oral fluid among 

a Saudi population sample.  

 

A case-control cross-sectional study was conducted on 60 HCV-positive patients and 100 

HCV-negative control subjects.  

 

The HCV-positive patients were recruited from the Clinics of Infectious Diseases of King 

Abdulaziz University (KAU) Hospital, Jeddah, while the control group was collected 

from KAU, Faculty of Dentistry, including staff and students. The OraQuickA (R) HCV 

rapid antibody test (OraSure Technologies, Inc. USA) utilized the oral fluid swab. 

Sensitivity and specificity for the test were calculated and correlated to the patients' viral 

load.  

 

Out of the 60 PCR + ve patients, 53 (88.33 %) revealed a positive OraQuick test, whereas 

7 (11.67 %) patients showed negative test, revealing 88.33 % sensitivity and 100 % 

specificity for detection of salivary HCV antibodies. Only PCR level was valuable in 

predicting the outcome of OraQuick test.  

 

Using oral fluid for the detection of HCV antibodies could be a useful tool for 

epidemiological purposes and for field collection of samples in developing countries or in 

nonclinical settings by persons with minimal training.  

 

Millions of pilgrims visit Saudi Arabia during every year, many of whom are from 

countries where HCV infection is endemic; therefore, it will be very helpful to use a 

noninvasive, quick, simple, specific, and sensitive method for detection of HCV 

antibodies using oral fluid. 
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ABSTRACT 

 

Gene therapy approaches based on adeno-associated viral vector (AAV) systems offer 

many unique advantages for nervous system applications. These vectors are opening up 

new approaches for the treatment of neurodegenerative diseases. AAV can efficiently 

deliver genes to postmitotic neuronal cell types offering long-term expression, can be 

generated in high titers, and are associated with only minimal immunological 

complications. Numerous animal studies have demonstrated the efficiency of these 

vectors both at preclinical and clinical development stages. The current chapter will 

describe the basic features of AAV vectors, list few examples of their applications as a 

therapeutic tool to treat diseases of the central nervous system, and discuss progress in 

the manufacturing process. 
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ABSTRACT 

 

Emerging data have implicated a critical role for CD4 in the pathogenesis of systemic 

lupus erythematosus (SLE). This study was designed to delineate the contribution of 

CD4+ T cells in the pathogenesis of SLE disease. Forty-four patients (3 male: 41 female) 

and 20 healthy volunteers (4 male: 16 female) were included in the study. CD4+ 

lymphocytes analysis was done using three-color flow cytometry with antibodies against 

human-CD95, a prototype cell death receptor, and the chemokine receptor-7 (CCR7) 

after gating for lymphocytes based on the forward and side scatter. Serum levels of IL-6, 

IL-12, IL-17, TNF-α and IL-10 cytokines were assayed using ELISA. Disease activity 

was assessed using the SLE disease activity index (SLEDAI). Based on the expression of 

CCR7 and CD95, CD4+ lymphocytes were subdivided into three particular subsets; 

CD4+CD95+CCR7+ cells, CD4+CD95−CCR7+ cells and CD4+CD95+CCR7− cells. 

Percentage of CD4+CD95+CCR7+ cell subset was significantly higher in patients with 

SLE with active disease (SLEDAI > 6) and inactive (SLEDAI < 6) as compared with 

controls (P = 0.005), and it showed a significant positive correlation with ANA titer (P = 

0.01), and a negative correlation with WBCs count (P = 0.001). CD4+CD95+CCR7− cell 

subset was significantly higher in active SLE patients in comparison to patients with 

inactive disease and controls (P = 0.05, P = 0.005 respectively), and it correlates 

positively with SLEDAI, IL-6 and IL-17 levels (P = 0.001, 0.05, 0.01 respectively), and 

negatively with blood WBCs counts (P = 0.001). The third CD4+CD95−CCR7+cell 

subset was found significantly lower in SLE patients compared with controls, and it was 

found negatively correlated with IL-10, IL-6, and IL-17. The results show that 

CD4+CD95+subset lacking expression of CCR7 is associated with cell mediated 

inflammatory response as manifested by its correlation with signs of inflammation, 

inflammatory cytokines and disease activity index. Whereas, CD4+CD95+CCR7+ 

correlate more with antibody immune responses as manifested by association with serum 

ANA. These data suggest disparate roles of these cell subsets in the pathophysiology of 

SLE. A better understanding of the characteristics of CD4 cell subsets may shed light on 

the pathogenesis of autoimmune diseases, particularly SLE. 
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ABSTRACT 

 

Background and Objectives: The epidemiology, clinical characteristics, and risk factors 

of aneurysmal subarachnoid hemorrhage (aSAH) in Saudi Arabia are still largely 

unknown. This retrospective cohort study was aimed to determine these features of the 

disease.  

 

Design and Settings: A retrospective cohort review was performed on all patients with 

aSAH who were treated and followed at King Abdulaziz University Hospital between 

July 2000 and December 2013.  

 

Patients and Methods: A quantitative methodology was used and data were collected on 

patients' age, gender, nationality, time to hospital presentation, clinical presentation, 

aneurysm characteristics, treatment, complications, and outcome.  

 

Results: A total of 41 patients with aSAH were included with a mean age of 43.2 (11.5) 

years; and males comprised 34.1%. Smoking and hypertension were the most common 

risk factors. Eight patients had known risk factors for aSAH, and were diagnosed using 

CT scans. An unfavorable outcome was associated with the presence of vasospasm 

(P<.001), cerebral edema (P=.001), and hydrocephalus (P=.003).  

 

Conclusion: A high occurrence of aSAH was observed in an age group younger than that 

reported in published reports. The pattern and outcome of aSAH were otherwise similar 

to prior reports. Future studies investigating these observations in other centers in the 

country can improve the prevention and treatment of this serious condition. 
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ABSTRACT 

 

Background: The aims of this study were to assess the prevalence of anti-mutated 

citrullinated vimentin (MCV) antibodies and rheumatoid factor (RF) and to evaluate their 

association in rheumatoid arthritis patients, both Saudi and non-Saudi.  

 

Methods: Retrospectively, we studied 280 rheumatoid arthritis patients, at King 

Abdulaziz University Hospital. The antibodies were measured by enzyme linked 

immunosorbent assay and rheumatoid factor by nephelometry.  

 

Results: The 280 patients included 196 Saudis and 84 non-Saudis, 88% females and 12% 

males, and the mean age was 45.3 years (SD = 14.3). Prevalence of rheumatoid factor 

was 141/280(50%) divided as 93/196(47.5%) Saudis and 48/84 (57%) non-Saudis, with 

no significant differences (p > 0.05). Prevalence of mutated citrullinated vimentin 

antibodies was 165/280 (58.2%) divided as 121/196 (61.7%) Saudis and 44/84 (52.4%) 

non-Saudis, with no significant differences (p > 0.05). Among RE -ve patients, 

considerable numbers were anti-MCV +ve, and vice versa. Also, among the anti-MCV -

ve patients, considerable numbers were RE +ve, and vice versa. In all cohorts and in 

Saudi and non Saudi patients, anti-MCV positivity was significantly associated with RF 

positivity (odds ratio (OR) 3.15; 95% CI 1.9, 5.19/p = 0.000); ESR and CRP were high 

with significant correlation (p < 0.005) with each other, with RE positivity but not with 

anti-MC positivity. Anti-MC positivity showed no significant correlation with age and 

gender.  

 

Conclusions: In this cohort of patients, anti-MCV antibodies are a useful diagnostic tool 

for RA, but its combination with RF is essential. Both markers are significantly 

associated. Larger scale studies are recommended. Correlation of anti-MCV with 

treatment and with disease activity still has to be published. 
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ABSTRACT 

 

Middle East respiratory syndrome coronavirus (MERS-CoV) causes a spectrum of 

illness. We evaluated whether cycle threshold (C-t) values (which are inversely related to 

virus load) were associated with clinical severity in patients from Saudi Arabia whose 

nasopharyngeal specimens tested positive for this virus by real-time reverse transcription 

PCR. Among 102 patients, median C-t of 31.0 for the upstream of the E gene target for 

41(40%) patients who died was significantly lower than the median of 33.0 for 61 

survivors (p =, 0.0087). In multivariable regression analyses, risk factors for death were 

age >60 years, underlying illness, and decreasing C-t. Results were similar for a 

composite severe outcome (death and/or intensive care unit admission). More data are 

needed to determine whether modulation of virus load by therapeutic agents affects 

clinical outcomes. 
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ABSTRACT 

 

We describe here a new measure of religious commitment, the Belief into Action (BIAC) 

scale. This measure was designed to be a comprehensive and sensitive measure of 

religious involvement that could discriminate individuals across the religious spectrum, 

and avoid the problem of ceiling effects that have haunted the study of highly-religious 

populations. Many scales assess religious beliefs, where assent to belief is often 

widespread, subjective, and a superficial assessment of religious commitment. While 

people may say they believe, what does that mean in terms of action? This 10-item scale 

seeks to convert simple belief into action, where action is assessed in terms of what 

individuals say is most important in their lives, how they spend their time, and where 

they put their financial resources. We summarize here the psychometric characteristics of 

the BIAC in two very different populations: stressed female caregivers in Southern 

California and North Carolina, and college students attending three universities in 

Mainland China. We conclude that the BIAC is a sensitive, reliable, and valid measure of 

religious commitment in these two samples, and encourage research in other population 

groups using this scale to determine its psychometric properties more generally. 
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ABSTRACT 

 

In the course of our continuing efforts to identify bioactive secondary metabolites from 

Red Sea marine invertebrates, we have investigated the sponge Hemimycale arabica. The 

antimicrobial fraction of an organic extract of the sponge afforded two new hydantoin 

alkaloids, hemimycalins A and B (2 and 3), together with the previously reported 

compound (Z)-5-(4-hydroxybenzylidene)imidazolidine-2,4-dione (1). The structures of 

the compounds were determined by extensive 1D and 2D NMR (COSY, HSQC and 

HMBC) studies and high-resolution mass spectral determinations. Hemimycalins A (2) 

and B (3) represent the first examples of the natural N-alkylated hydantoins from the 

sponge Hemimycale arabica. Compounds 1–3 displayed variable antimicrobial activities 

against E. coli, S. aureus, and C. albicans. In addition, compound 1 displayed moderate 

antiproliferative activity against the human cervical carcinoma (HeLa) cell line. These 

findings provide further insight into the chemical diversity as well as the biological 

activity of this class of compounds. 
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ABSTRACT 

 

Background: Haematopoietic growth factors (HGFs) reduces the risk of febrile 

neutropenia (FN) by about 50% in cancer patients receiving chemotherapy. However, 

breakthrough febrile neutropenia (BTFN) despite the use of HGFs is still a potentially 

serious complication. Pegfilgrastim, a long acting HGF predominantly eliminated 

through neutrophil-mediated clearance is increasingly used prophylactically due to its 

effectiveness and convenience. We aim to investigate the frequency of BTFN and its risk 

factors in Middle Eastern cancer patients receiving prophylactic Pegfilgrastim after 

cytotoxic chemotherapy. 

 

Materials and Methods: 183 consecutive patients with solid tumors who received 

Pegfilgrastim either in primary or secondary prophylaxis settings from Jan 2009-Dec 

2010 were identified. Patients with leukemia, myeloma or undergoing hematopoietic 

stem cells transplantation were excluded. Pegfilgrastim was administered in a single 

subcutaneous injection (6mg), 24–48 hours after completion of chemotherapy. Rate of 

BTFN was calculated as (number of episodes of BTFN/total number of injections of 

Pegfilgrastim x 100). Risk factors contributing to the development of BTFN were 

analyzed by chi-square test.  

 

33% of patients had a diagnosis of breast cancer, 32% had lymphoma and 34% had 

miscellaneous other solid tumor. 183 patients had received total of 591 injections of 

Pegfilgrastim. Median age of patients was 45yrs. (14–85yrs.). 120 patients (65.5%) were 

female. Following variables were analyzed using chi-square test for their association with 

the development of BTFN: age, sex, comorbidities, type of cancer, stage of disease, 

curative vs. palliative treatment, single vs. combination chemotherapy, body mass index, 

serum hemoglobin and serum albumin. 

 

Results: 581 doses of Pegfilgrastim were administered to 183 patients. Median age of 

patients was 45 (14–85) years and 120 patients (65.5%) were females. 49 episodes of 

BTFN occurred after the use of 581 injections of Pegfilgrastim resulting in an incidence 

of 8.4%. Out of 183 patients, 40 (21.9%) developed one or more episode of BTFN. None 

of the above analyzed variables were found to be a significant risk factor for the 

development of BTFN. Only serum albumin level showed a trend towards significance. 
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37.5% patients with low serum albumin level developed BTFN c/w 20.3% patients with 

normal serum albumin (p=0.06). 

 

Conclusion: Incidence of BTFN after the use of Pegfilgrastim in our Middle Eastern 

cancer patient population was found to be 8.4%. Low albumin level indicating 

malnutrition in cancer patients has shown a non-significant trend toward development of 

BTFN. 
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ABSTRACT 

 

Breast cancer (BC) accounts for 24 % of all women cancer cases diagnosed in Saudi 

Arabia each year. Awareness is extremely important in combating this disease. This study 

was undertaken to assess male high school students’ response to BC. This cross-sectional 

survey was performed on male high school students across schools in Jeddah. A 

questionnaire gathered data on respondent demographics, beliefs about BC, BC risk 

factors, early screening methods, and role of men in BC. Statistical analysis was done 

using SPSS 20. A total of 824 students participated, with an average age of 17.0 years. 

There was more than 50 % agreement that early detection of BC enhances the chances of 

recovery, that BC is treatable, and that clinical breast examination and breastfeeding 

provide protection from BC. Around half the survey population thought that BC was fatal 

and contagious. Fewer than 50 % thought that BC was inherited and related to smoking, 

consumption of contraceptive pills, repeated exposure to radiation, obesity, and wearing a 

bra and that breast tumors were all malignant and spread to different parts of the body. 

Others knew that mammograms should be performed periodically. A high percentage 

persuaded their relatives to have mammograms and provided them with psychological 

support. Knowledge of BC among male high school students in Saudi Arabia is still 

limited, and, therefore, programs and activities need to be established to increase 

awareness among high school students. 
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ABSTRACT 

 

Objective: To identify the frequency and reasons of operations cancellation in 25 

Makkah region hospitals in Saudi Arabia.  

 

Methods: Retrospective evaluation of the rate of surgery cancellation in 25 hospitals of 

Makkah region was performed in this study. The data of scheduled surgeries from 15 

different surgical specialties was collected from January to December 2013. Frequency 

and reasons of cancellation of elective surgical cases in different specialty were studied 

with a view to recommend suggestions for improvement. Data was analyzed on SPSS -

16.  

 

Results: There are 120 operating rooms (OR) in 25 Makkah region hospitals and during 

the year 2013, a total of 16,211 surgery cases were listed, and 1,238 (7.6%) cases were 

canceled. Contribution to total cancellation was highest in orthopedic 33.8% followed by 

general surgery 27.5%, obstetrics 7.7% and ENT 5.2%. According to category, 42.81% 

rate of cancellation was patient related, 20.03% facility related, 9.45% due to improper 

work-up, 1.45% associated with anesthesia, 7.19% related to surgeons, and 18.90% 

other/and not recorded reasons.  

 

Conclusions: Present study found 7.6% cancelation rate in Makkah region hospitals and 

three most common causes for cancellations were patients related, facility related and 

improper work-up. 
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ABSTRACT 

 

Background: The contribution of genetic factors to the development of breast cancer in 

the admixed and consanguineous population of the western region of Saudi Arabia is 

thought to be significant as the disease is early onset. The current protocols of continuous 

clinical follow-up of relatives of such patients are costly and cause a burden on the 

usually over-stretched medical resources. Discovering the significant contribution of 

BRCA1.2 mutations to breast cancer susceptibility allowed for the design of genetic tests 

that allows the medical practitioner to focus the care for those who need it most. 

However, BRCA1.2 mutations do not account for all breast cancer susceptibility genes 

and there are other genetic factors, known and unknown that may play a role in the 

development of such disease. The advent of whole-exome sequencing is offering a 

unique opportunity to identify the breast cancer susceptibility genes in each family of 

sufferers. The polymorphisms mutations identified will then allow for personalizing the 

genetic screening tests accordingly. To this end, we have performed whole exome 

sequencing of seven breast cancer patients with positive family history of the disease 

using the Agilent SureSelect T Whole-Exome Enrichment kit and sequencing on the 

SOLiD T platform.  

 

Results: We have identified several coding single nucleotide variations that were either 

novel or rare affecting genes controlling DNA repair in the BRCA1.2 pathway.  

 

Conclusion: The disruption of DNA repair pathways is very likely to contribute to breast 

cancer susceptibility in the Saudi population. 
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ABSTRACT 

 

Rheumatoid arthritis (RA) is a chronic autoimmune disease characterized by synovial 

inflammation triggered by infiltrating CD4 lymphocytes. The positioning and activation 

of lymphocyte in inflamed synovial tissues are dependent on a number of factors 

including their chemokine receptor expression profile. We aimed to investigate which 

chemokine receptors pattern correlate with serum cytokine levels and with disease 

activity. Forty patients with RA (34 female and 6 male) with age range from 21 to 68 

years were included. Twenty healthy volunteers (16 female and 4 male) with matched age 

(range 21-48 years) were served as healthy controls (HCs). Expression of chemokine 

receptors (CCR5, CX3CR1 and CCR7) together with the apoptosis-related marker 

(CD95) was analyzed using three-color flow cytometry analysis after gating on CD4(+) 

peripheral blood lymphocytes. Plasma levels of IL-6, IL-10, IL-12 and TNF-alpha 

cytokines were measured in all participants using ELISA. Disease activity score (DAS28-

CRP) system was assessed and active disease was defined as DAS28 P3.2. Twenty-five 

(62.4%) patients were classified as active RA (ARA) and 15 (37.5%) patients with 

inactive RA (IRA). Percentages of CD4(+) lymphocytes expressing CD95 with either of 

CCR7 or CCR5 were significantly higher in ARA compared to IRA and HCs groups, 

while the expression of CX3CR1 on T-cells was found significantly lower in both 

CD95(-) and CD95(+) T-cells in RA groups than HC. Percentages of CD4(+) CD95(+) 

CCR7(+) cells correlated positively with IL-6 (r = 0.390). Whereas CD4(+) CD95(+) 

CX3CR1(+) were negatively correlated with TNF-alpha (r = -0.261). Correlation of 

CD4(+) CD95(+) CCR7(+) T cell subset with disease activity and inflammatory 

cytokines suggests a role for this cell subset in the pathogenesis of RA. Further 

investigation will be required to fully characterize this cell subset and its role in disease 

progression. (C) 2015 The Authors. Production and hosting by Elsevier B.V. on behalf of 

King Saud University. 
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ABSTRACT 

 

Objectives: The aims of this study were assessing the frequency of clinical 

characteristics of patients with severe Diabetic ketoacidosis (DKA) who were admitted to 

the intensive care unit (ICU) and investigating the relationship between paraclinical 

(glucose, anion gap, and serum bicarbonate) and clinical parameters in patients with 

severe DKA.  

 

Method: A retrospective chart review of all adult patients with DKA who were admitted 

to the ICU at King Abdulaziz University Hospital, Jeddah, Saudi Arabia between January 

2012 and December 2013. The data collected include the demographic data, clinical 

presentation, precipitating factors, duration of hospital stay and mortality rate. The data 

were analyzed using STAT software.  

 

Results: A total of 60 patients were included. Of these, 50 were men (83.3%). The 

median age was 23 years (ranging 18-29 years). Newly diagnosed diabetics accounted for 

15 (25%) of the cases; the remainder were previously known patients of type1 diabetes 

on treatment. The main precipitating factors of DKA were insulin treatment cessation 

(87.5%) and infection/sepsis (39.6%). Serum blood glucose, serum bicarbonate level, and 

the calculated anion gap did not significantly correlate with clinical parameters of severe 

DKA.  

 

Conclusion: Most patients with severe DKA who were admitted to the ICU of our 

institution presented with gastrointestinal symptoms. Non-compliance to insulin therapy 

was the main precipitating factor of DKA. 
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ABSTRACT 

 

Background: Increased mesenchymal-epithelial transition factor gene (c-MET) 

expression in several human malignancies is related to increased tumour progression. The 

aim of the present study is to explore the relationship between immunohistochemical 

expression of c-MET in colorectal carcinoma (CRC) and the clinicopathological 

characteristics and follow up data, to compare the expression of c-MET in primary CRC 

and its metastasis in lymph nodes and to test its validity as independent prognostic factor.  

 

Methods: Hundred and thirty-five archival CRC and nodal metastases samples were 

collected from King Abdulaziz University Hospital, Saudi Arabia. Tissue microarrays 

were constructed and immunohistochemistry was done to detected c-MET protein 

expression. Appropriate statistical analysis was performed.  

 

Results: High c-MET immunostaining was significantly associated with tumour size 

larger than 5 cm (p < 0.003) and in left colon subsite (p < 0.05). There was no significant 

correlation between c-MET protein expression and age, sex, degree of differentiation, 

tumour invasion, presence of nodal metastasis, lymphovascular invasion, status of 

surgical resection margin, or presence of distant metastasis. Furthermore, no association 

between c-MET protein expression and disease free survival. High protein expression of 

c-MET is associated with the incidence of local disease recurrence (p < 0.012).  

 

Conclusion: c-MET is a new promising target that may help in understanding the 

pathogenesis of CRC, and to be used as independent prognostic biomarker to predict 

local disease recurrence in CRC. Further molecular in vitro and in vivo studies are 

required to pursue c-MET as potential molecular marker of metastases and test the 

possibility of its incorporation as a new targeted therapeutic target. 
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ABSTRACT 

 

Introduction: Crohn's disease (CD) is an idiopathic inflammatory disorder of the 

gastrointestinal tract traditionally treated by the step-wise use of corticosteroids, 

antimetabolites and TNF-alpha antagonists. However, recent evidence indicates that the 

early introduction of drug combinations might be a superior strategy to step-care.  

 

Areas covered: In this article, we review existing literature regarding the efficacy and 

safety of combination drug therapy for the management of CD. Five major databases: 

MEDLINE, EMBASE, PubMed, the Cochrane Library (CENTRAL) and DDW abstracts 

were electronically searched from inception to February 2015 for any relevant studies.  

 

Expert opinion: Existing data strongly support the use of combination therapy for CD. 

The benefit of this approach appears to outweigh any associated risks. Until the role of 

gut selective therapies are better established, combination therapy should be considered 

the standard treatment approach for CD. 
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ABSTRACT 

 

Background/Objectives: The gut microbiota contributes to energy acquisition from 

food, and changes in the gut microbiome are associated with obesity. The eating habits of 

Saudis are much different than those of Europeans, and our objective was to compare the 

fecal microbiota of obese and normal weight Saudis and French.  

 

Subjects/Methods: Illumina MiSeq deep sequencing was used to test the gut microbiota 

of 9 normal weight and 9 obese individuals from Saudi Arabia and 16 normal weight and 

12 obese individuals from France.  

 

Results: Obese French possessed significantly more relative Proteobacteria (P = 0.002) 

and Bacteroidetes (P = 0.05) and had lower richness and biodiversity at all the 

operational taxonomic unit (OTU) cutoffs (Po0.05) than normal weight French. Obese 

Saudis possessed significantly more Firmicutes (P = 0.001) without a difference in 

richness (P = 0.2) and biodiversity (P = 0.3) compared with normal weight Saudis. We 

found a common bacterial species core of 23 species existing in >= 50% of obese and 

normal weight Saudis and 29 species in. 50% of obese and normal weight French. 

Actinomyces odontolyticus, Escherichia coli and Ruminococcus obeum were present in 

at least 50% of all individuals tested. French individuals had significantly higher richness 

and biodiversity compared with Saudis at all the OTU cutoffs (P < 0.05).  

 

Conclusion: Microbiota differences between obese and normal weight French were not 

similar to those between obese and normal weight Saudis. The studies of different 

populations can result in contrasting data regarding the associations of the gut microbiota 

and obesity. 
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ABSTRACT 

 

Background: Dengue viruses (DENVs) are mosquito-borne viruses which can cause 

disease ranging from mild fever to severe dengue infection. These viruses are endemic in 

several tropical and subtropical regions. Multiple outbreaks of DENV serotypes 1, 2 and 

3 DENV-1, DENV-2 and DENV-3) have been reported from the western region in Saudi 

Arabia since 1994. Strains from at least two genotypes of DENV-1 Asia and 

America/Africa genotypes) have been circulating in western Saudi Arabia until 2006. 

However, all previous studies reported from Saudi Arabia were based on partial 

sequencing data of the envelope E) gene without any reports of full genome sequences 

for any DENV serotypes circulating in Saudi Arabia.  

 

Findings: Here, we report the isolation and the first complete genome sequence of a 

DENV-1 strain DENV-1-Jeddah-1-2011) isolated from a patient from Jeddah, Saudi 

Arabia in 2011. Whole genome sequence alignment and phylogenetic analysis showed 

high similarity between DENV-1-Jeddah-1-2011 strain and D1/H/IMTSSA/98/606 

isolate Asian genotype) reported from Djibouti in 1998. Further analysis of the full 

envelope gene revealed a close relationship between DENV-1-Jeddah-1-2011 strain and 

isolates reported between 2004-2006 from Jeddah as well as recent isolates from 

Somalia, suggesting the widespread of the Asian genotype in this region.  

 

Conclusions: These data suggest that strains belonging to the Asian genotype might have 

been introduced into Saudi Arabia long before 2004 most probably by African pilgrims 

and continued to circulate in western Saudi Arabia at least until 2011. Most importantly, 

these results indicate that pilgrims from dengue endemic regions can play an important 

role in the spread of new DENVs in Saudi Arabia and the rest of the world. Therefore, 

availability of complete genome sequences would serve as a reference for future 

epidemiological studies of DENV-1 viruses. 
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ABSTRACT 

 

Hydatid disease is a zoonotic parasitic infection that is more prevalent in the developing 

world and among pastoral communities. This report discusses this case along with a brief 

review of the pulmonary echinococcosis literature. This is a case report of a pulmonary 

hydatid disease in a young man whose disease course was complicated by spontaneous 

pneumothorax and empyema. His chest computerized tomography scan revealed the 

characteristic (Water Lily sign) which is pathognomonic for pulmonary hydatosis. With 

proper anti-helminthic and antibiotic treatment along with surgical management, the 

patient made a remarkable recovery. Pulmonary hydatidosis in not uncommon in this 

region. Diagnosis can be reached through careful history, imaging and serological testing. 

Primary treatment is pharmacological, but surgical interventions may be warranted in 

select cases. 
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ABSTRACT 

 

Objectives: Persistent disease activity is associated with a poor prognosis in 

inflammatory bowel disease (IBD). Therefore, monitoring of patients with intent to 

suppress subclinical inflammation has emerged as a treatment concept. As endoscopic 

monitoring is invasive and resource intensive, identification of valid markers of disease 

activity is a priority. The objective was to evaluate the diagnostic accuracy of C-reactive 

protein (CRP), fecal calprotectin (FC), and stool lactoferrin (SL) for assessment of 

endoscopically defined disease activity in IBD.  

 

Methods: Databases were searched from inception to November 6, 2014 for relevant 

cohort and case-control studies that evaluated the diagnostic accuracy of CRP, FC, or SL 

and used endoscopy as a gold standard in patients with symptoms consistent with active 

IBD. Sensitivities and specificities were pooled to generate operating property estimates 

for each test using a bivariate diagnostic meta-analysis.  

 

Results: Nineteen studies (n = 2499 patients) were eligible. The pooled sensitivity and 

specificity estimates for CRP, FC, and SL were 0.49 (95% confidence interval (CI) 0.34-

0.64) and 0.92 (95% CI 0.72-0.96), 0.88 (95% CI 0.84-0.90) and 0.73 (95% CI 0.66-

0.79), and 0.82 (95% CI 0.73-0.88) and 0.79 (95% CI 0.62-0.89), respectively. FC was 

more sensitive than CRP in both diseases and was more sensitive in ulcerative colitis than 

Crohn's disease.  

 

Conclusions: Although CRP, FC, and SL are useful biomarkers, their value in managing 

individual patients must be considered in specific clinical contexts. 
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ABSTRACT 

 

Antiplatelets play a significant role in the management of patients with coronary disease. 

Novel inhibitors of the platelet P2Y(12) receptor have more rapid, potent, and consistent 

inhibitory effect on platelets compared with clopidogrel. Evidence from large clinical 

studies have defined populations in which novel agents are superior to clopidogrel. 

Ticagrelor or prasugrel in addition to aspirin should be used preferentially for patients 

with ST-elevation myocardial infarction because of significant anti-ischemic benefits. In 

patients with non-ST segment elevation acute coronary syndromes, ticagrelor has proven 

superiority over clopidogrel whether or not an invasive strategy is adopted, and prasugrel 

has been shown to be beneficial when started at the time of percutaneous coronary 

intervention. Of note, neither prasugrel nor ticagrelor have been studied in patients who 

underwent percutaneous coronary intervention for stable coronary disease or those who 

required 'triple therapy.' In these situations, clopidogrel should remain the default until 

further data are available. Prolonged use of clopidogrel in patients with drug-eluting 

stents beyond 12 months is emerging as a novel indication for the agent. 
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ABSTRACT 

 

Contrast-induced nephropathy (CIN) is becoming an increasingly common cause of acute 

kidney injury in hospitalized patients. To evaluate the prevalence of CIN in critically ill 

patients, we conducted a prospective study on intensive care unit patients who had 

undergone diagnostic computed tomography scan or non-coronary angiography with 

intravenous administration of iodinated contrast media. Patient demographics, disease 

characteristics and biochemical markers, including cystatin C, creatinine and urea, were 

compared between the patients who developed and those who did not develop CIN. A 

total of 42 patients were diagnosed with sepsis, 52 were diagnosed with diabetes mellitus, 

18 with ischemic heart disease and 49 with hypertension. We found a similar incidence of 

CIN among the groups (28.6-36.8%). There was no association of patient age, gender or 

body mass index with the development of CIN. In sepsis patients, cystatin C levels were 

significantly raised at baseline in patients who developed CIN (P = 0.020) and also on the 

day before CIN was detected (P = 0.035) and the day of CIN detection (P = 0.012). No 

associations with cystatin C or other serum or urinary biomarkers were detected in any of 

the other disease groups. In conclusion, a relatively high prevalence of CIN was found in 

all disease groups. No demographic or disease factors were found to be associated with 

the development of CIN. Cystatin C may be a useful early marker of CIN in sepsis 

patients, but further work is required to understand the difference in cystatin C expression 

levels in patients with different underlying pathologies. 
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ABSTRACT 

 

Human immunodeficiency virus (HIV) infection associated aneurysmal vasculopathy is a 

rare complication of HIV infection affecting the pediatric and adult population. We 

present a case of a 7-year-old male child known to have a congenitally acquired HIV 

infection presenting with a ruptured left distal internal carotid artery fusiform aneurysm 

that was diagnosed on MRI scans 6 months prior to his presentation. He underwent 

craniotomy and successful aneurysm reconstruction. He had uncomplicated postoperative 

course and experienced a good recovery. This case is among the few reported pediatric 

cases of HIV-associated cerebral arteriopathy to undergo surgery. We also reviewed the 

relevant literature of this rare condition. 
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ABSTRACT 

 

Background: The majority of available studies have shown that children with sickle cell 

disease (SCD) have a higher risk of depressive symptoms than those without. The present 

study aimed to: assess the prevalence of depression in a sample of children with SCD; 

evaluate the association between disease severity, social support and depression, and the 

combined and/or singular effect on health-related quality of life (HRQL) in children with 

SCD; and show the predictive value of social support and disease severity on depression. 

 

Methods: A total of 120 children were included in the study, 60 (group I) with SCD and 

60 matched, healthy control children (group II). Depression was assessed in both groups 

using the Children’s Depression Inventory (CDI) and the Children’s Depression 

Inventory-Parent (CDI-P). Children with CDI and CDI-P scores of more than 12 were 

interviewed for further assessment of depression using the Diagnostic Interview Schedule 

for Children Version IV (DISC-IV). The Pediatric Quality of Life Inventory Version 4.0 

Generic Core Scales (PedsQL 4.0) was used to assess HRQL in both groups, and social 

support was measured with the Child and Adolescent Social Support Scale (CASSS). 

 

Results: Eight (13%) of the 60 children with SCD had CDI and CDI-P scores of more 

than 12 (CDI mean score 14.50  ±  1.19, CDI-P mean score 14.13  ±  1.12), and were 

diagnosed as having clinical depression using the diagnostic interview DISC-IV. For 

group I, HRQL was poor across all PedsQL 4.0 domains in both self- and parent-reports 

(P  <  0.001) compared with group II. A higher level of parent support was a 

significantly associated with decreased depressive symptoms, demonstrated by lower 

CDI scores. Better quality of life was shown by the associated higher total PedsQL 4.0 

self-scores of children with SCD (B  =  −1.79, P  =  0.01 and B  =  1.89, P  =  0.02 

respectively). 

 

Conclusions: The present study demonstrates that higher levels of parent support were 

significantly associated with decreased depressive symptoms and better quality of life in 

children with SCD. Interventions focused on increasing parent support may be an 

important part of treatment for depression in children with SCD. 
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ABSTRACT 

 

Objectives: (a) To assess the rate of depression in a sample of female patients with 

rheumatoid arthritis (RA); (b) to evaluate the factors associated with depression in those 

patients; (c) to evaluate the impact of family support on depression in those patients. 

 

Participants and methods: In a cross-sectional study, 100 female patients with RA were 

recruited in the study (mean age=39.98+/-7.4). Depression was diagnosed in those 

patients using the Structured Clinical Interview for DSM-IV Axis [IOTA] disorders, 

clinical version (SCID-I-CV) and its severity was assessed using the Center for 

Epidemiologic Studies-Depression Scale (CES-D), family support was assessed using the 

Family Cohesion Subscale of the Family Environment Scale, physical disability was 

measured using the Health Assessment Questionnaire Disability Index (HAQ-DI) and the 

disease activity was measured using the 'Disease Activity Score' for 28 joints (DAS 28). 

 

Results: The rate of depression among female patients with RA was 24% (24/100), there 

was a significant association between increased severity of physical disability and 

increased risk and severity of depression (odds ratio=2.39; 95% confidence interval=1.1-

4.2; P=0.02 and B=0.15, P=0.03, respectively). Higher levels of family support were 

significantly associated with decreased risk [for every unit increase on the Family 

Cohesion Subscale physical, the likelihood of depressive disorder decreased by 15% 

(odds ratio=0.85; 95% confidence interval=0.69-0.98, P=0.01)] and severity of 

depression (B=-0.29, P=0.001). 

 

Conclusion: Our results demonstrate that increased physical disability was associated 

with an increased risk and severity of depression in female patients with RA and higher 

levels of family support were associated with decreased risk and severity of depression. 

Family support has an important role in improving the symptoms of depression and 

family therapy aiming to increase the family support may be very beneficial in improving 

depression and subsequently preventing the serious consequences of depression in those 

patients. 
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ABSTRACT 

 

Objective: Persons with colon cancer experience considerable psychological stress due 

to physical and social changes brought on by illness, increasing their risk of depressive 

disorder (DD). We examine the prevalence of DD and depressive symptoms and 

determine baseline demographic, social, psychological, and physical health correlates.  

 

Methods: A convenience sample of 70 cancer patients in Jeddah, Saudi Arabia, was 

screened for DD using an abbreviated version of the Structured Clinical Interview for 

Depression (SCID) and for depressive symptoms using the Hamilton Depression Rating 

Scale (HDRS). Demographic, psychosocial, psychiatric, and physical health 

characteristics were also assessed, along with past treatments for colon cancer. Bivariate 

and multivariate analyses identified predictors of DD and symptoms.  

 

Results: The 1-month prevalence of DD was 30.0% (12.9% major depression, 5.7% 

minor depression, and 11.4% for dysthymia) and significant depressive symptoms were 

present in 57.1% (HDRS 8 or higher), including having persistent suicidal thoughts for 

2weeks or longer wthin the past month (14.3%) . Low social support and having a co-

morbid psychiatric illness (particularly anxiety) independently predicted DD based on the 

SCID. Saudi nationality, poor financial situation, low social support, and co-morbid 

psychiatric illness independently predicted depressive symptoms on the HDRS. 

Surprisingly, stage of cancer, duration of cancer, and treatments for cancer were 

unrelated to DD or depressive symptoms.  

 

Conclusions: DD and significant depressive symptoms are common in patients with 

colon cancer in Saudi Arabia, and are predicted by a distinct set of demographic and 

psychosocial risk factors that may help with identification. Demographic and 

psychological risk factors were more likely to be associated with depression than cancer 

characteristics in this sample. 
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ABSTRACT 
 

Objective:  This study aimed to identify the proportion of patients who had clinical 

deterioration in the medical ward that required intensive care unit transfer and the factors 

associated with this transfer. 

 

Methods:  A retrospective study of all patients admitted to the medical wards of King 

Abdulaziz University Hospital between 2010 and 2013 was performed.  The demographics, 

admitting department, diagnosis at the time of admission to the ward, and cause of intensive 

care unit transfer were collected.  Patients at risk for deterioration and early intensive care 

unit transfer were identified using physiologic threshold criteria. 

 

Results:  A screening of 38380 patients admitted to the various medical services during the 

study period was performed.  Of these, 356 (0.9%) required intensive care unit transfer.  

Most patients were initially admitted from the emergency department (66.3%), while 

transfers from another hospital comprised approximately 1%.  Intensive care unit transfer 

patients were more likely to have ischemic heart disease (P < 0.001), diabetes (P < 0.001), 

renal failure (P < 0.001), or sepsis associated with pressure ulcers (P < 0.001).  They were 

also more likely to be bedridden (P < 0.001) or initially ventilated in the medical ward (P < 

0.001).  The mortality rate of the patients was 3.9% with patients who died being more likely 

to have unstable blood pressure at the time of admission (P = 0.026). 

 

Conclusion: This study identified several factors that were associated with intensive care 

unit transfer.  Clinicians should consider these factors when determining patient disposition 

to ensure timely and appropriate management. 
 
 
 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

191 
 

Research Title: 

Development and cognitive functions in Saudi pre-school 

children with feeding problems without underlying 

medical disorders 

Source: 

Journal of Paediatrics and Child Health 

Wiley-Blackwell 

Vol. 51, Issue 9, Page: 906-912 

ISSN: 1034-4810 

Month and Year of 

Publication: 
APR 2015 

Impact Factor: 1.151 

Affiliated Department(s): Medicine; Family Medicine 

Author(s): 
Moustafa A Hegazi, Mohammad G Sehlo, Albandari 

Al‐Jasir, Basem S El‐Deek 

Correspondent’s Email: mhegazi712003@yahoo.co.uk 

 

ABSTRACT 

 

Aim: This study was conducted to assess development and cognitive functions in relation 

to growth in Saudi pre-school children with feeding problems (FPs) without underlying 

medical disorders. 

 

Methods: Three hundred fifteen pre-school children with FPs (221 with normal growth 

(FP-N), 62 with failure to thrive (FTT) (FP-FTT), 32 with overweight (FP-OW)) and 100 

healthy children (Ref group) underwent in-depth assessment by anthropometric 

measurements, dietetic history, Behavioral Pediatrics Feeding Assessment Scale, Denver 

Developmental Screening test (DDST) and Stanford Binet fifth edition intelligence scales 

(SB-5). 

 

Results: The main FPs detected in Saudi children were picky eating in 85.5% of FP-N 

group, infantile anorexia and poor eating in more than 90% of FP-FTT group and 

overeating in 53% of FP-OW group. FPs were not due to evident psychosocial factors but 

were mostly related to unhealthy feeding behaviours. FP-N children were still having 

normal growth parameters, but they had significantly lower growth parameters than 

healthy children. Failed screening with DDST was only more significantly recorded in 

FP-FTT children than in Ref children (P = 0.04). The overall IQ value by SB-5 was 

significantly lower in FP-FTT group compared with FP-N group (P = 0.01), in FP-FTT 

group compared with Ref group (P < 0.001) as well as in FP-OW group compared with 

Ref group (P < 0.001). 

 

Conclusions: Persistent FPs resulted in significant negative impact not only on growth 

status but also on developmental milestones and cognitive functions of pre-school 

children. Healthy feeding habits are mandatory to prevent serious consequences of FPs 

on growth and development of Saudi pre-school children. 
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ABSTRACT 

 

Background: Patient-reported outcomes (PROs) have an increasingly important role in 

the evaluation of new therapies for inflammatory bowel disease. The US Food and Drug 

Administration has issued formal guidance to describe the role of PRO instruments in 

evaluation of claims for product labelling. However, no validated PRO exists for 

ulcerative colitis.  

 

Aim: To investigate whether the PROs from the Mayo Clinic Score (MCS) for UC can 

be modified, to develop an interim PRO for use in clinical trials, alone or in combination 

with endoscopy.  

 

Methods: Data from an induction trial of a mesalazine (mesalamine) formulation were 

used to compare effect sizes between mesalazine and placebo for PRO items (stool 

frequency and rectal bleeding) alone and in combination with endoscopy. The operating 

properties of the PRO were validated using data from a phase 2 trial of MLN02, a 

humanised antibody to the 47 integrin in patients with UC.  

 

Results: A two-item PRO (PRO2) consisting of rectal bleeding = 0 and stool frequency 1 

or 2, combined with an endoscopy subscore 1 yielded statistically significant differences 

between active drug and placebo. This combination yielded the most similar effect sizes 

and placebo rates for remission, compared to the primary trials. Use of PRO items alone 

yielded high placebo remission rates in both data sets, although rates were lower when 

the items were combined and remission defined as PRO2 = 0.  

 

Conclusion: Patient-reported outcomes items derived from the Mayo Clinic Score 

combined with endoscopy as a co-primary endpoint may be an appropriate interim 

outcome measure for ulcerative colitis trials. 
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ABSTRACT 

 

Endovascular repair of blunt aortic injury is now a first-line approach in management. 

This can warrant coverage of the left subclavian artery (LSA), which could lead to 

posterior strokes. In this case report, we present a severe complication of endovascular 

repair of a traumatic aortic aneurysm. A 53-year-old man presented with blunt aortic 

injury, endovascular repair was carried out where the left subclavian artery was covered. 

The intervention had a 100% technical success. Twelve hours later, he was discovered to 

have quadriplegia, a CT scan showed a large left cerebellar infarction extending to the 

medulla oblongata and proximal spinal cord. Strokes complicate 3% of thoracic 

endovascular aortic repairs, 80% of those strokes occur in patients who had their LSA's 

covered. Most patients however, tolerate the coverage. Although our patient had a 

dominant right vertebral artery, and lacked risks for these strokes, he developed an 

extensive stroke that left him quadriplegic. 
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ABSTRACT 

 

Objectives: Our aim was to determine the disease activity (DAS28) and its correlation 

with anti- Mutated Citrullinated Vimentin antibody (antiMCV) positivity and other 

factors in Rheumatoid Arthritis (RA) patients, Saudis and non-Saudis. And to compare 

Disease Activity measurements using ESR (DAS28-ESR) and CRP (DAS28-CRP). 

 

Patients and methods: Retrospectively, data were obtained by files’ reviewing, for a 

period of seven years (2007-2014), at king Abdulaziz university hospital (KAUH), 

Jeddah, Saudi Arabia. Disease Activity Scores were assessed by DAS28-ESR (104 

patients), and together with DAS28- CRP (36 patients). One hundred and four (104) files 

had complete data for our objectives.  

 

Results: DAS28-ESR was high [6 (SD=3)] among non-Saudi patients, moderate among 

Saudis [4.3 (SD=1.7)] and the total cohort [4.8(SD=2.3]); with significant differences 

(P=0.000; R2=11.3%) between Saudi and non-Saudi patients for DAS28. In a linear 

regression and by correlation analysis; the variables (Sex, age, age-group, anti-MCV 

positivity) showed no correlations with DAS28, neither for Saudis nor for non-Saudis. 

Eighty one (81) patients had data concerning presence of comorbid conditions; 

34/81(42%) were with comorbid conditions. There was no significant correlation 

between presence of comorbid condition and disease activity neither for the total cohort 

(P=0.75) nor for Saudis (P=0.65) and non-Saudis (P=0.70). 

 

Conclusion and recommendation: In both Saudi and non-Saudi RA-patients, disease 

activity can neither be assessed by anti-MCV positivity nor correlated with, comorbidity, 

sex, age and age groups. DAS28-ESR and DAS28-CRP were significantly correlated. A 

larger scale study is recommended. 
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ABSTRACT 

 

Objective: To evaluate the diseases pattern among pilgrims attending the 2 Holy Mosque 

(Haram) Health Care Centers during the Hajj season 2013 (Hijra 1434).  

 

Methods: In this cross-sectional study, data was collected from 2 medical centers located 

in the Holy Mosque in Makkah city, Saudi Arabia, from the first of Dhul-Hijjah to 

sixteenth Dhul-Hijjah 1434. The present study was completed in 16 days (6th October to 

21st October 2013).  

 

Results: Over 16 days, 1008 patients attended the medical centers during Hajj 1434, 

(2013), out of which 554 (55%) were males and 454 (45%) were females. Most of the 

patients were Egyptians (n=242, 24%), followed by Saudis (n=116, 11.5%), Pakistani 

(n=114, 11.3%), Turkish (n=50, 5%), and other nationalities (n=404). According to age 

distribution, mostly were in the 51-60 years age group (n=237, 23.5%), followed by other 

age groups. Out of 1008 patients, 842 (83.5%) patients were treated and subsequently 

discharged, while 166 patients (16.5%) were referred to the tertiary centers. According to 

the diseases pattern, most of the patients were suffering from respiratory problems 

(n=177, 17.6%) followed by skin diseases (n=158, 15.7%), gastrointestinal tract (GIT) 

diseases (n=133, 13.2%), and others.  

 

Conclusion: Most of the patients were suffering from respiratory problems followed by 

skin and GIT diseases, and <25% of patients were referred to tertiary care centers. 
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ABSTRACT 
 

Background: Saudi Arabia has a non-Saudi workers population. We investigated the 

differences and similarities of expatriate non-Saudi patients (NS) and Saudi nationals 

(SN) presenting with acute coronary syndromes (ACS) with respect to therapies and 

clinical outcomes.  

 

Methods: The study evaluated 2031 of the 5055 ACS patients enrolled in the Saudi 

Project for Assessment of Acute Coronary Syndrome (SPACE) from 2005 to 2007. 

Propensity score matching and logistic regression analysis were performed to account for 

major imbalances in age and sex in the two groups.  

 

Results: The mean patient age was 56.2 +/- 9.8, and 83.5% of the study cohort were 

male. SN were more likely to have risk factors of atherosclerosis. ST-elevation MI 

(STEMI) was the most common ACS presentation in NS, while non-ST ACS was more 

common in SN. The median symptom-to-door time was significantly greater in NS 

patients (Median 175 min (197) vs. 130 min (167), p=0.027). The only difference in 

pharmacological therapies between the two groups was that NS were more likely to 

receive fibrinolytic therapy. NS were less likely than SN to undergo percutaneous 

coronary interventions (PCI; 32.6% vs. 42.8%, p=0.0001) or primary PCI (7.8% vs. 

22.8%, p<0.001). Hospital mortality, cardiogenic shock, and heart failure were 

significantly higher in NS compared to SN. After adjusting for baseline variables and 

therapies, the odds ratios for hospital mortality and cardiogenic shock in NS were 2.9 

(95% CI 1.5-6.2, p=0.004) and 2.8 (95% CI 1.5-4.9, p<0.001), respectively.  

 

Conclusion: Our findings indicate disparities in hospital care between NS and SN ACS 

patients. NS patients had worse hospital outcomes, which may reflect unequal health 

coverage and access-to-care issues. 
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ABSTRACT 

 

Background: While Roux-en-Y hepaticojejunostomy (RYH) is the common anastomotic 

technique for liver transplantation (LT) in patients with primary sclerosing cholangitis 

(PSC), duct-to-duct (DD) reconstruction may be used if the recipient common bile duct is 

normal. There are conflicting observational data on the rate of success of DD 

reconstruction versus RYH, in PSC.  

 

Objectives: The aim of this study was to assess the safety and efficacy of DD 

anastomosis, compared to RYH reconstruction, among adults transplanted for PSC.  

 

Patients and Methods: All adult patients, who underwent primary LT for PSC between 

1990 and 2012, were evaluated, according to type of biliary reconstruction. Recipient and 

graft survival, postoperative medical and surgical complications, and postoperative 

resource utilization rates were compared between the two groups.  

 

Results: Totally, 73 patients fulfilled the inclusion criteria. Of them, 58 had RYH and 15 

had DD reconstruction. A total of 53 subjects (73%) were male, with the mean age +/- 

standard deviation at LT of 43.3 +/- 14.4 years. Rates of recipient mortality, graft failure, 

biliary complications, acute cellular rejection, and reoperation were similar in both 

groups. Postoperative cholangiography was used more frequently in patients with DD 

reconstruction (33.3% vs. 8.6%, P = 0.026).  

 

Conclusions: In selected recipients with PSC, DD reconstruction is a safe and efficacious 

technique, with long-term clinical outcomes comparable to RYH. 
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ABSTRACT 
 

Background/Aims: Success of colorectal cancer (CRC) screening is dependent in part on the 

proportion of uptake by the targeted population. We aimed in this study to identify factors 

that were associated with willingness to undergo CRC screening based on the health belief 

model (HBM).  

 

Patients and Methods: This was a cross-sectional study among citizens of Riyadh, Saudi 

Arabia. Demographic data collected included gender, age, education, marital status, 

employment status, a history of CRC in the family or knowing a friend with CRC, as well as 

income. A questionnaire was developed in Arabic based on the HBM and included enquiries 

on knowledge about CRC symptoms and risk factors, types of CRC screening tests, 

perceived risk of CRC, previously undergoing CRC screening, intent to undergo CRC 

screening, perceived barriers to CRC screening, perceived severity of CRC, as well as 

attitudes toward CRC and its screening.  

 

Results: Five hundred participants were included. The mean age was 41.0 years (SD 10.7). 

Males were 50% and only 6.7% of those between 50 and 55 years of age had undergone CRC 

screening. Of those surveyed, 70.7% were willing to undergo CRC screening. Also, 70.5% 

thought that CRC is curable, 73.3% believed it was preventable, whereas 56.7% thought it 

was a fatal disease. Neither gender, level of education, occupation, income, marital status, 

nor general knowledge about CRC was found to be associated with the willingness to 

undergo CRC screening. Recognizing that colonoscopy was a screening test (OR 1.55, 95% 

CI; 1.04-2.29) was associated with a strong desire to undergo CRC screening while choosing 

a stool-based test was associated with not willing to undergo CRC screening (OR 0.59, 95% 

CI; 0.38-0.91).  

 

Conclusion: We found that the majority of those interviewed were willing to undergo CRC 

screening and identified a number of barriers as well as potential areas that could be targeted 

in the promotion of CRC screening uptake if such a national program were to be 

implemented. 
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ABSTRACT 

 

Background and aim: Regular physical exercise (RPA) have a great role in management 

of type 1 diabetes mellitus (T1DM). We aimed from this study to correlate between 

regular physical activity and glycaemic control in pediatric age group with T1DM. 

 

Patients and methods: This is a cross-sectional study, includes 243 T1DM children and 

adolescents visiting pediatric diabetes clinic at King Abdul-Aziz University Hospital 

(KAUH). Clinical and laboratory characteristics of patients were all recorded. Patients 

were divided into two groups, good glycemic control (HbA1c<8%) and poor glycemic 

control (HbA1c ≥ 8%). The collected data used to examine cross-sectional association 

between glycaemic control (HbA1c) and physical activity. 

 

Results: There was no significant difference between two groups regarding age, gender, 

mother education, father education, family history of type 1 diabetes and duration of RPA 

( P value>0.05 ), while there was significant difference between two groups regarding 

RPA and frequency of RPA /week( P value<0.05 ). We found. Lower level of HbA1c in 

patients with more frequent RPA (P<0.05). Patients with no RPA were at 3.5 times risk 

of poor glycemic control (HbA1c ≥ 8%). Patients with long duration of diabetes had 

higher HbA1c. 

 

Conclusion: Children and adolescents with T1DM should be encouraged to participate 

regularly in physical activity which results in better glycaemic control 
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ABSTRACT 

 

Generosity can be an effective coping strategy for dealing with mental and physical 

health problems. This study examined whether religiously-integrated cognitive 

behavioral therapy (RCBT) was more effective than conventional CBT (CCBT) on 

increasing generosity among religious persons with major depressive disorder (MDD) 

and chronic medical illness (CMI). Participants (N = 132) with MDD and CMI were 

randomized to receive 10 sessions of RCBT or CCBT. Assessment measures 

administered at baseline, 12 weeks, and 24 weeks included the Interpersonal Generosity 

Scale, a 29-item scale for religious involvement, and depression diagnosis and severity. 

Effects of treatment group on generosity were examined from baseline through 24 weeks. 

Mixed effect regression models were used to compare trajectories of change in 

generosity. Also examined were the effect of baseline religiosity on generosity trajectory 

and the effect of baseline generosity on depressive symptom trajectory. Generosity 

increased significantly over time; however, no significant difference was found between 

RCBT and CCBT in their effects on generosity. Client religiosity did not moderate these 

effects. However, higher baseline religiosity predicted increases in generosity over time 

independent of treatment group. Although greater baseline generosity did not predict a 

faster decline in depressive symptoms over time, an increase in generosity during 

treatment was associated with a decline in depressive symptoms. In conclusion, both 

RCBT and CCBT led to an increase in generosity. Higher baseline religiosity predicted 

an increase in generosity over time regardless of treatment group, and an increase in 

generosity during treatment was associated with a decline in depressive symptoms over 

time. 
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ABSTRACT 

 

Background: We compared the effectiveness of religiously integrated cognitive 

behavioral therapy (RCBT) versus standard CBT (SCBT) on increasing optimism in 

persons with major depressive disorder (MDD) and chronic medical illness.  

 

Methods: Participants aged 18-85 were randomized to either RCBT (n = 65) or SCBT (n 

= 67) to receive ten 50-min sessions remotely (94% by telephone) over 12 weeks. 

Optimism was assessed at baseline, 12 and 24 weeks by the Life Orientation Test-

Revised. Religiosity was assessed at baseline using a 29-item scale composed of religious 

importance, individual religious practices, intrinsic religiosity, and daily spiritual 

experiences. Mixed effects growth curve models were used to compare the effects of 

treatment group on trajectory of change in optimism.  

 

Results: In the intention-to-treat analysis, both RCBT and SCBT increased optimism 

over time, although there was no significant difference between treatment groups (B = -

0.75, SE = 0.57, t = -1.33, P = .185). Analyses in the highly religious and in the per 

protocol analysis indicated similar results. Higher baseline religiosity predicted an 

increase in optimism over time (B = 0.07, SE = 0.02, t = 4.12, P < .0001), and higher 

baseline optimism predicted a faster decline in depressive symptoms over time (B = -

0.61, SE = 0.10, t = -6.30, P < .0001), both independent of treatment group.  

 

Conclusions: RCBT and SCBT are equally effective in increasing optimism in persons 

with MDD and chronic medical illness. While baseline religiosity does not moderate this 

effect, religiosity predicts increases in optimism over time independent of treatment 

group. 
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ABSTRACT 

 

Objectives: To measure the efficacy of new insulin analogues compared with the 

conventional types of insulin, and to compare their effects on patient satisfaction 

regarding their weight changes and the frequency of hypoglycemic episodes.  

 

Methods: In this retrospective cohort observational study, data was collected from the 

medical records of 122 eligible diabetics on insulin therapy attending government 

primary care centers in Jeddah, Kingdom of Saudi Arabia from June 2013 to July 2014. 

The data collected considered the efficacy, safety, and patient satisfaction of the types of 

insulin therapy used for their treatment.  

 

Results: After 12 weeks, there was a reduction in mean glycosylated hemoglobin 

(HbA1c) of -0.88% for the analogue type versus -0.19% for the conventional type, and at 

24 weeks, the mean drop in HbA1c was -2.02% for the analogue type versus -1.12% for 

the conventional type, but the differences were not statistically significant. More patients 

(87% versus 38%) on analogue compared with conventional insulin treatment were 

satisfied with therapy.  

 

Conclusion: In the primary health care setting, insulin analogues showed greater efficacy 

improvements than conventional insulin therapy within 6 months. However, conventional 

insulin therapy can still be used at primary care centers with limited resources, and when 

patients refuse to be converted. 
 
 
 
 
 
 
 
 
 
 
 
 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

203 
 

Research Title: 

Frequent methylation of the KLOTHO gene and 

overexpression of the FGFR4 receptor in invasive ductal 

carcinoma of the breast 

Source: 

Tumor Biology 

Springer International Publishing AG 

Vol. 2015, Page: 1-7 

ISSN: 1423-0380 

Month and Year of 

Publication: 
JUL 2015 

Impact Factor: 2.84 

Affiliated Department(s): Medicine; Pathology; Surgery 

Author(s): 

Ashraf Dallol, Abdelbaset Buhmeida, Adnan Merdad, 

Jaudah Al-Maghrabi, Mamdooh A Gari, Muhammad M 

Abu-Elmagd, Aisha Elaimi, Mourad Assidi, Adeel G 

Chaudhary, Adel M Abuzenadah, Taoufik Nedjadi, 

Eramah Ermiah, Shadi S Alkhayyat, Mohammed H Al-

Qahtani 

Correspondent’s Email: adallol@kau.edu.sa 

 

ABSTRACT 

 

Invasive ductal carcinoma of the breast is the most common cancer affecting women 

worldwide. The marked heterogeneity of breast cancer is matched only with the 

heterogeneity in its associated or causative factors. Breast cancer in Saudi Arabia is 

apparently an early onset with many of the affected females diagnosed before they reach 

the age of 50 years. One possible rationale underlying this observation is that 

consanguinity, which is widely spread in the Saudi community, is causing the 

accumulation of yet undetermined cancer susceptibility mutations. Another factor could 

be the accumulation of epigenetic aberrations caused by the shift toward a Western-like 

lifestyle in the past two decades. In order to shed some light into the molecular 

mechanisms underlying breast cancer in the Saudi community, we identified KLOTHO 

(KL) as a tumor-specific methylated gene using genome-wide methylation analysis of 

primary breast tumors utilizing the MBD-seq approach. KL methylation was frequent as 

it was detected in 55.3 % of breast cancer cases from Saudi Arabia (n  =  179) using 

MethyLight assay. Furthermore, KL is downregulated in breast tumors with its 

expression induced following treatment with 5-azacytidine. The involvement of KL in 

breast cancer led us to investigate its relationship in the context of breast cancer, with one 

of the protagonists of its function, fibroblast growth factor receptor 4 (FGFR4). 

Overexpression of FGFR4 in breast cancer is frequent in our cohort and this 

overexpression is associated with poor overall survival. Interestingly, FGFR4 expression 

is higher in the absence of KL methylation and lower when KL is methylated and 

presumably silenced, which is suggestive of an intricate relationship between the two 

factors. In conclusion, our findings further implicate “metabolic” genes or pathways in 

breast cancer that are disrupted by epigenetic mechanisms and could provide new 

avenues for understanding this disease in a new context. 
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ABSTRACT 

 

We sought to explore the genotype-phenotype of Jervell and Lange-Nielsen syndrome 

(JLNS) patients in Saudi Arabia. We have also assessed the plausible effect of 

consanguinity into the pathology of JLNS. Six families with at least one JLNS-affected 

member attended our clinic between 2011 and 2013. Retrospective and prospective 

clinical data were collected and genetic investigation was performed. Pathogenic 

mutations in the KCNQ1 gene were detected in all JLNS patients. The homozygous 

mutations detected were Leu273Phe, Asp202Asn, Ile567Thr, and c.1486_1487delCT and 

compound heterozygous mutations were c.820_ 830del and c.1251+1G>T. All living 

JLNS patients except one had a QTc of >500ms and a history of recurrent syncope. -

Blockers abolished the cardiac-related events in all patients except two siblings with 

homozygous Ile567Thr mutation. Four of the six mutations were originally reported in 

autosomal dominant long QT syndrome (LQTS) patients. Eighty percent of the 

heterozygote mutation carriers showed prolongation of QTc, but majority of these 

reported no symptoms attributable to arrhythmias. Mutations detected in this study will 

be advantageous in tribe and region-specific cascade screening of LQTS in Saudi Arabia. 
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ABSTRACT 

 

Objective: Alterations in vascular reactivity play important roles in diabetic vascular 

complications which, in turn, can develop into further serious complications. Geraniol 

and 10-gingerol are two ginger ingredients with reported anti-inflammatory and 

antioxidant activities. The present work investigates the effect of geraniol and 10-

gingerol on the changes in vascular reactivity associated with diabetes. 

 

Design and method: Diabetes was induced in rats by single intraperitoneal injection of 

streptozotocin (50 mg.kg-1). Animals were left for 8 weeks after streptozotocin injection 

to develop vascular complications. Then, rings of rat isolated thoracic aorta were used to 

measure the vasoconstrictor responses to cumulative concentrations of phenylephrine 

(PE) and the relaxation responses to the endothelial dependent relaxant acetylcholine 

(ACh). 

 

Results: Streptozotocin injection induced moderate hyperglycemia that lasts for 8 weeks. 

Aortic rings isolated from diabetic animals (C) showed exaggerated contractility 

responses to PE while showing impaired dilatation responses to ACh compared with 

control animals (C). While not affecting basal aortic contractility, incubating diabetic 

aorta for 1 hour with geraniol (R) or 10-gingerol (G) in a concentration range (0.01–1 M) 

reduced the exaggerated response to PE. In addition, geraniol or 10-gingerol incubation 

improved the impaired relaxation response to ACh in a dose dependent manner. 

 

Conclusions: In conclusion, both geraniol and 10-gingerol restore normal vascular 

reactivity in aorta isolated from diabetic rats. Addition of geraniol and 10-gingerol to 

diabetic therapy may provide superior to alleviate the associated vascular complications. 
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ABSTRACT 

 

Compelling evidence indicates that a-synuclein (alpha syn) aggregation plays a central 

role in the pathogenesis of Parkinson's disease (PD) and other synucleinopathies. 

Identification of compounds that inhibit or reverse the aggregation process may thus 

represent a viable therapeutic strategy against PD and related disorders. Ginseng is a 

well-known medicinal plant that has been used in East Asia for more than two thousand 

years to treat several conditions. It is now understood that the pharmacological properties 

of ginseng can be attributed to its biologically active components, the ginsenosides, 

which in turn have been shown to have neuroprotective properties. We therefore sought 

to determine for the first time, the potential of the most frequently used and studied 

ginsenosides, namely Rg1, Rg3 and Rb1, as anti-amyloidogenic agents. The effect of 

Rg1, Rg3 and Rb1 on alpha-syn aggregation and toxicity was determined by an array of 

biophysical, biochemical and cell-culture-based techniques. Among the screened 

ginsenosides, only Rb1 was shown to be a potent inhibitor of alpha-syn fibrillation and 

toxicity. Additionally, Rb1 exhibited a strong ability to disaggregate preformed fibrils 

and to inhibit the seeded polymerization of alpha-syn. Interestingly, Rb1 was found to 

stabilize soluble non-toxic oligomers with no (beta-sheet content, that were susceptible to 

proteinase K digestion, and the binding of Rb1 to those oligomers may represent a 

potential mechanism of action. Thus, Rb1 could represent the starting point for designing 

new molecules that could be utilized as drugs for the treatment of PD and related 

disorders. 
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ABSTRACT 

 

Objectives: To investigate the relationship between metabolic control, acute and long-

term complications, the coexistence of autoimmune diseases, and to assess the different 

factors that can affect the glycemic control level among children with type 1 diabetes 

mellitus (T1DM).  

 

Methods: This is a cross-sectional study that included 228 T1DM children and 

adolescents visiting the pediatric diabetes clinic at the King Abdulaziz University 

Hospital (KAUH), Jeddah, Saudi Arabia from January 2013 to January 2014. The clinical 

and laboratory characteristics of the patients were recorded. Metabolic control, 

complications, and associated autoimmune diseases were evaluated.  

 

Results: The mean age of patients was 10.99 years, and the glycated hemoglobin 

(HbA1c) level was 8.8%. Acute complications included ketoacidosis in 65.4% of 

patients, and hypoglycemic attacks in 68.9%. Longterm complications were detected in 

patients including retinopathy (4.4%), microalbuminuria (16.2%), and dyslipidemia 

(8.3%). Autoimmune thyroiditis was noted in 14%, and celiac disease was found in 

19.7% of patients. A significant difference was found in pubertal and pre-pubertal age 

groups in terms of glycemic control (p=0.01).  

 

Conclusion: The level of HbA1c was found to be higher among the pubertal age group. 

A relationship between autoimmune diseases and gender was determined. 
 
 
 
 
 
 
 
 
 
 
 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

208 
 

Research Title: 
Health related quality of life among military personnel: 

what socio-demographic factors are important? 

Source: 

Applied Research in Quality of Life 

Springer 

Vol. 10, Issue 1, Page: 63-76 

ISSN: 1871-2584 

Month and Year of 

Publication: 
MAR 2015 

Impact Factor: 0.818 

Affiliated Department(s): Medicine 

Author(s): 
Mohsen Saffari, Harold G Koenig, Amir H Pakpour, 

Mohammad Gamal Sehlo 

Correspondent’s Email: 
saffari.ches@gmail.com; Harold.Koenig@duke.edu; 

pakpour_amir@yahoo.com; sehlo90@yahoo.com 

 

ABSTRACT 

 

Health related quality of life (HRQOL) is an important indicator of health status. 

Knowledge about factors related to HRQOL among military personnel may assist in 

designing programs to maximize their fitness and readiness for action when called upon. 

The aim of present study was to assess the HRQOL of military personnel in Iran, 

compare it to that of other populations in Iran and the U.S., and identify socio-

demographic variables related to HRQOL in Iranian military personnel. Using a cross-

sectional design, 502 male military personnel were recruited across the country. The SF-

36 health survey was used to assess health status and demographic characteristics. 

Student t-test and multiple regression analysis were used to examine the associations 

between socio-demographic variables and HRQOL. Subscale scores on the SF-36 were 

also compared to those in the general population. The mean age of participants was 33.0 

(SD, 6.8) with an average working experience of 13.5 (SD, 6.2) years. Physical 

functioning was higher than other components of HRQOL. The mean scores for physical 

and mental subscale scores were 46.1 (8.6) and 46.6 (9.7), respectively. Significant 

differences were found on subscale scores of HRQOL between participants and the 

general population (p < 0.01). Variables such as age, marital status, disease history, and 

health status were associated with several components of HRQOL. These findings should 

assist in the development of programs to enhance HRQOL among military personnel, and 

underscore the need for further research to better understand the components of health 

status in soldiers and other military personnel. 
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ABSTRACT 

 

The history of histology indicates that there have been significant changes in the 

techniques used for histological staining through chemical, molecular biology assays and 

immunological techniques, collectively referred to as histochemistry. Early histologists 

used the readily available chemicals to prepare tissues for microscopic studies; these 

laboratory chemicals were potassium dichromate, alcohol and the mercuric chloride to 

harden cellular tissues. Staining techniques used were carmine, silver nitrate, Giemsa, 

Trichrome Stains, Gram Stain and Hematoxylin among others. 

 

The purpose of this research was to assess past and current literature reviews, as well as 

case studies, with the aim of informing ways in which histological stains have been 

improved in the modern age.  

 

Results from the literature review has indicated that there has been an improvement in 

histopathology and histotechnology in stains used. There has been a rising need for 

efficient, accurate and less complex staining procedures. Many stain procedures are still 

in use today, and many others have been replaced with new immunostaining, molecular, 

non-culture and other advanced staining techniques. Some staining methods have been 

abandoned because the chemicals required have been medically proven to be toxic.  

 

The case studies indicated that in modern histology a combination of different stain 

techniques are used to enhance the effectiveness of the staining process. Currently, 

improved histological stains, have been modified and combined with other stains to 

improve their effectiveness. 
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ABSTRACT 

 

Background: In 2007 Faculty of Medicine (FOM), King Abdulaziz University (KAU) 

reoriented the medical curriculum and integrated professionalism. This study was 

conducted to assess the perception of professionalism attitudes by medical graduates who 

graduated from the new curriculum that incorporated the professionalism module and 

compare it to those who did not. 

 

Methods: This cross sectional study was conducted at the teaching hospital of the FOM, 

KAU using a modified version of the well-constructed questionnaire designed to assess 

the student’s attitudes toward professionalism was distributed to all interns in the 

academic year of 2013-2014. Statistical analysis was carried out using Statistical Package 

of Social Science (SPSS) version 16. 

 

Results: Higher mean scores with significant differences in all aspects of professionalism 

were observed in interns graduated from the new curriculum when compared to those of 

the old one and was previously reported by Eldeek et al., (2012). The importance of 

adhering to high ethical and moral behavior and the need of humanity in the efficacy of 

the medical practice were the most significant attributes with effect size of 0.64 and 0.58 

respectively. Studying in the clinical years represented the first helpful source of the 

participant to develop their perception about professionalism. 

 

Conclusion: The new developed curriculum at the FOM succeeded to improve the 

graduate perception about professionalism. 
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ABSTRACT 

 

Background: Human immunodeficiency virus (HIV)–associated cerebral aneurysmal 

vasculopathy is a rare complication of HIV affecting pediatrics and adults and has been 

the subject of many case reports and case series. 

 

Methods: We performed a systematic literature search of PubMed, Embase, Scopus, 

Web of Science, Science Direct, and Google Scholar up to April 10, 2015. Our inclusion 

criteria encompassed all reported original case series and reports of HIV-associated 

cerebral aneurysms diagnosed radiologically, and we analyzed the clinical characteristics 

and management of the reported cases. 

 

Results: We identified 61 patients reported in the literature (45 pediatric and 16 adults). 

The median age was 9.8 and 36.5 of pediatric and adult patients, respectively. Weakness 

was the most common presenting symptom in adult and pediatric patients. The most 

common affected artery was the middle cerebral artery (MCA). Approximately, 87.2% of 

pediatric cases and 42.9% of adult cases were on antiretroviral therapy (ART) at 

presentation. The mortality rate was 60% and 35.7% among pediatric and adult patients, 

respectively. The optimal management is not well established. Variable response to ART 

was reported with possible survival benefits when antiretroviral therapy is initiated early. 

 

Conclusion: HIV-associated cerebral aneurysmal arteriopathy is associated with high 

mortality. The optimal management is not well established but early initiation of 

antiretroviral therapy may improve the survival rate in those patients. 
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ABSTRACT 

 

Objectives: To determine the prevalence of hyperlipidemia in patients from Saudi Arabia 

with rheumatoid arthritis (RA), and to investigate its relationship with C-reactive protein 

level and disease activity.  

 

Methods: A cross-sectional 3-year study was conducted on RA patients at King 

Abdulaziz University Hospital, Saudi Arabia between January 2011 and December 2013. 

Lipid profiles were determined following 12-hour overnight fasting, and the association 

of lipid profiles with C-reactive protein (CRP) levels and disease activity was 

determined.  

 

Results: This study involved a total of 180 RA patients (mean age: 40.49 +/- 12.19 

years). These subjects displayed a high prevalence of elevated total cholesterol (55.1%), 

and low-density lipoprotein cholesterol (51.2%). Notably, we detected a significant 

association between increased total cholesterol and high CRP levels (p=0.002). 

Moreover, we observed a positive correlation between total cholesterol and disease 

activity, as measured using the 28-Joint Disease Activity Score index (r=0.23, p=0.036).  

 

Conclusions: Hyperlipidemia is common among RA patients and is significantly 

associated with CRP levels and disease activity. Our findings emphasize the need to raise 

awareness among healthcare professionals regarding the development of hyperlipidemia 

when RA is active. 
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ABSTRACT 

 

Background: Colon and colorectal cancer (CRC) research has entered a new era with 

recent updates of molecular events and prognostic markers. Among other prognostic 

markers, exaggerated expression of nuclear CCND1 has key role in tumour pathogenesis 

and metastases of CRC and has also been claimed to predict response to treatment. 

 

Objectives: This study was designed to evaluate the prognostic and predictive value of 

CCND1 in CRC and the correlation of CCND1 expression with the different 

clinicopathological parameters. 

 

Methods: Paraffin blocks from 117 primary CRC were retrieved from the archives of the 

Department of Pathology at King Abdulaziz University. Tissue microarrays were 

designed and constructed. The immunostaining of CCND1 was performed and analysed. 

 

Results: There were more cases with low nuclear immunoexpression of CCND1in both 

primary tumours and nodal metastasis (p < 0.001). Cyclin D1 did not show association 

with clinicopathological features except with lymphovascular invasion. Low nuclear 

immunoexpression of CCND1 was associated with negative lymphovascular invasion (p 

= 0.046). There was no statistically significant correlation between CCND1 

immunoexpression and survival probability (Log Rank = 2.474, p = 0.116). 

 

Conclusion: Our study indicates that CCND1 immunoexpression cannot be used as a 

predictor of survival in CRC. It also shows no significant correlation with 

clinicopathological features except with lymphovascular invasion. 
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ABSTRACT 

 

Introduction: PAX 8 is a transcription factor that belongs to PAX gene family. The data 

on the diagnostic applications of PAX-8 is limited. In this study, the expression of PAX-8 

in colorectal, endometrial and ovarian carcinomas is evaluated.  

 

Material and methods: Tissue microarrays were prepared from archival of colorectal 

carcinomas (n: 133), endometrial carcinomas (n: 79) and ovarian carcinomas (75) 

obtained from the Department of Pathology at King Abdulaziz University Jeddah, Saudi 

Arabia. Tissue sections were immunostained using monoclonal antibodies to PAX-8. The 

immunohistochemical stains were scored semiquantitatively from 0 to 4+.  

 

Results: PAX-8 immunoexpression was detected in 132/ 154 (83%) of the Mullerian 

carcinomas (93 and 43% for non-mucinous and mucinous carcinomas, respectively). 

PAX-8 expression was found in all serous carcinomas from ovarian and endometrial 

origin. PAX-8 was not detected in any of the colorectal carcinoma.  

 

Conclusion: PAX-8 is a sensitive marker for non-mucinous carcinomas of Mullerian 

origin and it is a useful marker indifferentiating endometrial and ovarian carcinomas from 

colorectal carcinomas. 
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ABSTRACT 

 

Colorectal cancer (CRC) is common worldwide. The high prevalence of the disease 

raises concerns about how CRC influences the health-related quality of life (QoL). To 

explore the impact of physiological symptoms and complications of CRC on patients’ 

QoL, we conducted a cross-sectional survey using the FACT-C self-report instrument. 

The chi-square test was used to compare qualitative data. We found that pain was 

reported by most of the patients (n  =  31; 77.5 %). Furthermore, male patients were 

more likely to complain of pain “mostly” as compared with females (P  =  .032). We 

found no significant differences between genders regarding general health-related 

questions. A greater proportion of male patients often complained of abdominal cramps 

(P  =  .542), weight loss (P  =  .086), and diarrhea (P  =  .408). More than half of the 

patients (n  =  26; 65 %) reported having a good appetite; a greater proportion of males 

reported having a good appetite “mostly” (P  =  .014). Social and psychological qualities 

of life were not significantly different between male and female patients. Male and 

female patients did not differ in their report of disease acceptance (P  =  .420) and 

ability to enjoy life (P  =  .744). No difference was also found between genders 

regarding contentment with QoL (P  =  .793) or ability to sleep well (P  =  .695). 

Furthermore, there were no differences between genders regarding job fulfillment 

(P  =  .272). Our results add to the growing body of knowledge about the effect of CRC 

on QoL. Importantly, the differences in self-reported pain and appetite between male and 

female patients in our study suggest the importance of gender-based treatments in 

improving patients’ QoL. 
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ABSTRACT 

 

Background: The purpose of this study was to analyze the perceptions and practices of 

internal medicine residents in the western region of Saudi Arabia regarding the 

implementation of do not resuscitate (DNR) orders to improve future training practices 

among physicians. 

 

Methods: Medical residents involved in training programs in the western region of Saudi 

Arabia, including Jeddah, Makah, Medinah, and Taif, were invited to participate in a 

cross-sectional, anonymous, online survey regarding DNR orders. The 16-question 

survey was distributed to residents in all training programs in the region using 

surveymonkey.com, and the results were collected and tabulated. 

 

Results: Of 364 residents, 157 completed the questionnaire, resulting in a 43% response 

rate. The study showed that most (66%) internal medicine residents in the western region 

of Saudi Arabia participate in DNR discussions with patients and family or surrogate 

decision-makers. In addition, 43% were observed by faculty members, and half of them 

(51.9%) reported feeling comfortable during these discussions. Furthermore, most 

residents believed that additional educational programs would enhance their competence 

in addressing issues related to DNR discussions. 

 

Conclusion: This study highlights the need for a structured curriculum to teach skills 

relating to end-of-life issues such as DNR orders to residents in the Saudi Arabian 

medical system. The majority of residents surveyed believe they would benefit from 

additional training in DNR discussions. Therefore, an evidence-based curriculum 

providing instruction for improving discussions regarding DNR orders would improve 

physician confidence and effectiveness in caring for critically ill patients. 
 
 
 
 
 
 
 
 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

217 
 

Research Title: 

Interprofessional Education as a Need: The Perception of 

Medical, Nursing Students and Graduates of Medical 

College at King Abdulaziz University 

Source: 

Creative Education 

Scientific Research Publishing Inc. 

Vol. 2015, Issue 6, Page: 248-254 

ISSN: 2151-4771 

Month and Year of 

Publication: 
FEB 2015 

Impact Factor: 0.62 

Affiliated Department(s): Medicine 

Author(s): Hind Ibrahim Fallatah, Razan Jabbad, Heba K Fallatah 

Correspondent’s Email: n/a 

 

ABSTRACT 

 

Interprofessional education (IPE) is when members or students of two or more 

professions learn from and about each other to improve collaboration and quality of care. 

The aim of this study was to identify the awareness and importance of IPE among 

medical and nursing students and graduates at King Abdulaziz University. A cross-

sectional study was conducted with fourth-year medical students, fourth-year nursing 

students, interns, and internal medical residents at King Abdulaziz University and 

hospital. A survey was completed by all the participants after they gave their consent. 

Participants were asked whether they knew the meaning of IPE. We explained IPE to 

those who did not know what it was. Then, each participant was asked to rate all 11 items 

on the survey with one of five choices: strongly agree, agree, undecided, disagree and 

strongly disagree. A total of 105 professionals participated in the study. The participants 

were primarily fourth-year medical and nursing students, all of whom were women. 

However, for the medical interns and medical residents, we included both men and 

women. Only 12 (11.4%) participants knew the meaning of IPE, all of whom were 

medical residents. The majority—77 of 103 (75%), most of whom were nursing 

students—responded that IPE is important. The difference between the groups was also 

significant (P = 0.008). In conclusion: Our study showed that our medical students and 

graduates valued IPE and thought that the implementation of IPE in their education 

would improve both patient care and health care provider satisfaction. 
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ABSTRACT 

 

Although the prevalence of obesity and overweight in Saudi Arabia is high, studies of 

associated factors are lacking. This study aimed to investigate the relationship between 

socio-demographic and lifestyles factors and different measures of obesity amongst 

adults living in Jeddah. A cross sectional design was used employing a multi stage 

geographical cluster random sampling technique to select survey locations. Only families 

living in KSA for ≥ 5 years were included. Participants were interviewed about dietary 

and socio-demographic information, and their anthropometric measurements (weight, 

height, waist and hip circumference) were taken. Body mass index (BMI) and waist to 

hip ratio (WHR) were used as measures of general and abdominal obesity,  respectively. 

331 adults were included in the study; mean age ± SD was 37.12 ± 13.58.  General and 

central obesity were both inversely related to educational level, fast food consumption, 

number of snacks consumed and the level of physical activity. Central obesity was more 

prevalent in frequent breakfast consumers and smokers. Males who consumed less snacks 

and were physically inactive had higher odds of being generally obese, while those with 

increasing breakfast intake and decreasing fast food consumption were prone to central 

obesity. Females with a greater number of meals consumption had higher odds of general 

obesity while those who consumed less snacks and were physically inactive were prone 

to central obesity. The design of health programs and strategies to reduce the prevalence 

of obesity tailored to associated factors is a health priority. 
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ABSTRACT 

 

Aim: The heart function assessment registry trial in Saudi Arabia (HEARTS) is a 

national multicenter project that compared de novo versus acute-on-chronic heart failure 

(ACHF).  

 

Methods and Results: This is a prospective registry in 18 hospitals in Saudi Arabia 

between October 2009 and December 2010. The study enrolled 2610 patients: 940 (36%) 

de novo and 1670 (64%) ACHF. Patients with ACHF were significantly older (62.2 vs 60 

years), less likely to be males (64% vs 69%) or smokers (31.6% vs 36.7%), and more 

likely to have history of diabetes mellitus (65.7% vs 61.3%), hypertension (74% vs 65%), 

and severe left ventricular dysfunction (52% vs 40%). The ACHF group had a higher 

adjusted 3-year mortality rate (hazard ratio, 1.6; 95% confidence interval [CI] 1.3-2.0; P 

< .001).  

 

Conclusion: Patients with ACHF had significantly higher long-term mortality rates than 

those with de novo acute heart failure (HF). Multidisciplinary HF disease management 

programs are highly needed for such high-risk populations. 
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ABSTRACT 

 

There are accumulating evidences suggesting that interaction between advanced 

glycation end products (AGEs) and their receptors (RAGEs) induces oxidative stress and 

subsequently encourages inflammatory reactions, thereby resulting in progressive 

alteration in renal architecture and function. Interventions that reduce the tissue burden of 

AGEs have yielded significant positive results in inhibiting the progression of diabetic 

complications such as diabetic nephropathy. Lycopene, a carotenoid, plays an important 

role in protection against oxidative stress and hence might prove an efficient 

antiglycating agent. Current study investigates the effect of lycopene in downregulating 

the menace caused by ribose-induced glycation both in vitro and in vivo. We observed 

that treatment with lycopene decelerated the ribose induced AGE formation in HK-2 cells 

and in rat kidneys thereby downregulating the expression RAGE. HK-2 cells with 

decreased levels of RAGE showed a decline in nuclear factor B (NFB) and matrix 

metalloproteinase 2 (MMP 2) expressions. Administration of ribose not only induced 

hyperglycemia in Wistar rats but also developed diabetic nephropathy (DN). However, 

lycopene was found effective in relieving the biochemical symptoms of DN. Thus 

lycopene provides protection against development of diabetic nephropathy and 

ameliorates renal function by halting AGE-RAGE axis. 
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ABSTRACT 

 

Purpose: To describe an imaging selection tool, multi-phase CTA (mCTA) for use in 

acute ischemic stroke (AIS), and to demonstrate its inter-rater reliability, and ability to 

determine clinical outcome. 

 

Methods: The local ethics board has approved the study. Data is from the pilot phase of 

PRoveIT, a prospective observational study analyzing utility of multi-modal imaging in 

the triage of AIS patients. Patients had baselinen on-contrast CT (NCCT), single-phase 

CTA head/neck, mCTA, and per-fusion CT (PCT). mCTA generates time-resolved 

images of pial arteries. Pial arterial filling was scored on a 6-point ordinal scale and inter-

rater reliability tested. Clinical outcomes included ≥50% drop in NIHSS over 24hours 

and 90 day mRS 0–2. Ability to predict clinical outcomes were compared between sCTA, 

mCTA and PCT using receiver operating curve(ROC) analysis, Akaike Information 

Criterion (AIC) and Bayesian Information Criterion (BIC). 

 

Results: One hundred forty-seven patients were included. Inter-rater reliability for 

mCTA is excellent (n = 30, kappa = 0.81, p < 0.001). On ROC analysis, ability to predict 

clinical outcome is modest (c-statistic 0.56, 95%CI:0.52–0.63 for ≥50% drop in NIHSS 

over 24 hours and 0.6,95%,CI:0.53–0.68 for 90 day mRS 0–2), but better than models 

using sCTA and PCT..p < 0.05 overall) Using AIC and BIC, models using mCTA are 

better than models using sCTA and PCT for ≥50% drop in NIHSS over 24 hours(AIC = 

166 and BIC = 171.7; values least for mCTA) and 90 day mRS 0–2(AIC = 132.1 and BIC 

= 137.4; values least for mCTA). 

 

Conclusion: mCTA is a reliable tool for imaging selection in patients with acute 

ischemic stroke. 
 
 
 
 
 
 
 
 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

222 
 

Research Title: 
Neopterin: An immune biomarker of coronary artery 

disease and its association with other CAD markers 

Source: 

IUBMB Life 

Wiley-Blackwell 

Vol. 67, Issue 6, Page: 453-459 

ISSN: 1521-6551 

Month and Year of 

Publication: 
JUN 2015 

Impact Factor: 2.755 

Affiliated Department(s): Medicine; Radiology 

Author(s): 

Chelapram Kandy Firoz, Nasimudeen R Jabir, 

Mohammad A Kamal, Mohammed Nabil Alama, Ghazi A 

Damanhouri, Waseem Khan, Anas S Alzahrani, Hussein 

A Almehdar, Shams Tabrez 

Correspondent’s Email: shamstabrez1@gmail.com 

 

ABSTRACT 

 

Neopterin has been considered as an important marker of cellular inflammation. The 

primary objective of the current study was to determine the role of neopterin in 

cardiovascular disease and its association with other well known cardiac markers. The 

study was composed of total 200 subjects (100 confirmed coronary artery disease (CAD) 

patients, 50 recently diagnosed, and 50 managed CAD patients) both men and women 

and 100 healthy control individuals of matching age and weight. Serum neopterin 

analysis was done using commercial available ELISA kits. Other cardiac markers viz. 

troponin, creatine kinase (CK), CK MB isoenzyme (CKMB), lactate dehydrogenase 

(LDH), fibrinogen, C-reactive protein (CRP), alanine aminotransferase (ALT), and 

aspartate aminotransferase (AST) estimation was done by standard routine biochemical 

methods. Neopterin level was found to be remarkably enhanced by 150% and 513% in 

the recently diagnosed and managed CAD patients, respectively. CK level also showed a 

significant rise by 62% in the managed patients. However, recently diagnosed patients 

did not show any significant change. Moreover, cross correlation study showed 

statistically significant (P<0.01) change in neopterin and CK levels between recently and 

managed patients. In the other studied CAD markers such as CKMB, fibrinogen and 

LDH also showed a significant increase in both categories of patients. CRP level was also 

found to be significantly enhanced by 357% (P<0.01) and 341% (P<0.05) in recently 

diagnosed and managed patients respectively. Because of cost effectiveness, easy and 

quick analysis of neopterin in the serum sample, we propose neopterin as the prognostic 

as well as diagnostic biomarker of CAD before other markers could be tested especially 

in Saudi population. 
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ABSTRACT 

 

Objective: Neurosyphilis can present with a wide range of neuropsychiatric symptoms. 

Hence, psychiatrists need to be familiar with tests for syphilis screening and how to 

interpret syphilis serologic tests.  

 

Methods: We present four cases of patients with positive syphilis tests encountered in a 

psychiatric hospital.  

 

Results: Two cases were treated for neurosyphilis, while the other two cases did not have 

active syphilis infection despite positive results.  

 

Conclusion: We thus highlight the challenges encountered by psychiatrists in screening 

for and diagnosing cases of neurosyphilis. 
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ABSTRACT 

 

Medical Students’ role in health research is of great importance. It is trending worldwide 

that medical students learn and apply research skills early during their undergraduate 

studies. The objectives of this article are to explore the students research activities in 

national and international medical schools, and to postulate some actions to effectively  

enhance students’ participation in research. In this review article, research conduction by 

medical students at some local and international studies were being surveyed; along with 

methods medical schools (including Faculty of Medicine, King Abdulaziz University) are 

using to improve the medical students’ involvement in research. Many studies have 

proved effectiveness of specific approaches for enhancing students’ research. There were 

still many actions to be taken by the medical schools which are willing to improve their 

students’ participation in research. Depending on this review we suggest that efforts, 

finance and time should be appropriately invested to promote and early student’s 

involvement in research. Integrating the research further in the curriculum, promoting the 

extracurricular research activities, providence of research protected time for students and 

the establishment of a student medical research unit is all recommended. 
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ABSTRACT 

 

Poisoning is a medical emergency that represent a major health problem all over the 

world. Studies on drug overdose and chemical poisoning are very limited in Saudi Arabia 

(SA). We aimed to describe the current pattern and assess risk factors of drug overdose 

and chemical poisoning in King Khalid National Guard hospital, Jeddah, SA. Medical 

records of patients attended emergency department in King Khalid National Guard 

hospital during the period from January 2008 to December 2012 due to drug overdose 

and chemical poisoning were reviewed. A total of 129 cases were included in the study. 

The majority of the population was Saudi (97.7 %), and almost half of them were females 

(54.3 %). Children under 12 years were the most affected age group (44.2 %). Drug 

overdose was the most common cause of poisoning (92.2 %). Analgesics and non-

steroidal anti-inflammatory drugs represented the highest percentage of used medications 

(20.4 %). The most commonly reported symptoms were symptoms of the central nervous 

system (57.4 %) followed by GIT symptoms (41.9 %). Intentional poisoning was 

reported in 34 cases (26.4 %). Female patients were significantly more likely to attempt 

suicide than male patients (OR = 7.22, 95 % CI = 1.70, 30.62). Children continue to be at 

high risk for medication and chemical poisoning. Accessibility to medications at homes 

encountered for most of poisoning cases among children. Implementing methods to raise 

public awareness and minimize children access to medications would significantly 

contribute to reducing burden of this problem on the community. 
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ABSTRACT 

 

Objectives: To demonstrate the pattern of disease-modifying antirheumatic drugs 

(DMARDs) use in Saudi and non-Saudi rheumatoid arthritis (RA) patients, and to 

evaluate the association of DMARDs use with anti-mutated citrullinated vimentin (anti-

MCV) positivity and other factors.  

 

Methods: Retrospectively, for a period of 7 years (2007-2014), we studied 205 RA 

patients, at King Abdulaziz University Hospital (KAUH), Jeddah, Saudi Arabia. All 

patients used DMARDs. Pattern of use for all 6 DMARDs was almost the same among 

Saudis and non-Saudis with no significant difference (p>0.05) for each DMARD; MTX 

was the most commonly used DMARD (71-76%).  

 

Results: There was no association between anti-MCV positivity and different DMARDs 

use. Methotrexate was used 76 times as combination, scoring the highest in this respect. 

There was a significant correlation (p<0.05) between Plaquenil with Methotrexate and 

with Sulfasalazine; Leflunomide with anti-TNF and with Prednisolone; age with 

Methotrexate and with Plaquenil; anti-MCV positivity with Prednisolone. Saudi/non-

Saudi status showed no correlation with all factors or drugs. There was no significant 

association between DMARDs and comorbidity.  

 

Conclusion: Similar to worldwide results, MTX was the most commonly used DMARD; 

with the addition of anti-TNF to increase the effect, and folic acid to minimize the side 

effects. In this cohort, the pattern of use for all DMARDs was similar among Saudis and 

non-Saudis; treatment depended neither on anti-MCV positivity nor on the presence of 

comorbid conditions. A study of the association of DMARDs with disease activity is 

recommended. 
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ABSTRACT 

 

Objectives: The study was done to determine the perception of clinical years’ medical 

students and interns about assessment methods used in Faculty of Medicine, King 

Abdulaziz University, Jeddah, Saudi Arabia. 

 

Methods: A cross sectional study was conducted during the educational year 2012/2013. 

A multistage stratified random sample method was used to select 600 senior medical 

students (4th-6th) and interns. Perception of medical students and interns about different 

assessment formats was inquired using 3 points Likert scale. 

 

Results: About two-fifths of participants agreed that assessment methods are 

comprehensive, reflecting what they taught, and challenging them. MCQs were the 

commonest (56.8%) preferred written assessment format. OSCE (74.1%) and OSPE 

(70.6%) were seen as good tools for assessing clinical competencies. Students had good 

perceptions towards peer assessment, log-book and open book exams. Males preferred 

peer assessment method more than females, with a statistical significant difference (χ2 = 

6.43, p< 0.05). 

 

Conclusion: Assessment plan needs further improvements and should be designed 

prospectively along with learning outcomes, as only about 40 % of participants agreed 

with assessment items. The current development of the faculty Assessment Unit will 

provide much help. This will lead to better preparation of medical students for their 

future responsibility as tomorrow’s doctors. 
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ABSTRACT 

 

Introduction: This survey evaluates knowledge, attitudes and practices of medical 

students towards use of antibiotics for upper respiratory infections (URTIs). 

 

Methodology: Cross-sectional questionnaire study among 1042 randomly selected 

medical students in Saudi Arabia. 

 

Results: Respondents were mostly Saudis (97.5%), had previous knowledge of 

antibiotics (99.7%) and their usage (98.3%) against bacterial infections (93.7%). 18.1% 

thought that they could be used for viral infections. Nearly all students (97.2%) used 

antibiotics themselves during the previous year and self-medication without a 

prescription was high at 49% of cases. Most antibiotics were taken for URTI symptoms 

(61.8%). Female medical students had better knowledge on antibiotic effectiveness 

against bacteria and viruses, and overall knowledge increased with study year. Health 

seeking behaviour rates for symptoms of RTI and associated estimated necessity for 

antibiotics varied but were highest for cough with yellow/green phlegm. 

 

Conclusions: The depth of knowledge that healthcare professionals have in relation to 

the proper use of antibiotics is essential in spreading the right message within 

communities. This is the first large study among medical students in Saudi Arabia, 

shedding important light on areas for improvement in the medical curriculum as well as 

antibiotic practices of medical students themselves. 
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ABSTRACT 

 

Objectives: To compare periodontal findings in systemic lupus erythematosus (SLE) 

patients and healthy controls, and to determine, whether there is a correlation between 

periodontal parameters and SLE biomarkers.  

 

Methods: This cross-sectional study was conducted in the Faculty of Dentistry, King 

Abdulaziz University, Jeddah, Kingdom of Saudi Arabia between November 2012 and 

February 2014. Twenty-five participants diagnosed with SLE and 50 healthy controls 

were selected. Periodontal assessment consisted of clinical attachment level (CAL), 

probing depth (PD), bleeding on probing, and plaque scores. For the SLE group, several 

laboratory tests were obtained, such as, white blood cell count, hemoglobin level, platelet 

count, anti-nuclear antibody, anti-double-stranded DNA antibody, calcium level, and 

vitamin D.  

 

Results: Periodontal findings in SLE patients and controls were not significantly 

different. The SLE patients who had no flare-ups for more than a year showed significant 

bleeding on probing and deeper PD compared with those who had flare-ups less than a 

year before starting the study. The SLE patients with arthritis symptoms showed more 

CAL than those without arthritis. In the SLE patients, no significant correlation was 

found between their periodontal findings and SLE biomarkers.  

 

Conclusion: Periodontal health was not different between SLE patients and healthy 

controls. In SLE patients however, flare-ups and presence of arthritis had a significant 

relation with periodontal health. 
 
 
 
 
 
 
 
 
 
 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

230 
 

Research Title: 
Prevalence and predictors of habitual snoring in a sample 

of Saudi middle-aged adults 

Source: 

Saudi Medical Journal 

Saudi Med J 

Vol. 36, Issue 8, Page: 920-927 

ISSN: 0379-5284 

Month and Year of 

Publication: 
AUG 2015 

Impact Factor: 0.554 

Affiliated Department(s): Medicine; Family Medicine 

Author(s): Siraj O Wali, Bahaa A Abaalkhail 

Correspondent’s Email: n/a 

 

ABSTRACT 

 

Objectives: To determine the prevalence of habitual snoring among a sample of middle-

aged Saudi adults, and its potential predictors.  

 

Methods: A cross-sectional study was conducted from March 2013 until June 2013 in 

randomly selected Saudi Schools in Jeddah, Kingdom of Saudi Arabia. The enrolled 

subjects were 2682 school employees (aged 30-60 years, 52.1% females) who were 

randomly selected and interviewed. The questionnaire used for the interview included: 

the Wisconsin Sleep Questionnaire to assess for snoring, medical history, and socio-

demographic data. Anthropometric measurements and blood pressure readings were 

recorded using standard methods.  

 

Results: Forty percent of the 2682 enrolled subjects were snorers: 23.5% were habitual 

snorers, 16.6% were moderate snorers, and 59.9%, were non-snorers. A multivariate 

analysis revealed that independent predictors of snoring were ageing, male gender, 

daytime sleepiness, hypertension, family history of both snoring and obstructive sleep 

apnea, water-pipe smoking, and consanguinity.  

 

Conclusion: This study shows that snoring is a common condition among the Saudi 

population. Previously reported risk factors were reemphasized but consanguinity was 

identified as a new independent predictive risk factor of snoring. Exploring snoring 

history should be part of the clinical evaluation. 
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ABSTRACT 

 

Background: Defining the magnitude and modifiers of placebo (PBO) rates in 

randomized controlled trials (RCTs) of ulcerative colitis (UC) is essential for the design 

and conduct of efficient trials and to optimize the detection of true drug-PBO differences. 

We conducted a contemporary meta-analysis of PBO response and remission rates in 

induction and maintenance phases of RCTs for active UC and assessed factors 

influencing these rates. We report the Results of our analysis of induction trials here. 

 

Methods: MEDLINE, EMBASE, Cochrane Central Register of Controlled Trials and the 

Cochrane IBG group specialized trials register were searched from inception to April 

2014. Conference proceedings were searched between 2002-2014. Eligible studies were 

PBO-controlled trials of UC in adult patients which: (1) contained an induction and/or 

maintenance phase; (2) used the UCDAI (Mayo/Sutherland/partial equivalent) as 

criterion for enrolment and assessment of response/remission; and (3) evaluated the 

efficacy of 4 drug classes (steroids, aminosalicylates, immunosuppressives, biologics). 

Data were extracted independently in pairs and disagreements resolved with a third 

reviewer. PBO rates for each outcome were pooled using a binomial-normal model for 

meta-analysis of proportions. 

 

Results: We identified 7,587 citations and 55 studies eligible for inclusion (46 induction, 

9 maintenance). Pooled PBO remission (n=40) and response (n=43) rates were 10% (95% 

CI 7%-13%; range 1%-49%) and 33% (95% CI 28%-38%; range 6%-92%) respectively, 

both with significant heterogeneity (P < 0.001). Features associated with a lower PBO 

response were longer disease duration prior to enrolment (33% for >5 yrs vs 47% for ≤ 5 

yrs), endoscopy subscore ≥ 2 at study entry (34% for score ≥ 2 vs 46% for score ≥ 1) and 

requirement for improvements in endoscopy and bleeding subscores as outcome 

measures. Features associated with lower PBO remission rates were longer disease 

duration prior to enrolment (10% for >5 yrs vs 19% for ≤ 5 yrs), endoscopy subscore ≥ 2 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

232 
 

at study entry (11% for score ≥ 2 vs 24% for score ≥ 1), the requirement for improvement 

in the endoscopy subscore from baseline as an outcome measure and publication date 

after 2005 (12% for ≤ 2005 vs 9% > 2005). No difference in PBO rates was observed 

when disease was classified as mild-moderate vs moderate-severe at study entry, for a 

UCDAI cut-point ≥ 6 vs <6, or follow-up duration. 

 

Conclusion: Lower PBO response and remission rates were observed in UC induction 

trials enrolling patients with more active disease defined by endoscopic subscore, rather 

than a higher composite UCDAI. This reinforces the importance of enrolling patients and 

assessing outcomes using objective markers of active disease. 
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ABSTRACT 

 

Objectives: To determine the prevalence of habitual snoring among a sample of middle-

aged Saudi adults, and its potential predictors.  

 

Methods: A cross-sectional study was conducted from March 2013 until June 2013 in 

randomly selected Saudi Schools in Jeddah, Kingdom of Saudi Arabia. The enrolled 

subjects were 2682 school employees (aged 30-60 years, 52.1% females) who were 

randomly selected and interviewed. The questionnaire used for the interview included: 

the Wisconsin Sleep Questionnaire to assess for snoring, medical history, and socio-

demographic data. Anthropometric measurements and blood pressure readings were 

recorded using standard methods.  

 

Results: Forty percent of the 2682 enrolled subjects were snorers: 23.5% were habitual 

snorers, 16.6% were moderate snorers, and 59.9%, were non-snorers. A multivariate 

analysis revealed that independent predictors of snoring were ageing, male gender, 

daytime sleepiness, hypertension, family history of both snoring and obstructive sleep 

apnea, water-pipe smoking, and consanguinity.  

 

Conclusion: This study shows that snoring is a common condition among the Saudi 

population. Previously reported risk factors were reemphasized but consanguinity was 

identified as a new independent predictive risk factor of snoring. Exploring snoring 

history should be part of the clinical evaluation. 
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ABSTRACT 
 

Introduction And Objectives: Bronchiectasis is a pulmonary manifestation that often 

occurs in individuals with rheumatoid arthritis (RA). Nevertheless, the prevalence of 

bronchiectasis in RA patients and predictors of its development/progression remain ill-

defined. Our objective was to investigate the prevalence of bronchiectasis in a group of 

RA patients and examine possible clinical or biochemical risk factors that might 

contribute to its development.  

 

Methods: This was an observational study analyzing 100 RA patients with no pulmonary 

symptoms selected from King Abdulaziz University Hospital in the Western region of 

Saudi Arabia from October 2013 to 2014. Demographic, clinical and laboratory 

information were collected for all patients. Diagnosis was based on the 2010 American 

College of Rheumatology (ACR)/European League Against Rheumatism (EULAR) 

classification system, and disease activity was assessed using the 28-Joint Disease 

Activity Score Index with C-reactive protein; high-resolution computed tomography 

chest scans were performed. The prevalence of bronchiectasis was recorded and its 

association with different risk factors was examined using standard statistical methods.  

 

Results: All 100 patients fulfilled the ACR and EULAR classification criteria for RA 

diagnosis. Their mean age was 51.05 +/- 13.5 years, disease duration was 6.19 +/- 6.4 

years and disease activity index was 4 +/- 1.3 (moderate activity). A total of 35 (35%) 

patients developed bronchiectasis. Notably, we observed significant positive associations 

of bronchiectasis with age, disease duration and male gender (P < 0.001, P = 0.006, P = 

0.028, respectively).  

 

Conclusions: Asymptomatic bronchiectasis represents a common complication in 

moderately active RA patients within the Western Region of Saudi Arabia. Furthermore, 

several predictors of bronchiectasis development were identified, which can contribute to 

effective risk stratification in RA patients. Further prospective studies are needed to 

detect the prognosis of asymptomatic bronchiectasis in RA patients. 
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ABSTRACT 

 

Objectives: To determine the prevalence of hypothyroidism in a cohort of Saudi women 

with heart failure; to define the demographic variables associated with heart failure; and 

the impact of hypothyroidism on systolic function in relation to non-hypothyroidism 

group.  

 

Methods: The cross-sectional cohort study was conducted at King Abdulaziz University 

Hospital, Jeddah, Saudi Arabia, and comprised all women diagnosed with heart failure 

who were seen in the Cardiology outpatients clinic between February 2010 and March 

2013. All of them were subjected to complete medical history and clinical examination, 

including complete cardiac clinical examination, electrocardiogram, echocardiography, 

blood pressure reading as well as thyroid examination. Laboratory tests were performed 

for thyroid stimulating hormone, total cholesterol, triglycerides, low-density lipoprotein 

and high-density lipoprotein.  

 

Results: Of the 111 patients, 37 (33.3%) had hypothyroidism (p<0.001), and 16(14.4%) 

of them showed subclinical hypothyroidism. The mean value for thyroid stimulating 

hormone was 4.79+/-4.98U/L. There was a significant negative correlation between 

thyroid stimulating hormone and ejection fraction.  

 

Conclusion: There was close relation between hypothyroidism and heart failure. Further 

large-scale studies are recommended for early detection of hypothyroidism. 
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ABSTRACT 

 

Objectives: To investigate the prevalence of obesity and hypertension among University 

students' and their knowledge and attitude towards risk factors of cardiovascular disease 

(CVD) in Jeddah, Saudi Arabia.  

 

Methods: A total of 610 male students were selected for present cross sectional study 

and their blood pressure (BP) and body mass index (BMI) was determined, other data 

was gathered through a questionnaire, and SPSS-16 was used for analyzing data.  

 

Results: Out of 610 students, 7.5% were hypertensive (systolic 2.6% and diastolic 6.3%) 

while the BM! of 51.6% was in the normal range, 29.8% were overweight and 10.7% 

were moderately obese and 7.9% were severely obese. Majority of the participants 

considered that smoking, increased fatty food intake, obesity, high BP, and increased 

LDL-cholesterol level, are the main causes of the CVD. Most of the participants agreed 

that one should know his BP, blood sugar, serum cholesterol and one should maintain 

normal body weight and should do regular exercise. They were also aware that healthy 

lifestyle could prevent CVD. However, majority of the participants were not practicing 

healthy lifestyle.  

 

Conclusion: A huge gap exists in the knowledge, attitude and practice regarding risk 

factors of CVD among the university students. 
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ABSTRACT 

 

Background: Despite the association between obstructive sleep apnea (OSA) and 

coronary artery disease (CAD), few studies have investigated this issue in Saudi Arabia. 

 

Objectives: This study aimed to identify the prevalence of OSA among CAD patients. 

 

Subjects and methods: This was a cross-sectional (descriptive) study conducted at King 

Abdul-Aziz University Hospital in Jeddah, Saudi Arabia from April 2012 to December 

2013. All consecutive patients referred to the cardiac catheterization lab for coronary 

angiography who exhibited evidence of CAD were included in this study. This study was 

conducted in two stages. During the first stage, each participant was interviewed 

individually. The administered interview collected data pertaining to demographics, 

comorbidities, and the STOP-BANG questionnaire score. The second stage of this study 

consisted of a diagnostic overnight polysomnography (PSG) of 50% of the subjects at 

high risk for OSA according to the STOP-BANG questionnaire. 

 

Results: Among the patients with CAD (n=156), 128 (82%) were categorized as high 

risk for developing OSA. PSG was conducted on 48 patients. The estimated prevalence 

of OSA in the study sample was 57%. Approximately 61% of the documented sleep 

apnea patients suffered from moderate to severe OSA. 

 

Conclusion: This local study concurs with reports in the literature indicating that OSA is 

very common among CAD patients. 
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ABSTRACT 

 

Background And Aim: The prevalence of restless legs syndrome (RLS) in the general 

population ranges from 5 to 15%; however, locally, such data are scarce. The aim of this 

study was to estimate the prevalence of RLS in the middle-aged Saudi population.  

 

Methods: This was a cross-sectional study that was conducted from February 2013 to 

June 2013 in Jeddah, Saudi Arabia. The target study population was Saudi school 

employees. Saudi employees aged 30-60 years were randomly selected and interviewed 

individually. Trained interviewers completed the Wisconsin Sleep Questionnaire, 

questions about demographics, the Epworth Sleepiness Scale to measure daytime 

sleepiness, and questions regarding symptoms of RLS based on the criteria defined by the 

International Restless Legs Syndrome Study Group (IRLSSG).  

 

Results: This survey revealed that 8.4% (95% confidence interval (CI): (7.35-9.45)) of 

the 2,682 participants (62.5% of them were males) had RLS. There was no age effect on 

the prevalence of RLS. RLS was found to be significantly associated with other sleep 

disorders, including excessive daytime sleepiness and habitual snoring. A univariate 

analysis revealed significant correlation of many factors with the RLS, including gender, 

consanguinity, snoring, diabetes, hypertension, asthma, chronic bronchitis, and smoking. 

However, when a multivariate logistic regression analysis performed, RLS continued to 

be associated with male gender, diabetes, asthma, and habitual snoring only.  

 

Conclusion: The prevalence of RLS is 8.4%, which is within the range reported by 

Western studies. However, unlike findings of most studies, RLS significantly affects 

males more than females. In addition, snoring, asthma, and consanguinity are potential 

new risk factors for RLS. 
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ABSTRACT 

 

The purpose was to determine the short-term course of depression among dialysis 

patients in Saudi Arabia and identify baseline characteristics that may influence course.  

 

Thirty-nine dialysis patients in Jeddah, SA, were identified with subthreshold, minor, or 

major depressive disorders using the Structured Clinical Interview for Depression (SCID) 

and followed up at 6 and 12 weeks using the Longitudinal Interview and Follow-up 

Evaluation (LIFE) schedule. Depressive symptoms were tracked using the Hamilton 

Depression Rating Scale (HDRS). Patient characteristics measured at baseline included 

demographic, psychosocial, physical health, and treatment factors.  

 

Of the 20 patients with major or minor depressive disorder, eight (40 %) fully remitted by 

6 weeks and an additional three patients remitted over the next 6 weeks, leaving 45 % 

with significant depressive symptoms persisting beyond 12 weeks. Subthreshold 

disorders followed a similar course (42 % with persistent symptoms). Few patients 

received treatment for depression. Those with more education, severe health problems, 

poorer psychological function, more severe depressive symptoms, or a family psychiatric 

history were less likely to remit. Similar factors predicted change in depressive symptoms 

assessed by HDRS, especially high medical co-morbidity, severe illness, and overall poor 

psychological functioning.  

 

Nearly one-half of depressed dialysis patients in Saudi Arabia continue to have 

significant symptoms beyond 12 weeks of follow-up, few of whom were treated. Specific 

characteristics at baseline identify depressed dialysis patients at greater risk of persistent 

symptoms who need treatment. 
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ABSTRACT 

 

Objective: Hypertension and vascular dysfunction are major complications of many 

diseases like diabetes and metabolic syndrome. Psiadia punctulata Vatke (PP), Garcinia 

mangostana L. (GM) are two plants used in Saudi community. The present work 

investigated the effect the vasodilatation effect of the extracts and their fractions in 

isolated rat aorta through bioassay-guided fractionation procedures. 

 

Design and method: The aerial parts of PP and GM were died and extracted with 

methanol. Methanol extract was suspended in a suitable amount of water and extracted 

with chloroform (I). The remaining mother liquor was fractionated on a Diaion HP-20 

step wisely eluted with H2O, 50% and 100% methanol. The eluates were evaporated 

under vacuum to afford 50% MeOH fraction (II), and 100% methanol fraction (III). The 

vasorelaxant effect of the total extract of PP and GM as well as their fractions were 

examined in isolated adult rat aorta by adding cumulative concentrations (0.01- 1 mg/ml) 

of the extracts or the fractions to the organ bath after precontraction with phenylephrine 

(PE) at concentration of 10 M. 

 

Results: Addition of PP total extract to the organ bath led to concentration dependent 

relaxation of isolated rat aorta with 100% relaxation of PE pre-contraction at 

concentration of 1 mg/ml. The same relaxation response was observed with fraction I of 

PP while fraction II did not show any relaxation and fraction III showed mild relaxation. 

On the other hand, addition of GM total extract to the organ bath led to concentration 

dependent relaxation of the isolated rat aorta with 90% relaxation of PE pre-contraction 

at concentration of 1 mg/ml. The same relaxation response was observed with fraction II 

of PP while fraction I did not show any relaxation and fraction III showed mild 

relaxation. 

 

Conclusions: In conclusion, PP and GM have strong vasorelaxant activity. Addition of 

PP and GM to the standard therapies may provide superior means to alleviate the 

associated vascular complications. 
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ABSTRACT 
 

Background: A healthy lifestyle is important for maintaining health and preventing 

complications in patients with type 2 diabetes, and yet, few instruments are available to 

measure this.  

 

Aim: The aim of the present study was to examine the psychometrics of a recently developed 

tool that can be used to screen for a health-promoting lifestyle in patients with type 2 

diabetes.  

 

Methods: Data were collected from outpatients attending diabetes clinics. The Type 2 

Diabetes and Health Promotion Scale (T2DHPS), EQ-5D, medical records and a 

demographic questionnaire were administered to 368 participants. Forward-backward 

translation of the original English version was used to develop a Persian version. Internal 

consistency of the scale was assessed by Cronbach's alpha and item-to-total correlation. 

Acceptability was measured by assessing floor and ceiling effects for each item and subscale. 

The item scaling test was used to examine the convergent and discriminant validity of the 

measure. Pearson correlation was used to determine the predictive validity of the scale. An 

explanatory factor analysis and known-group method were used to establish construct 

validity.  

 

Results: Adjusted item-total correlations were higher than 0.20. Cronbach's alpha for the 28-

item scale was 0.88 and for subscales ranged from 0.53 to 0.94. Correlations between the 

total score and subscale scores were significant (<0.01) and adequate (r's0.53). There were 

significant relationships between the T2DHPS and both the EQ-5D and indicators of 

glycaemic control. Convergent and discriminant validity of the scale was established. 

Significant differences in lifestyle dimensions were present between different groups of 

patients, demonstrating known-group validity. A six-factor solution was obtained that 

explained 54.6% of the total variance.  

 

Conclusion: The T2DHPS is a valid and reliable tool for investigating lifestyle behaviours in 

patients with type 2 diabetes. Further studies to establish the psychometric properties of the 

scale in other languages and cultures are suggested. 
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ABSTRACT 

 

Spinal muscular atrophy (SMA) is the second most common genetic cause of death in 

childhood. However no effective treatment is available to halt disease progression. SMA 

is caused by mutations in the survival motor neuron 1 (SMN1) gene. We previously 

reported that PTEN depletion leads to an increase in survival of SMN-deficient motor 

neurons. Here we aimed to establish the impact of PTEN modulation in an SMA mouse 

model in vivo. Initial experiments using intramuscular delivery of adeno-associated 

vector serotype 6 (AAV6) expressing shRNA against PTEN in an established mouse 

model of severe SMA (SMNA7) demonstrated the ability to ameliorate the severity of 

neuromuscular junction pathology. Subsequently we developed self-complementary 

AAV9 expressing siPTEN (scAAV9-siPTEN) to allow evaluation of the effect of 

systemic suppression of PTEN on the disease course of SMA in vivo. Treatment with a 

single injection of scAAV9-siPTEN at postnatal day 1 resulted in a modest threefold 

extension of the lifespan of SMNA7 mice increasing mean survival to 30 days compared 

to 10 days in untreated mice. Our data revealed that systemic PTEN depletion is an 

important disease modifier in SMNA7 mice and therapies aimed at lowering PTEN 

expression may therefore offer a potential therapeutic strategy for SMA. 
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ABSTRACT 

 

Puberty has different factors affecting its onset e.g. race, nutrition, hormonal stimulation. 

The aim of this research is to investigate the racial differences in onset of puberty among 

Saudi and non-Saudi young females living in the same environment. This cross-sectional 

study includes 568 healthy young females aged between 6-14 years living in Jeddah. In 

the present study, 60.7% of females were Saudis and 38.2% were non-Saudis. There were 

no significant differences found between each of the age of breasts development 

(p=0.187), age of first appearance of pubic hair (p=0.308), and the age of menarche 

(p=0.651) among Saudi and non-Saudi young females living in Jeddah. There were no 

significant differences between pubertal developmental age among Saudi and non-Saudi 

young females living in Jeddah. 
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ABSTRACT 

 

Background and objective: Although systemic lupus erythematosus (SLE) is the most 

common connective tissue disease affecting the lung, few studies have assessed risk 

factors that predict pulmonary manifestations. The objectives of the present study were to 

determine the prevalence of lung manifestations in SLE patients from Western Saudi 

Arabia by analysing results from high-resolution computed tomography (HRCT) scans 

and to identify independent risk factors for lung involvement.  

 

Methods: This was a 10-year retrospective study involving 184 SLE patients. We 

examined all HRCT lung abnormalities and determined whether findings were associated 

with the presence of lupus nephritis (LN), SLE disease activity (as defined by SLE 

Disease Activity Index 2000 item scores 4 for any and all items) or levels of complement 

and anti-double-stranded DNA (anti-dsDNA).  

 

Results: We identified 61 patients (33%) with pulmonary involvement, and 52 (85%) of 

these subjects showed HRCT abnormalities. The most common HRCT findings were 

pleural effusion, consolidation and atelectasis (58%, 42% and 42%, respectively). There 

was a significant association between abnormal HRCT results and hypocomplementemia, 

high levels of anti-dsDNA and disease activity (P<0.05), particularly with regard to 

pleuropericardial effusion and consolidation. Pulmonary abnormalities were significantly 

higher within the first five years after SLE diagnosis (P<0.001). However, neither disease 

duration nor LN was associated with increased risk.  

 

Conclusions: Lung manifestations were frequent in SLE patients from Saudi Arabia, 

with pleural effusion, consolidation and atelectasis being the most common. Low 

complement levels, high anti-dsDNA levels and disease activity were significantly 

associated with abnormal HRCT findings (all P<0.001). 
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ABSTRACT 

 

This study assessed the relationship between parental punishment and depression as well 

as quality of life in children with primary monosymptomatic nocturnal enuresis (PMNE). 

A consecutive sample of 65 children (7-13 years) with PMNE and 40 healthy children, 

selected as controls (Group III), were included in the study. The children with PMNE 

were further sub-classified into two groups: Group I, which included children who 

received parental punishment for enuresis and Group II, which comprised children who 

were not punished for bedwetting. Depression and health-related quality of life (HRQL) 

were assessed among the three groups. The number of wet nights per week was 

significantly increased in Group I compared with Group II (P<.001). In addition, the 

severity of depressive symptoms increased in Group I as compared to the other two 

groups (P<.001). Similarly, the psychosocial HRQL lower in Group compared to the 

control group (Group III) (P<.001). Prior parental discipline, including corporal 

punishment (B = 0.55, P = .008), as well as the frequency (B = 0.73, P<.001) and 

duration of punishment (B = 0.33, P = .02) were strong predictors of increased depressive 

symptom severity. It was also found that prior punishment (B = -0.42, P = .01) and the 

frequency (B = -0.62, P<.001) and duration of punishment (B = -0.34, P = .02) were 

strong predictors for poor psychosocial HRQL. Overall, parental punishment has a poor 

outcome in children with PMNE. 
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ABSTRACT 

 

Purpose: Self-medication is common worldwide. However, the prevalence of sale of 

prescription medications without prescription and the quality of assessment and 

counselling provided by community pharmacists to cardiac patients is unknown. We 

sought to determine the prevalence of prescription medication sales and explore how 

pharmacists assess and counsel patients with acute cardiac conditions. 

 

Methods: Six hundred community pharmacies in the two largest cities in Saudi Arabia 

were selected. Two simulated clients presented either an acute coronary syndrome (ACS) 

scenario or an acute heart failure (AHF) scenario to the pharmacists. Descriptive statistics 

and regression models were used to analyse and present the collected data. 

 

Results: Of 600 pharmacies, 379 (63.2 %) sold various prescription medications to 

simulated patients without prescription. Assessment and counselling provided by 

pharmacists were inadequate. Almost a quarter of pharmacists did not ask simulated 

patients any questions; 52 % asked one or two questions; and only 24 % asked three or 

more questions. Only 28 pharmacists (4.7 %) inquired about drug allergies; 48.5 % 

instructed simulated patients on the dosage and frequency of the sold medications; 21.6 

% provided instruction on treatment duration; and 19.4 % gave instructions on dose, 

frequency, and duration of treatment. Compared to AHF, ACS simulated patients were 

more likely to be asked about other symptoms and comorbidities (59.7 % vs. 48.7 %, p = 

0.007 and 46.3 % vs. 37.3 %, p = 0.005, respectively) and were more likely to be advised 

to go to hospital (70.3 % vs. 56.3 %, p < 0.001). 

 

Conclusions: The sale of prescription medications by community pharmacists to 

simulated cardiac patients without prescription is very common; assessment and 

counselling qualities are suboptimal. 
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ABSTRACT 

 

Objective: Colorectal cancer (CRC) patients experience considerable psychological 

stress because of changes brought on by their illness. Religion may be a resource for such 

patients. We examined the prevalence of religious beliefs and practices in CRC patients 

and correlation with demographic, social, psychological, and physical health 

characteristics. 

 

Methods: Seventy CRC patients (all Muslim) in Jeddah, Saudi Arabia, were surveyed 

using a 13-item Muslim religiosity scale. Standard measures were used to assess 

depressive symptoms, depressive disorder, and social support; demographic and social 

factors, psychiatric history, and disease factors were also measured. 

 

Results: All 70 participants (100%) engaged in group worship and prayer (Fard) five 

times/day, and 75.7% never skipped or combined two or more obligatory prayers; 71.4% 

read or recited the Qur'an several times/week or daily; 80.0% gave money to the poor 

each year (Zakat); 71.4% fasted throughout the month of Ramadan (Sawm) and other 

times as well; 91.4% said they ‘definitely’ experienced the presence of Allah; and 74.3% 

said their entire approach to life was definitely based on their religious beliefs. Overall 

religiosity was inversely related to depressive symptoms (B  =  −0.58, SE  =  0.30, 

p  =  0.026) and suicidal ideation (B  =  −0.07, SE  =  0.03, p  =  0.025), after 

controlling for financial status and social factors. 

 

Conclusions: Religious involvement was widespread in this sample of CRC patients in 

Saudi Arabia and was related to fewer depressive symptoms and less suicidal ideation. 

No relationship was found with stage of disease or duration of treatment. 
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ABSTRACT 

 

Patients on hemodialysis experience considerable psychological and physical stress due 

to the changes brought on by chronic kidney disease. Religion is often turned to in order 

to cope with illness and may buffer some of these stresses associated with illness. We 

describe here the religious activities of dialysis patients in Saudi Arabia and determined 

demographic, psychosocial, and physical health correlates. We administered an in-person 

questionnaire to 310 dialysis patients (99.4 % Muslim) in Jeddah, Saudi Arabia, that 

included the Muslim Religiosity Scale, Structured Clinical Interview for Depression, 

Hamilton Depression Rating Scale, Global Assessment of Functioning scale, and other 

established measures of psychosocial and physical health. Bivariate and multivariate 

analyses identified characteristics of patients who were more religiously involved. 

Religious practices and intrinsic religious beliefs were widespread. Religious 

involvement was more common among those who were older, better educated, had higher 

incomes, and were married. Overall psychological functioning was better and social 

support higher among those who were more religious. The religious also had better 

physical functioning, better cognitive functioning, and were less likely to smoke, despite 

having more severe overall illness and being on dialysis for longer than less religious 

patients. Religious involvement is correlated with better overall psychological 

functioning, greater social support, better physical and cognitive functioning, better 

health behavior, and longer duration of dialysis. Whether religion leads to or is a result of 

better mental and physical health will need to be determined by future longitudinal 

studies and clinical trials. 
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ABSTRACT 

 

Purpose: The present study aims to examine the association between religious 

involvement and mental disorder (anxiety disorder, mood disorder, alcohol use disorder) 

in a general Chinese population, and explore connections between religious belief and 

mental disorders in the Hui and Han ethnic groups.  

 

Method: Data were examined from a representative sample of 2,770 community-

dwelling adults in the province of Ningxia located in western China. Self-reported 

religious attendance and the importance of religious in daily life were measured. The 

WHO Composite International Diagnostic Interview was used to diagnose mental 

disorders.  

 

Results: In the overall sample, the importance of religious affiliation was positively 

associated with mental disorders (especially anxiety) (p<0.01). No association was found 

between any religious characteristic and mood disorders or alcohol use disorders. With 

regard to analyses within different ethnic groups, religious affiliation was positively 

associated with mental disorder in Han ethnicity (p<0.01), but not in Hui ethnicity. When 

stratified by age and ethnic group, religious affiliation was associated positively with 

mental disorder in younger Han (p<0.01); whereas high religiosity was associated 

positively with mental disorder in older Hui (p<0.05). Among older Hui, however, 

religious affiliation was inversely associated with mood disorder (p<0.05).  

 

Conclusions: In contrast to most previous studies in Western populations, religious 

involvement is less likely to be inversely related to mental disorder in Mainland China, 

although this association varies by age and ethnic group. 
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ABSTRACT 

 

Objectives: To determine the prevalence of restless legs syndrome (RLS) in Saudi 

patients with end-stage renal disease (ESRD) on hemodialysis.  

 

Methods: A cross-sectional study was carried out in 3 hemodialysis centers in Jeddah, 

Saudi Arabia, between June 2012 and September 2013. All patients were individually 

interviewed and data was collected on the following: demographic features, medical 

history, laboratory test, the International Restless Legs Syndrome Study Group 

questionnaire, Epworth Sleepiness Scale (ESS), and Berlin Questionnaire.  

 

Results: Three hundred and fifty-five patients were recruited. The prevalence of RLS 

among ESRD patients was 19.4%, with most patients having moderate to severe disease. 

The RLS was significantly associated with obstructive sleep apnea (p<0.0001) and 

excessive daytime sleepiness based on the ESS (p=0.009). The RLS showed no 

correlation with hemodialysis adequacy, chronicity, frequency per week, and 

hemodialysis duration per session; however, there was a weak negative relation between 

adequacy of hemodialysis and RLS severity. None of the comorbidities showed any 

association with RLS. The odds of developing RLS increased significantly with an 

increasing body mass index (p=0.001). Administration of aspirin (p=0.037) and 

anticoagulants (p=0.035) were also associated with increased risk of RLS.  

 

Conclusion: Restless legs syndrome is common in ESRD patients on hemodialysis, and 

it is an important source of sleep disruption. In addition to body mass index, Aspirin and 

anticoagulants may be important risk factors. 
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ABSTRACT 

 

Aim: The prevalence of obstructive sleep apnea (OSA) in end-stage renal disease 

(ESRD) patients was reported to be 10-fold that in the general population. OSA can 

worsen the clinical symptoms and cardiovascular complications of ESRD. We aimed to 

investigate the prevalence of symptoms and risk of OSA among Saudi patients with 

ESRD.  

 

Settings And Design: This multi-center, cross-sectional study was conducted in Jeddah, 

Saudi Arabia, between June 2012 and September 2013. Methods: The prevalence of OSA 

was assessed using the Berlin questionnaire. The presence of daytime sleepiness was 

evaluated using the Epworth sleepiness scale. Data were also collected on the medical 

history, clinical, and laboratory findings of participants.  

 

Results: In all, 355 patients (61% male) were enrolled (mean age: 45.5 15.4 years). The 

overall prevalence of high-risk of OSA was 44.2% (males, 47.3%; females, 44.8%; P = 

0.65). The prevalence of excessive daytime sleepiness (EDS) was 74%. Controlling for 

age, gender and body mass index, multivariate analysis revealed that hypertension and 

hepatitis C infection were the only comorbidities significantly associated with OSA (odds 

ratio [OR]: 3.827 and 0.559; confidence interval [CI]: 2.120-6.906 and 0.324-0.964; P < 

0.0001 and 0.036, respectively). OSA was also strongly associated with EDS (OR: 3.054; 

CI: 1.676-5.565; P < 0.0001).  

 

Conclusions: In Saudi Arabia, the risk of OSA is more common in ESRD patients than 

in the general population. OSA is strongly associated with EDS. Interestingly, a 

significant negative correlation between OSA and hepatitis C infection was noted, which 

warrants further investigation. 
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ABSTRACT 

 

Background and Aims: Malnutrition is common in patients with inflammatory bowel 

disease (IBD) and is associated with poor outcomes. Our aim is to determine if patient 

self-administered malnutrition screening using the malnutrition universal screening tool 

(MUST) is reliable by comparing patient scores with those derived from the healthcare 

practitioner (HCP), the gold standard.  

 

Methods: We conducted a prospective validation study at a tertiary Canadian academic 

center that included 154 adult outpatients with IBD. All patients with IBD completed a 

self-administered nutrition screening assessment using the MUST score followed by an 

independent MUST assessment performed by HCPs. The main outcome measure was 

chance-corrected agreement (κ) of malnutrition risk categorization.  

 

Results: For patient-administered MUST, the chance-corrected agreement κ (95% 

confidence interval [CI]) was 0.83 (0.74–0.92) when comparing low-risk and combined 

medium- and high-risk patients with HCP screening. Weighted κ analysis comparing all 3 

risks groups yielded a κ (95% CI) of 0.85 (0.77–0.93) between patient and HCP 

screening. All patients were able to screen themselves. Overall, 96% of patients reported 

the MUST questionnaire as either very easy or easy to understand and to complete.  

 

Conclusion: Self-administered nutrition screening in outpatients with IBD is valid using 

the MUST screening tool and is easy to use. If adopted, this tool will increase utilization 

of malnutrition screening in hectic outpatient clinic settings and will help HCPs 

determine which patients require additional nutrition support. 
 
 
 
 
 
 
 
 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

253 
 

Research Title: 

Ser129 phosphorylation of endogenous alpha-synuclein 

induced by overexpression of polo-like kinases 2 and 3 in 

nigral dopamine neurons is not detrimental to their 

survival and function 

Source: 

Neurobiology of Disease 

Academic Press Inc Elsevier Science 

Vol. 78, Page: 100-114 

ISSN: 1095-953X 

Month and Year of 

Publication: 
JUN 2015 

Impact Factor: 5.202 

Affiliated Department(s): Medicine 

Author(s): 
Kerstin Buck, Natalie Landeck, Ayse Ulusoy, Nour K 

Majbour, Omar MA El-Agnaf, Deniz Kirik 

Correspondent’s Email: kerstin.buck@imail.de 

 

ABSTRACT 

 

Phosphorylation of the alpha-synuclein (alpha-syn) protein at Ser129 [P(S129)-alpha-

syn] was found to be the most abundant form in intracellular inclusions in brains from 

Parkinson's disease (PD) patients. This finding suggests that P(S129)-alpha-syn plays a 

central role in the pathogenesis of PD. However, it is at present unclear whether P(S129)-

alpha-syn is pathogenic driving the neurodegenerative process. Rodent studies using 

neither the phosphomimics of human alpha-syn nor co-expression of human wild-type 

alpha-syn and kinases phosphorylating alpha-syn at Ser129 gave consistent results. One 

major concern in interpreting these findings is that human alpha-syn was expressed above 

physiological levels inducing neurodegeneration in rat nigral neurons. In order to exclude 

this confounding factor, we took a different approach and increased the phosphorylation 

level of endogenous alpha-syn. For this purpose, we took advantage of recombinant 

adeno-associated viral (rAAV) vectors to deliver polo-like kinase (PLK) 2 or PLK3 in the 

substantia nigra and investigated whether increased levels of P(S129)alpha-syn 

compromised the function and survival of nigral dopaminergic neurons. Interestingly, we 

observed that hyperphosphorylated alpha-syn did not induce nigral dopaminergic cell 

death, as assessed at 1 and 4 months. Furthermore, histological analysis did not show any 

accumulation of alpha-syn protein or formation of inclusions. Using in vivo 

microdialysis, we found that the only measurable functional alteration was the 

depolarisation-induced release of dopamine, while the in vivo synthesis rate of DOPA 

and dopamine baseline release remained unaltered. Taken together, our results suggest 

that phosphorylation of alpha-syn at Ser129 does not confer a toxic gain of function per 

se. 
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ABSTRACT 
 

Objective: To assess the role of preoperative serum 25 hydroxyvitamin D as predictor of 

hypocalcemia after total thyroidectomy.  

 

Study Design: Retrospective cohort study.  

 

Setting: University teaching hospital.  

 

Subjects and Methods: All consecutively performed total and completion 

thyroidectomies from February 2007 to December 2013 were reviewed through a hospital 

database and patient charts. The relationship between postthyroidectomy laboratory 

hypocalcemia (serum calcium 2 mmol/L), clinical hypocalcemia, and preoperative serum 

25 hydroxyvitamin D level was evaluated.  

 

Results: Two hundred thirteen patients were analyzed. The incidence of postoperative 

laboratory and clinical hypocalcemia was 19.7% and 17.8%, respectively. The incidence 

of laboratory and clinical hypocalcemia among severely deficient (<25 nmol/L), deficient 

(<50 nmol/L), insufficient (<75 nmol/L), and sufficient (75 nmol/L) serum 25 

hydroxyvitamin D levels was 54% versus 33.9%, 10% versus 18%, 2.9% versus 11.6%, 

and 3.1% versus 0%, respectively. Multiple logistic regression analysis revealed 

preoperative severe vitamin D deficiency as a significant independent predictor of 

postoperative hypocalcemia (odds ratio [OR], 7.3; 95% confidence interval [CI], 2.3-

22.9; P = .001). Parathyroid hormone level was also found to be an independent predictor 

of postoperative hypocalcemia (OR, 0.6; 95% CI, 0.5-0.8; P = .002).  

 

Conclusion: Postoperative clinical and laboratory hypocalcemia is significantly 

associated with low levels of serum 25 hydroxyvitamin D. Our findings identify severe 

vitamin D deficiency (<25 nmol/L) as an independent predictor of postoperative 

laboratory hypocalcemia. Early identification and management of patients at risk may 

reduce morbidity and costs. 
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ABSTRACT 
 

Background: In the field of medicine, specialty selection is a life-altering decision that 

plays a crucial role in career satisfaction, and in turn patient-care. This study explores the 

significant factors affecting specialty selectionsatisfaction and regret from the perspective 

of medical postgraduates and faculty in King Abdulaziz University(KAU). 

 

Methods: A cross sectional study was carried out on a sample of 172 medical school 

postgraduates and faculty working at KAU using self-administered questionnaire. 

 

Results: The majority of the participants were residents (51.7%), The analysis showed 

that 11% of the participants regret their choice of specialty. The results showed that the 

level of satisfaction increases as the academic degree of the participants increase. Among 

the significant factors affected specialty selection satisfaction and regret were; income (P 

= 0.003), long length of training (P = 0.027), vast options of sub-specialties (P = 0.001) 

and interesting and exciting field. 

 

Conclusion: These results identify the essential factors that have a potential impact on 

specialty satisfaction and regret among medical school postgraduates and faculty. This 

highlights the importance of career counseling for theproper specialty selection. 
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ABSTRACT 
 

Background: Osteoporosis is a major global health problem, especially among long-term 

care (LTC) facilities. Despite the availability of effective clinical guidelines to prevent 

osteoporosis and bone fractures, few LTC homes actually adhere to these practical 

recommendations. The purpose of this study was to identify barriers to the 

implementation of evidence-based practices for osteoporosis and fracture prevention in 

LTC facilities and elicit practical strategies to address these barriers.  

 

Methods: We performed a qualitative analysis of action plans formulated by Professional 

Advisory Committee (PAC) teams at 12 LTC homes in the intervention arm of the 

Vitamin D and Osteoporosis Study (ViDOS) in Ontario, Canada. PAC teams were 

comprised of medical directors, administrators, directors of care, pharmacists, dietitians, 

and other staff. Thematic content analysis was performed to identify the key themes 

emerging from the action plans.  

 

Results: LTC teams identified several barriers, including lack of educational information 

and resources prior to the ViDOS intervention, difficulty obtaining required patient 

information for fracture risk assessment, and inconsistent prescribing of vitamin D and 

calcium at the time of admission. The most frequently suggested recommendations was 

to establish and adhere to standard admission orders regarding vitamin D, calcium, and 

osteoporosis therapies, improve the use of electronic medical records for osteoporosis and 

fracture risk assessment, and require bone health as a topic at quarterly reviews and 

multidisciplinary conferences.  

 

Conclusions: This qualitative study identified several important barriers and practical 

recommendations for improving the implementation of osteoporosis and fracture 

prevention guidelines in LTC settings. 
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ABSTRACT 
 

Since the cause of inflammatory bowel disease (IBD) is unknown, therapy has 

traditionally been based on the empiric use of anti-inflammatory drugs. However, the 

recent identification of specific mechanisms that regulate cellular migration into inflamed 

intestinal tissue has provided novel targets for drug development. In this article, we 

discuss these mechanisms and review emerging safety and efficacy data regarding use of 

selective inhibitors of leukocyte trafficking for the treatment of IBD. 
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ABSTRACT 
 

We conducted a meta-analysis of the association between leisure time physical activity 

(LTPA) and risk of pancreatic cancer to update previous analyses in light of newly 

published studies, to examine subgroups of interest and potential sources of 

heterogeneity. We searched the PubMed and MEDLINE data-bases for studies until 

February 2015. Study information was collected using a standardized form to abstract 

relevant data on study design, number of cases, participant and study characteristics, 

assessment of LTPA, risk estimates, and adjustments for confounding by two 

independent abstractors. We used random-effects models to pool estimates from included 

studies of lowest versus highest comparison of LTPA. The search identified 26 studies 

eligible for inclusion into the meta-analysis. The combined summary risk estimate was 

[relative risk (RR), 0.89; 95% confidence interval (CI), 0.82-0.96]. There was evidence of 

heterogeneity across studies (I-2 = 22.1%, P-heterogeneity = 0.130). Some of the 

heterogeneity could be explained by study design, with stronger protective effects 

observed among case-control studies (RR, 0.69; 95% CI, 0.59-0.81) compared with 

cohort studies (RR, 0.96; 95% CI, 0.91-1.02). Across study designs, age of population 

was a source of heterogeneity, with stronger effects observed among younger (<50 years) 

populations. The present meta-analysis supports a protective association between LTPA 

and pancreatic cancer with an 11% risk reduction observed. LTPA appears to have the 

strongest effect among young populations. Additional investigations are needed to 

provide insights regarding the impact of LTPA in healthy adult populations, to reduce the 

risk of pancreatic cancer and encourage increases in LTPA. 
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ABSTRACT 
 

Aim: The aim of this study is to examine whether there is an association between 

cumulative life adversities and treatment-resistant schizophrenia.  

 

Methods: We recruited 186 participants diagnosed with schizophrenia spectrum 

disorders. Adverse life-events were assessed using the Stressful Life Events Screening 

Questionnaire (SLESQ) and the Childhood Trauma Questionnaire (CTQ). Treatment 

resistant status was identified using the criteria of the American Psychiatric Association 

for refractory schizophrenia. We performed a multiple logistic regression model, 

including life adversities, to predict the treatment resistant status controlling for 

confounding variables.  

 

Results: Forty two percent of the patients were found to be treatment resistant (n = 78) 

and 58% were non-treatment resistant (n = 108). The treatment resistant group had higher 

score on both SLESQ and CTQ (4.5 +/- 3.3 and 54.7 +/- 19.7) than the non-treatment 

resistant group (2.5 +/- 2.3 and 47.7 +/- 17.5) and the difference between the two groups 

was significant for both SLESQ (p < 0.001) and CTQ (p = 0.011). After adjustment for 

demographic variables and previously reported risk factors of treatment resistance, the 

association remained significant for SLESQ (OR = 1.20, 95% CI 1.05-1.38; p = 0.009) 

but not for CTQ (p = 0.13).  

 

Discussion: The results suggest that cumulative lifetime adversities could have an 

independent effect on the resistance to treatment in schizophrenia spectrum disorders. 

Routine assessment of trauma exposures and an individualized bio-psycho-social 

formulation is necessary for a personalized treatment. 
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ABSTRACT 
 

Clinical observation hinted improved symptoms of restless legs syndrome (RLS) after 

vitamin D supplements. Hence, the aim of this study is to evaluate the effect of vitamin D 

supplementation on the severity of RLS symptoms.  

 

Twelve adult subjects diagnosed with primary RLS and vitamin D deficiency were 

recruited. Patients with secondary RLS were excluded from this study. The complete cell 

count; serum levels of ferritin, iron, glycated hemoglobin, and vitamin D3 (25 (OH) 

vitamin D); and renal and bone profiles of the patients were assayed. Patients with 

vitamin D deficiency (< 50 nmol/l) were treated with vitamin D3 supplements (high oral 

dose or intramuscular injection). The severity scores of RLS were reassessed after the 

vitamin D3 level was corrected to > 50 nmol/l and compared with those before the 

administration of the supplements.  

 

The median pretreatment vitamin D level was 21.7 nmol/l (13.45-57.4), which improved 

to 61.8 nmol/l (42.58-95.9) (P = 0.002) with the treatment. The median RLS severity 

score improved significantly from 26 (15-35) at baseline to 10 (0-27) after correction of 

the vitamin D levels (P = 0.002).  

 

This study indicates that vitamin D supplementation improves the severity of RLS 

symptoms and advocates that vitamin D deficiency is conceivably associated with RLS. 
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ABSTRACT 
 

Background: Ulcerative colitis (UC) is a chronic inflammatory disorder of the colon that has 

a relapsing-remitting course. Health related quality of life (HRQL) is significantly lower in 

patients with UC than the general population due to the negative effects of the disease on 

physical, psychological and social well-being. Randomized controlled trials (RCTs) 

evaluating medical interventions for UC have traditionally used clinical disease activity 

indices that focus on symptoms to define primary outcomes such as clinical remission or 

improvement. However, this approach does not evaluate benefits that are highly relevant to 

patients such as HRQL  

 

Objectives: The primary objective was to assess the impact of biologic therapy on the HRQL 

of UC patients.  

 

Search methods: We searched PubMed, MEDLINE, EMBASE and CENTRAL from 

inception to September, 2015. Conference abstracts and reference lists were also searched.  

 

Selection criteria: RCTs that compared biologics to placebo in UC patients and reported on 

HRQL using the Inflammatory Bowel Disease Questionnaire (IBDQ), or the SF-36 or EQ-5D 

to measure HRQL were included.  

 

Data collection and analysis: Two authors independently screened studies for inclusion, 

extracted data and assessed study quality using the Cochrane risk of bias tool. The primary 

outcome was improvement in HRQL. For dichotomous outcomes we calculated the risk ratio 

(RR) and 95% confidence interval (CI). For continuous outcomes we calculated the mean 

difference (MD) and 95% CI. The overall quality of the evidence supporting the primary 

outcome was assessed using GRADE.  

 

Main results: Nine RCTs (n = 4143) were included. Biologics included rituximab (one small 

study), interferon-beta-1a (one study), vedolizumab (one study), and the tumor necrosis 

factor-alpha (TNF-alpha) antagonists infliximab (two studies), adalimumab (three studies), 

and golimumab (one study). Risk of bias was low in eight studies. The rituximab study was 

judged to be at high risk of bias due to attrition bias. The studies comparing interferon-beta-

1a and rituximab to placebo found no clear evidence of a difference in the proportion of 

patients who experienced an improvement in HRQL at 8 or 12 weeks respectively. The 

proportion of patients with a clinically meaningful improvement in HRQL at 6 or 52 weeks 

was significantly higher in vedolizumab patients compared to placebo. At 6 weeks 37% 
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(83/225) of vedolizumab patients had an improvement in IBDQ score of at least 16 points 

from baseline compared to 23% (34/149) of placebo patients (RR 1.62, 95% CI 1.15 to 2.27; 

1 study). At 52 weeks, 64% (157/247) of vedolizumab patients had an improvement in IBDQ 

score of at least 16 points from baseline compared to 38% (48/126) of placebo patients (RR 

1.62, 95% CI 1.15 to 2.27; 1 study). A GRADE analysis indicated that the overall quality of 

the evidence supporting these outcomes was moderate due to sparse data (< 400 events). 

Patients who received maintenance vedolizumab every eight weeks had significantly higher 

mean SF-36 scores than placebo patients at 52 weeks (MD 3.40, 95% CI 1.56 to 5.24, 1 study 

248 patients). This difference appears to be clinically meaningful as the lower boundary for a 

clinically meaningful change in SF-36 is three points. A GRADE analysis indicated that the 

overall quality of the evidence supporting this outcome was moderate due to sparse data (< 

400 events). Adalimumab patients had significantly higher mean IBDQ scores than placebo 

patients at weeks 8 (MD 9.00, 95% CI 2.65 to 15.35; 1 study, 494 patients) and 52 (MD 8.00, 

95% CI 0.68 to 15.32; 1 study, 494 patients). However, these differences may not be 

clinically meaningful as the lower boundary for a clinically meaningful change in IBDQ is 16 

points. A GRADE analysis indicated that the overall quality of the evidence supporting this 

outcome was moderate due to sparse data (< 400 events). Golimumab patients who received 

a dose of 200/100 mg (MD 12.20, 95% CI 6.52 to 17.88; 504 patients) or 400/200 mg (MD 

12.10, 95% CI 6.40 to 17.80; 508 patients) had significantly higher mean IBDQ scores than 

placebo patients at week 6. Although a GRADE analysis indicated that the overall quality of 

the evidence supporting these outcomes was high, the difference in IBDQ scores may not be 

clinically meaningful. Infliximab patients had significantly higher mean IBDQ scores at week 

6 or 8 than placebo patients (MD 18,58, 95% CI 13.19 to 23.97; 2 studies, 529 patients). This 

difference in HRQL is clinically meaningful. A GRADE analysis indicated that the overall 

quality of the evidence supporting this outcome was high. The proportion of patients with a 

clinically meaningful improvement in HRQL at eight weeks was significantly higher in 

infliximab patients compared to placebo. Sixty-nine per cent (333/484) of infliximab patients 

had an improvement in IBDQ score of >= 16 points from baseline compared to 50% of 

placebo patients (RR 1.39, 95% CI 1.21 to 1.60; 1 study). A GRADE analysis indicated that 

the overall quality of the evidence supporting this outcome was high. Similar results were 

found between infliximab and placebo when HRQL was measured using the SF-36 

instrument.  

 

One small study (n = 43) found no difference in HRQL between infliximab and placebo 

when measured by the EQ-5D. Pooled analyses of TNF-alpha antagonists showed a benefit in 

HRQL favouring TNF-alpha over placebo.  

 

Authors' conclusions: These results suggest that biologics have the potential to improve 

HRQL in UC patients. High quality evidence suggests that infliximab provides a clinically 

meaningful improvement in HRQL in UC patients receiving induction therapy. Moderate 

quality evidence suggests that vedolizumab provides a clinically meaningful improvement in 

HRQL in UC patients receiving maintenance therapy. These findings are important since 

there is a paucity of effective drugs for the treatment of UC that have the potential to both 

decrease disease activity and improve HRQL. More research is needed to assess the long-

term effect of biologic therapy on HRQL in patients with UC. More research is needed to 

assess the impact of golimumab and adalimumab on HRQL in UC patients. Trials involving 

direct head to head comparisons of biologics would help determine which biologics provide 

optimum benefit for HRQL. 
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ABSTRACT 
 

The objective of this study was to determine the prevalence of sexual dysfunction in 

Saudi and non-Saudi female health care providers in Jeddah, Saudi Arabia. One -hundred 

twenty (60 Saudi and 60 non-Saudi) sexually active female health care professionals in 

Jeddah, Saudi Arabia, were anonymously surveyed using the English version of the 

female sexual function index questionnaire. The individual domain scores for pain, 

arousal, lubrication, orgasm, satisfaction, pain, and overall score for the Saudi and non-

Saudi women were calculated and compared. The two groups were comparable in 

demographic characteristics. No statistically significant differences were found between 

Saudi and non-Saudi women in desire (P=.22) and arousal scores (P=.47). However, non-

Saudi women had significantly higher lubrication (P<.001), orgasm (P=.015), satisfaction 

(P=.004), and pain scores (P=.015). The overall scores in Saudi and non-Saudi women 

were low (23.40 +/- 4.50 compared with 26.18 +/- 5.97), but non-Saudi women had a 

significantly higher overall score (P=.005). Taken together, sexual dysfunction is 

prevalent among Saudi and non-Saudi female health care providers, with Saudi women 

demonstrating lower scores in four sexual function domains and the overall score. 
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ABSTRACT 
 

Cyclophosphamide (CP), an alkylating antineoplastic agent is widely used in the 

treatment of solid tumors and B-cell malignant disease. It is known to cause urinary 

bladder damage due to inducing oxidative stress. Moringa oleifera (Mof) is commonly 

known as drumstick tree. Moringa leaves have been reported to be a rich source of beta-

carotene, protein, vitamin C, calcium, and potassium. It acts as a good source of natural 

antioxidants; due to the presence of various types of antioxidant compounds such as 

ascorbic acid, flavonoids, phenolics and carotenoids. The aim of this work was to test the 

possible antioxidant protective effects of M. oleifera leaves against CP induced urinary 

bladder toxicity in rats. Female Wister albino rats were divided into 4 groups. Group I 

served as control, received orally normal saline, group II received a single dose CP 100 

mg/kg intraperitoneally, group III and VI both received orally hydroethanolic extract of 

Mof; 500 mg/kg and 1000 mg/kg respectively daily for a week, 1 h before and 4 h after 

CP administration. Rats were sacrificed 24 h after CP injection. The bladder was 

removed, sectioned, and subjected to light, transition electron microscopic studies, and 

biochemical studies (measuring the parameter of lipid peroxidation; malondialdehyde 

along with the activities of the antioxidant enzyme reduced glutathione). The bladders of 

CP treated rats showed ulcered mucosa, edematous, hemorrhagic, and fibrotic submucosa 

by light microscopy. Ultrastructure observation showed; losing large areas of 

uroepithelium, extended intercellular gaps, junction complexes were affected as well as 

damage of mitochondria in the form of swelling and destruction of cristae. Biochemical 

analysis showed significant elevation of malondialdhyde, while reduced glutathione 

activity was significantly lowered. From the results obtained in this work, we can say that 

Moringa leaves play an important role in ameliorating and protecting the bladder from 

CP toxicity. 
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ABSTRACT 
 

Objective: To assess the relative validity and repeatability of a sixty-four-item FFQ for 

estimating dietary intake of Zn and its absorption modifiers in Saudi adults. In addition, 

we used the FFQ to investigate the effect of age and gender on these intakes.  

 

Design: To assess validity, all participants completed the FFQ (FFQ1) and a 3 d food 

record. After 1 month, the FFQ was administered for a second time (FFQ2) to assess 

repeatability.  

 

Setting: Jeddah, Saudi Arabia.  

 

Subjects: One hundred males and females aged 20-30 years and 60-70 years participated.  

 

Results: Mean intakes of Zn and protein from FFQ1 were significantly higher than those 

from the food record while there were no detectable differences between tools for 

measurement of phytic acid intake. Estimated intakes of Zn, protein and phytate by both 

approaches were strongly correlated (P < 0.001). Bland-Altman analysis showed for 

protein that the difference in intake as measured by the two methods was similar across 

the range of intakes while for Zn and phytic acid, the difference increased with increasing 

mean intake. Zn and protein intakes from FFQ1 and FFQ2 were highly correlated (r > 

0.68, P < 0.001) but were significantly lower at the second measurement (FFQ2). Older 

adults consumed less Zn and protein compared with young adults. Intakes of all dietary 

components were lower in females than in males.  

 

Conclusions: The FFQ developed and tested in the current study demonstrated 

reasonable relative validity and high repeatability and was capable of detecting 

differences in intakes between age and gender groups. 
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ABSTRACT 
 

Colorectal carcinoma is a significant source of major morbidity and mortality. Sonic 

hedgehog (Shh) is expressed in normal gastrointestinal tract mucosa and in many 

malignancies. The purpose of the present study is to investigate the relationship between 

Shh immunoexpression in CRC and clinicopathological characteristics. Paraffin blocks of 

155 primary CRCs and 37 nodal metastases were retrieved and tissue microarrays were 

constructed. Immunohistochemistry was performed using anti-Shh antibody. 

Immunostaining was scored and results were analysed in relation to the 

clinicopathological parameters. Shh was overexpressed in primary CRC (p = 0.02) and in 

nodal metastasis (p = 0.004). There was no difference between Shh immunoexpression in 

primary CRC and in nodal metastasis (p = 0.941). High Shh immunoexpression was 

associated with well differentiated tumours (p = 0.004). However, there was no 

association with other clinicopathological parameters. Shh overexpression was not 

associated disease free survival (log-rank = 0.079, p = 0.778). Shh is overexpressed in 

well differentiated CRC. However, Shh is not associated with other clinicopathological 

and prognostic factors. Loss of Shh may be associated with proliferation and loss of 

differentiation in CRC. Further molecular studies are required to address the potential 

importance of Shh signalling in CRC and to test Shh inhibitors and activators as potential 

therapeutic targets in CRC. 
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ABSTRACT 
 

The discovery of α-synuclein (α-syn) as a major component of Lewy bodies, 

neuropathological hallmark of Parkinson's disease (PD), dementia with Lewy bodies and 

of glial inclusions in multiple system atrophy initiated the investigation of α-syn as a 

biomarker in cerebrospinal fluid (CSF). Due to the involvement of the periphery in PD 

the quantification of α-syn in peripheral fluids such as serum, plasma and saliva has been 

investigated as well. We review how the development of multiple assays for the 

quantification of α-syn has yielded novel insights into the variety of α-syn species present 

in the different fluids; the optimal preanalytical conditions required for robust 

quantification and the potential clinical value of α-syn as biomarker. We also suggest 

future approaches to use of CSF α-syn in neurodegenerative diseases. 
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ABSTRACT 
 

Background: Exams are essential components of medical students' knowledge and skill 

assessment during their clinical years of study. The paper provides a retrospective analysis of 

validity evidence for the internal medicine component of the written and clinical exams 

administered in 2012 and 2013 at King Abdulaziz University's Faculty of Medicine.  

 

Methods: >Students' scores for the clinical and written exams were obtained. Four faculty 

members (two senior members and two junior members) were asked to rate the exam 

questions, including MCQs and OSCEs, for evidence of content validity using a rating scale 

of 1-5 for each item. Cronbach's alpha was used to measure the internal consistency 

reliability. Correlations were used to examine the associations between different forms of 

assessment and groups of students.  

 

Results: A total of 824 students completed the internal medicine course and took the exam. 

The numbers of rated questions were 320 and 46 for the MCQ and OSCE, respectively. 

Significant correlations were found between the MCQ section, the OSCE section, and the 

continuous assessment marks, which include 20 long-case presentations during the course; 

participation in daily rounds, clinical sessions and tutorials; the performance of simple 

procedures, such as IV cannulation and ABG extraction; and the student log book. Although 

the OSCE exam was reliable for the two groups that had taken the final clinical OSCE, the 

clinical long-and short-case exams were not reliable across the two groups that had taken the 

oral clinical exams. The correlation analysis showed a significant linear association between 

the raters with respect to evidence of content validity for both the MCQ and OSCE, r = .219 

P < .001 and r = .678 P < .001, respectively, and r = .241 P < .001 and r = .368 P = .023 for 

the internal structure validity, respectively. Reliability measured using Cronbach's alpha was 

greater for assessments administered in 2013.  

 

Conclusion: The pattern of relationships between the MCQ and OSCE scores provides 

evidence of the validity of these measures for use in the evaluation of knowledge and clinical 

skills in internal medicine. The OSCE exam is more reliable than the short-and long-case 

clinical exams and requires less effort on the part of examiners and patients. 
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ABSTRACT 
 

Objective: To analyze alterations in thyroid function and the correlation between results 

of thyroid function test and mortality in medical and surgical intensive care unit (ICU) 

patients. It also aimed to evaluate the effect of thyroid dysfunction in ICU patients and 

their need for mechanical ventilation (MV). 

 

Methods: A single-center, prospective, observational study was conducted on patients 

admitted to medical and surgical ICU between 2013-2014.. Clinical and paraclinical 

findings (free triiodothyronine, free thyroxine and thyroid stimulating hormone) were 

documented for all patients. Regression analysis and chi-square were used for death and 

MV outcome variables. 

 

Results: We included 502 patients. Of these, 340 (67.7%) were admitted to the medical 

ICU. Results of thyroid function tests were normal in 320 (64%) and 162 (32.3%) 

medical and surgical ICU patients, respectively. Euthyroid sick syndrome (ESS) was 

documented in 86 patients (17%). Mortality was twice higher among surgical ICU 

patients with ESS compared to those with normal thyroid function (p=0.085), which is 

not statistically significant. Based on thyroid function status, no differences in the risk to 

be mechanically ventilated was found between medical or surgical ICU patients. 

 

Conclusion: There is a significant association between ESS and mortality in ICU 

patients. Future studies should determine whether abnormal thyroid function increases 

the risk for MV in ICU patients. 
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ABSTRACT 
 

Background: Thyroid hormone has the a major role in the cardiovascular system function 

and cardiac a As well as to maintain the cardiovascular homeostasis A slightly change ind 

thyroid status actually affects cardiovascular mortality hemodynamic The background of this 

study was to define the prevalence of thyroid dysfunction in acute coronary syndrome (ACS) 

 

Objective: The primary objective was to define the prevalence of thyroid dysfunction in 

acute coronary syndrome, including Non-ST Segment Elevation Myocardial Infarction 

(NSTEMI), ST-segment Elevation Myocardial Infarction (STEMI), and unstable angina 

groups. The secondary objective was to determine any associations of thyroids function tests 

with cardiac catheterization and mortality. 

 

Patients and Methods: In a prospective, observational, and cross section study, we enrolled 

400 patients admitted at the coronary care unit of King Abdulaziz University Hospital in 

Jeddah, Saudi Arabia. Venous blood samples were collected from patients for the evaluation 

of thyroid function (thyroids stimulating hormones, free triiodothyronine, and free thyroxin). 

 

Results: Excluding those taking thyroid hormone preparations, 76.7% of patients admitted 

with acute coronary heart disease (ST-segment elevation myocardial infarction and Non-ST 

segment elevation myocardial infarction), and unstable angina had euthyroidism. Thyroid 

dysfunction was reported in 23.3% of patients with coronary heart disease. Overall 

hypothyroidism prevalence was 7.8%, while subclinical hyperthyroidism in our study was 

2.7%. Overt hyperthyroidism and subclinical hyperthyroidism was reported 2.0% and 0.5%, 

respectively. Euthyroid sick syndrome was noticed in 41 (10.2%) of critically ill patients. The 

mortality rate was 9.8%; all death patients had low triiodothyronine (T3) syndrome and were 

associated with statistically significant low free triiodothyronine (FT3) (P > 0.001). 

 

Conclusions: No significant variance was observed among patients underwent for cardiac 

catheterization, STEMI, NSTEMI, unstable angina, and atrial fibrillation with respect to FT4, 

FT3, and TSH levels during coronary care unit hospitalization based on their profile data. 
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ABSTRACT 
 

Hijamah (a well-known Prophetic complimentary treatment) has been used for centuries 

to treat various human diseases. It is considered that this traditional treatment (also 

known as wet cupping) has the potential to treat many kinds of diseases. It is performed 

by creating a vacuum on the skin by using a cup to collect the stagnant blood in that 

particular area. The vacuum at the end is released by removing the cup. Superficial skin 

scarification is then made to draw the blood stagnation out of the body. This technique 

needs to be performed in aseptic conditions by a well trained Hijamah-physician. Prophet 

Muhammad (PBUH) had described Hijamah as the best treatment humans can have. This 

novel treatment methodology has been successfully used as cure for numerous diseases 

including skin diseases. In this case report, we discuss about the application of this 

method in the treatment of psoriasis (an autoimmune skin disease). Results illustrated that 

with Hijamah, disease can not only be controlled but can be brought to a nearly complete 

remission. 
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ABSTRACT 
 

Background: We performed a systematic review to evaluate the efficacy and safety of 

vedolizumab for induction and maintenance of remission in ulcerative colitis. 

 

Methods: A literature search to June 2014 identified all applicable randomized trials. 

Outcome measures were clinical and endoscopic remission, clinical and endoscopic 

response, quality of life, and adverse events. The risk ratio (RR) and 95% confidence 

intervals (CI) were estimated for each outcome. Study quality was evaluated using the 

Cochrane risk of bias tool. The GRADE criteria were used to assess the quality of the 

evidence. 

 

Main Results: Four studies (606 patients) were included. The risk of bias was low. 

Pooled analyses indicated that vedolizumab was significantly superior to placebo for 

induction of remission (RR = 0.86, 95% CI, 0.80-0.91), clinical response (RR = 0.82, 

95% CI, 0.75-0.91), endoscopic remission (RR = 0.82, 95% CI, 0.75-0.91), and for 

achieving remission at 52 weeks in week 6 responders (RR = 2.73, 95% CI, 1.78-4.18). 

GRADE analyses suggested that the overall quality of the evidence was high for 

induction of remission and moderate for maintenance therapy (due to sparse data 

consisting of 246 events). No statistically significant difference was observed in the 

incidence of adverse events between vedolizumab and placebo. 

 

Conclusions: Vedolizumab is superior to placebo as induction and maintenance therapy 

for ulcerative colitis. Future studies are needed to define long-term efficacy and safety of 

this agent. 
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ABSTRACT 
 

Ulcerative colitis is a chronic, idiopathic, inflammatory bowel disease characterized by a 

relapsing and remitting course. A substantial proportion of patients fail conventional 

therapies despite therapy with immunosuppressives and tumor necrosis factor 

antagonists. Accordingly, newer therapeutic agents that target disease-specific 

inflammation and minimize adverse events are required. Central to the pathogenesis of 

ulcerative colitis is an aberrant host response to commensal microorganisms with a 

resultant dysregulation of gut immune homeostasis and lymphocyte trafficking. Recently, 

a newer biologic, vedolizumab, which blocks lymphocyte trafficking, has been developed 

for use in moderate to severe ulcerative colitis. The efficacy of this agent has been 

demonstrated to be similar to that of other currently available biologics, and the 

selectivity of this agent in blocking lymphocyte migration to the gut has substantially 

reduced treatment-related adverse events. The drug has now been approved for use in the 

United States and Europe, and, although the exact positioning of this biologic in clinical 

practice is yet to be defined, it represents an important new chapter in our 

armamentarium of treatment options for this population. In this review, we will highlight 

key considerations to be made by providers when using this agent in clinical practice. 
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ABSTRACT 

 

Hemagglutinin (HA) and neuraminidase (NA) are the major surface glycoproteins of 

influenza viruses and the main targets of vaccine-induced antibodies (Abs). While several 

broadly neutralizing anti-HA Abs can cross-protect against diverse influenza subtypes, 

NA-specific Abs could only protect partially against strains from the same subtype. 

Through comprehensive bioinformatics analyses of all publicly available influenza A and 

B NA sequences, we found a universally conserved 9-mer peptide (ILRTQESEC) 

amongst all influenza NA proteins (amino acids 222-230). Growth kinetics of 

recombinant viruses with single alanine substitutions within this epitope proved its 

crucial roles in viral fitness and replication. Importantly, a monoclonal Ab (HCA-2 mAb) 

raised against this sequence showed broad in vitro inhibition against multiple strains from 

all influenza A NA subtypes (N1-N9) and influenza B lineages. It also provided in vivo 

heterosubtypic protection against lethal doses of H1N1 and H3N2 strains. Amino acid 

residues I222 and E227, located in close proximity to the active site, were found to be 

indispensable for inhibition by HCA-2 mAb. These findings reveal the essential role of 

this highly-conserved sequence in NA function and viral replication and show that it is 

sufficiently exposed to allow access of inhibitory Abs during the course of infection. 

Thus, it could represent a potential target for novel antivirals or vaccines against diverse 

strains of influenza A and B viruses. 
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ABSTRACT 

 

Background: Cordylobia anthropophaga, is responsible for nodular cutaneous myiasis in 

sub-Saharan Africa. The fly has long been limited to tropical Africa except for Asir 

Province, Saudi Arabia. Al Baha Province; north of Asir has an ecological pattern close 

to that dominant in subtropical Africa. The Southern parts of Saudi Arabia, including Al 

Baha, are considered part of the Afro-tropical zoogeographical belt where C. 

anthropophaga is dominant. A case, with cutaneous nodular lesions, was presented to us, 

where comprehensive investigations were done to establish the diagnosis and to relate it 

to the known epidemiological background. 

 

Materials and methods: A thorough history taking, comprehensive clinical examination 

and an intensive parasitological examination on a viable larva recovered from the 

cutaneous lesions, were performed. Taxonomic identification of the larva was done based 

on various criteria including shape, size, cuticle spine pattern and the posterior spiracles 

of the recovered larva. 

 

Results: We report a case of cutaneous myiasis, caused by Cordylobia anthropophaga, 

indigenously acquired in Al-Baha. The recovered larva was identified as the third instar 

of C. anthropophaga. With no history of travel to Africa or to Asir, along with a 

comprehensive epidemiological assessment, an autochthonous pattern of transmission 

was confirmed. 

 

Conclusion: We present a new focus of autochthonous transmission of C. anthropophaga 

in Saudi Arabia suggesting a need for an epidemiological reassessment. We also propose 

considering Cordylobia myiasis as a differential diagnosis in furuncular skin lesions, even 

in individuals with no history of traveling to Africa. 
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ABSTRACT 

 

Objective: To investigate the effect of Ben-honey-impregnated dressing on diabetic foot 

ulcer and compare it with normal saline dressing.  

 

Study Design: A randomized, controlled trial.  

 

Place and Duration of Study: Sughra Shafi Medical Complex, Narowal, Pakistan and 

Bhatti International Trust (BIT) Hospital, Affiliated with Central Park Medical College, 

Lahore, from February 2006 to February 2010.  

 

Methodology: Patients with Wagner's grade 1 and 2 ulcers were enrolled. Those patients 

were divided in two groups; group A (n=179) treated with honey dressing and group B 

(n=169) treated with normal saline dressing. Outcome measures were calculated in terms 

of proportion of wounds completely healed (primary outcome), wound healing time, and 

deterioration of wounds. Patients were followed-up for a maximum of 120 days.  

 

Results: One hundred and thirty six wounds (75.97%) out of 179 were completely healed 

with honey dressing and 97 (57.39%) out of 169 wtih saline dressing (p=0.001). The 

median wound healing time was 18.00 (6 - 120) days (Median with IQR) in group A and 

29.00 (7 - 120) days (Median with IQR) in group B (p <0.001).  

 

Conclusion: The present results showed that honey is an effective dressing agent instead 

of conventional dressings, in treating patients of diabetic foot ulcer. 
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ABSTRACT 

 

Background: The aims of this study were to assess the prevalence of anti-mutated 

citrullinated vimentin (MCV) antibodies and rheumatoid factor (RF) and to evaluate their 

association in rheumatoid arthritis patients, both Saudi and non-Saudi.  

 

Methods: Retrospectively, we studied 280 rheumatoid arthritis patients, at King 

Abdulaziz University Hospital. The antibodies were measured by enzyme linked 

immunosorbent assay and rheumatoid factor by nephelometry.  

 

Results: The 280 patients included 196 Saudis and 84 non-Saudis, 88% females and 12% 

males, and the mean age was 45.3 years (SD = 14.3). Prevalence of rheumatoid factor 

was 141/280(50%) divided as 93/196(47.5%) Saudis and 48/84 (57%) non-Saudis, with 

no significant differences (p > 0.05). Prevalence of mutated citrullinated vimentin 

antibodies was 165/280 (58.2%) divided as 121/196 (61.7%) Saudis and 44/84 (52.4%) 

non-Saudis, with no significant differences (p > 0.05). Among RE -ve patients, 

considerable numbers were anti-MCV +ve, and vice versa. Also, among the anti-MCV -

ve patients, considerable numbers were RE +ve, and vice versa. In all cohorts and in 

Saudi and non Saudi patients, anti-MCV positivity was significantly associated with RF 

positivity (odds ratio (OR) 3.15; 95% CI 1.9, 5.19/p = 0.000); ESR and CRP were high 

with significant correlation (p < 0.005) with each other, with RE positivity but not with 

anti-MC positivity. Anti-MC positivity showed no significant correlation with age and 

gender.  

 

Conclusions: In this cohort of patients, anti-MCV antibodies are a useful diagnostic tool 

for RA, but its combination with RF is essential. Both markers are significantly 

associated. Larger scale studies are recommended. Correlation of anti-MCV with 

treatment and with disease activity still has to be published. 
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ABSTRACT 

 

A Streptomyces strain MS-6-6 with promising anti-tuberculous activity was isolated from 

soil samples in Saudi Arabia. The nucleotide sequence of its 16S rRNA gene (1426 bp) 

evidenced a 100% similarity to Streptomyces mutabilis. Through an anti-tuberculous 

activity-guided approach, a polyketide macrolide was isolated and identified as 

treponemycin (TP). The structure of the isolated compound was determined by 

comprehensive analyses of its 1D and 2D NMR as well as HRESI-MS. In addition to the 

promising anti-tuberculous activity (MIC = 13.3 mu g/mL), TP showed broad spectrum 

of activity against the Gram positive, Gram negative strains, and Candida albicans. 

Improvement of TP productivity (150%) was achieved through modification in liquid 

starch nitrate medium by replacing KNO3 with corn steep liquor and yeast extract or 

tryptone, and removing CaCO3 and K2HPO4. The follow up of TP percentage as well as 

its metabolites profile for each media was assessed by LC/DAD/MS. 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

282 
 

Research Title: 
Assessment of educational games for health professions: 

A systematic review of trends and outcomes 

Source: 

Medical Teacher 

Informa Healthcare 

Vol. 37, Issue 1, Page: 27-32 

ISSN: 1466-187X 

Month and Year of 

Publication: 
APR 2015 

Impact Factor: 1.679 

Affiliated Department(s): Microbiology and Medical Parasitology 

Author(s): Hind Abdulmajed, Yoon Soo Park, Ara Tekian 

Correspondent’s Email: habdulmajed@kau.edu.sa 

 

ABSTRACT 

 

Background: Traditional lecturing used in teaching has the lowest retention rate; the use 

of games as part of an instruction method may enhance retention and reinforce learning 

by creating a dynamic educational environment. This study aims to systematically review 

the literature on educational games for the health professions to identify trends and 

investigate assessment tools used to measure its learning outcomes.  

 

Methods: Seven databases were used in the search: ERIC, Education Research 

Complete, Medline, Medline Complete, Academic Search Complete, The Cochrane 

Library and PubMed.  

 

Results: The search identified 2865 papers; among them, 1259 were excluded and 22 

were evaluated. The selection incorporated five full papers which focused directly on the 

health professionals. Two studies involved the use of board games and two studies 

involved card games, crossword puzzles and one study involved a team quiz competition. 

Overall, studies lacked a strong link between the use of games for both instructional and 

assessment purposes.  

 

Conclusion: Gaming makes a positive impact on the teaching/learning process. 

However, existing assessment methodologies have been not fully captured the learning 

that may occur in these games. Robust research is needed to address the use of games that 

have been assessed objectively. 
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ABSTRACT 

 

The outbreak of human infections of a novel avian influenza virus A (H7N9) prompted 

the development of the vaccines against this virus. Like all types of influenza vaccines, 

H7N9 vaccine must be tested for its potency prior to being used in humans. However, the 

unavailability of international reference reagents for the potency determination of H7N9 

vaccines substantially hinders the progress in vaccine development. To facilitate clinical 

development, we enlisted 5 participants in a collaborative study to develop critical 

reagents used in Single Radial Immunodiffusion (SRID), the currently acceptable assay 

for potency determination of influenza vaccine. Specifically, the hemagglutinin (HA) 

content of one vaccine bulk for influenza A (H7N9), herein designated as Primary Liquid 

Standard (PLS), was determined by SDS-PAGE. In addition, the freeze-dried antigen 

references derived from PLS were prepared to enhance the stability for long term storage. 

The final HA content of lyophilized antigen references were calibrated against PLS by 

SRID assay in a collaborative study. Importantly, application of these national reference 

standards to potency analyses greatly facilitated the development of H7N9 vaccines in 

China. 
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ABSTRACT 

 

Background/Objectives: The gut microbiota contributes to energy acquisition from 

food, and changes in the gut microbiome are associated with obesity. The eating habits of 

Saudis are much different than those of Europeans, and our objective was to compare the 

fecal microbiota of obese and normal weight Saudis and French.  

 

Subjects/Methods: Illumina MiSeq deep sequencing was used to test the gut microbiota 

of 9 normal weight and 9 obese individuals from Saudi Arabia and 16 normal weight and 

12 obese individuals from France.  

 

Results: Obese French possessed significantly more relative Proteobacteria (P = 0.002) 

and Bacteroidetes (P = 0.05) and had lower richness and biodiversity at all the 

operational taxonomic unit (OTU) cutoffs (Po0.05) than normal weight French. Obese 

Saudis possessed significantly more Firmicutes (P = 0.001) without a difference in 

richness (P = 0.2) and biodiversity (P = 0.3) compared with normal weight Saudis. We 

found a common bacterial species core of 23 species existing in >= 50% of obese and 

normal weight Saudis and 29 species in. 50% of obese and normal weight French. 

Actinomyces odontolyticus, Escherichia coli and Ruminococcus obeum were present in 

at least 50% of all individuals tested. French individuals had significantly higher richness 

and biodiversity compared with Saudis at all the OTU cutoffs (P < 0.05).  

 

Conclusion: Microbiota differences between obese and normal weight French were not 

similar to those between obese and normal weight Saudis. The studies of different 

populations can result in contrasting data regarding the associations of the gut microbiota 

and obesity. 
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ABSTRACT 

 

Background: Dengue viruses (DENVs) are mosquito-borne viruses which can cause 

disease ranging from mild fever to severe dengue infection. These viruses are endemic in 

several tropical and subtropical regions. Multiple outbreaks of DENV serotypes 1, 2 and 

3 DENV-1, DENV-2 and DENV-3) have been reported from the western region in Saudi 

Arabia since 1994. Strains from at least two genotypes of DENV-1 Asia and 

America/Africa genotypes) have been circulating in western Saudi Arabia until 2006. 

However, all previous studies reported from Saudi Arabia were based on partial 

sequencing data of the envelope E) gene without any reports of full genome sequences 

for any DENV serotypes circulating in Saudi Arabia.  

 

Findings: Here, we report the isolation and the first complete genome sequence of a 

DENV-1 strain DENV-1-Jeddah-1-2011) isolated from a patient from Jeddah, Saudi 

Arabia in 2011. Whole genome sequence alignment and phylogenetic analysis showed 

high similarity between DENV-1-Jeddah-1-2011 strain and D1/H/IMTSSA/98/606 

isolate Asian genotype) reported from Djibouti in 1998. Further analysis of the full 

envelope gene revealed a close relationship between DENV-1-Jeddah-1-2011 strain and 

isolates reported between 2004-2006 from Jeddah as well as recent isolates from 

Somalia, suggesting the widespread of the Asian genotype in this region.  

 

Conclusions: These data suggest that strains belonging to the Asian genotype might have 

been introduced into Saudi Arabia long before 2004 most probably by African pilgrims 

and continued to circulate in western Saudi Arabia at least until 2011. Most importantly, 

these results indicate that pilgrims from dengue endemic regions can play an important 

role in the spread of new DENVs in Saudi Arabia and the rest of the world. Therefore, 

availability of complete genome sequences would serve as a reference for future 

epidemiological studies of DENV-1 viruses. 
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ABSTRACT 

 

H7N9 is a newly emerged avian influenza virus with a relatively high mortality rate in 

humans. At this time, there is no licensed vaccine for human protection. Development of 

analytical tools for H7N9 vaccine could facilitate vaccine development. Here, a 

universally conserved epitope in all H7 hemagglutinin (HA) sequences was identified 

through comprehensive bioinformatics analyses. The peptide epitope, RSGSSFYAEMK, 

(aa positions 149 to 159), is located on the head of the HA molecule. Antibodies 

generated against this universal H7 epitope were remarkably specific against H7 viral 

sequence with no detectable cross-reactivity to other HA subtypes. A new 

immunoblotting assay based on the universal H7 antibody was developed and compared 

with the traditional single radial immunodiffusion assay (SRID) for potency analyses of 

candidate H7N9 vaccines. This new assay was more sensitive and rapid compared to 

SRID. In addition to statistically acceptable precision and reproducibility, the new assay 

differs from many other alternative potency assays for influenza vaccine in that it is 

potentially stability-indicating, which is an important requirement for industry vaccine 

stability studies analyses. Furthermore, the robustness of this new assay was 

demonstrated by the quantitative determination of HA content in four H7N9 vaccines 

(split or inactivated) from different manufacturers. 
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ABSTRACT 

 

Objectives: Our aim was to determine the disease activity (DAS28) and its correlation 

with anti- Mutated Citrullinated Vimentin antibody (antiMCV) positivity and other 

factors in Rheumatoid Arthritis (RA) patients, Saudis and non-Saudis. And to compare 

Disease Activity measurements using ESR (DAS28-ESR) and CRP (DAS28-CRP). 

 

Patients and methods: Retrospectively, data were obtained by files’ reviewing, for a 

period of seven years (2007-2014), at king Abdulaziz university hospital (KAUH), 

Jeddah, Saudi Arabia. Disease Activity Scores were assessed by DAS28-ESR (104 

patients), and together with DAS28-CRP (36 patients). One hundred and four (104) files 

had complete data for our objectives. 

 

Results: DAS28-ESR was high [6 (SD=3)] among non-Saudi patients, moderate among 

Saudis [4.3 (SD=1.7)] and the total cohort [4.8(SD=2.3]); with significant differences 

(P=0.000; R2 =11.3%) between Saudi and non-Saudi patients for DAS28. In a linear 

regression and by correlation analysis; the variables (Sex, age, age-group, anti-MCV 

positivity) showed no correlations with DAS28, neither for Saudis nor for non-Saudis. 

Eighty one (81) patients had data concerning presence of comorbid conditions; 

34/81(42%) were with comorbid conditions. There was no significant correlation 

between presence of comorbid condition and disease activity neither for the total cohort 

(P=0.75) nor for Saudis (P=0.65) and non-Saudis (P=0.70). 

 

Conclusion and recommendation: In both Saudi and non-Saudi RA-patients, disease 

activity can neither be assessed by anti-MCV positivity nor correlated with, comorbidity, 

sex, age and age groups. DAS28-ESR and DAS28-CRP were significantly correlated. A 

larger scale study is recommended. 
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ABSTRACT 

 

Oceanobacillus picturae is a strain of a moderately halophilic bacterium, first isolated 

from a mural painting. We demonstrate, for the first time, the culture of human 

Oceanobacillus picturae, strain S1T, whose genome is described here, from a stool 

sample collected from a 25-year-old Saoudian healthy individual. We used a slightly 

modified standard culture medium adding 100 g/L of NaCl. We provide a short 

description of this strain including its MALDI-TOF spectrum, the main identification tool 

currently used in clinical microbiology. The 3,675,175 bp long genome exhibits a 

G  +  C content of 39.15 % and contains 3666 protein-coding and 157 RNA genes. The 

draft genome sequence of Oceanobacillus picturae has a similar size to the 

Oceanobacillus kimchii (respectively 3.67 Mb versus 3.83 Mb). The G  +  C content 

was higher compared with Oceanobacillus kimchii (respectively 39.15 % and 35.2 %). 

Oceanobacillus picturae shared almost identical number of genes (3823 genes versus 

3879 genes), with a similar ratio of genes per Mb (1041 genes/Mb versus 1012 

genes/Mb). 

The genome sequencing of Oceanobacillus picturae strain S1 isolated for the first time in 

a human, will be added to the 778 genome projects from the gastrointestinal tract listed 

by the international consortium Human Microbiome Project. 
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ABSTRACT 

 

The primary objective of this study was to evaluate and compare the immunodiagnostic 

significance and utility of anti-RA33 with anti-CCP, RF, and CRP in Saudi patients with 

rheumatoid arthritis. Methods. This was a prospective controlled clinical study conducted 

at King Abdul Aziz University Tertiary Medical Centre. The sera of 41 RA patients, 31 

non-RA patients, and 29 healthy controls were collected. Anti-RA33 and anti-CCP were 

measured using commercially available ELISA principle kits. RF and CRP were 

measured using nephelometry. Results. Anti-RA33 antibodies had the lowest positive and 

negative predictive values and showed a sensitivity of 7.32% with 95.12% specificity. Of 

the other three markers (including anti-CCP antibodies, CRP, and RF), only anti-CCP 

showed specificity of 90.46% with sensitivity of 63.41% compared to non-RA patients + 

healthy control. There was a significant correlation with rheumatoid factor positivity with 

anti-CCP. With respect to CRP, a notable correlation was seen only with anti-RA33. 

Conclusion. Compared to rheumatoid factor, anti-CCP antibodies, and C-reactive 

proteins, the anti-RA33 autoantibodies seem to be not representing as an important 

additional immunodiagnosticmarker in Saudi patients with established RA. RA33 may 

have more interest in early RA or less severe RA and other systemic connective tissue 

disorders. 
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ABSTRACT 

 

Neonates in intensive care units often require supporting medical devices and antibiotic 

treatment. The intensive care treatment combined with their immature immune system, 

the increased permeability of mucosa, and the undeveloped microflora of the gut may 

render the neonates highly vulnerable to colonisation and subsequent infections when 

exposed to opportunistic pathogens. These infections may not only be local 

gastrointestinal infections, but also systematic following translocation from the 

gastrointestinal system. This could be particularly alarming considering that common 

antibiotics may not be effective if the causative strain is multi-drug resistant.  

 

This chapter reviews our information on the microbial colonization of neonatal feeding 

tubes. The range of organisms which have been recovered are wide, and while primarily 

bacterial, fungi such as Candida have also been found. The bacteria are principally 

Staphylococcus spp. and Enterobacteriaceae. The Enterobacteriaceae isolates are 

predominantly Enterobacter cancerogenus, Serratia marcescens, Enterobacter 

hormaechei, Escherichia coli and Klebsiella pneumoniae. Many of these isolates encode 

for antibiotic resistance; E. hormaechei (ceftazidine and cefotaxime) and S. marcescens 

strains (amoxicillin and co-amoxiclav). 
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ABSTRACT 

 

Autoimmunity may contribute to the pathogenesis of chronic obstructive pulmonary 

disease (COPD). Studies have identified disease-specific autoantibodies (DSAAbs) in 

COPD patients, but natural autoantibodies (NAAbs) may also play a role. Previous 

studies have concentrated on circulating autoantibodies, but lung-associated 

autoantibodies may be most important. Our aim was to investigate NAAbs and DSAAbs 

in the circulation and lungs of COPD smoking (CS) patients compared to smokers (S) 

without airway obstruction and subjects who have never smoked (NS). Immunoglobulin 

(Ig)G antibodies that bind to lung tissue components were significantly lower in the 

circulation of CS patients than NS (with intermediate levels in S), as detected by enzyme-

linked immunosorbent assay (ELISA). The levels of antibodies to collagen-1 (the major 

lung collagen) detected by ELISA were also reduced significantly in CS patients' sera 

compared to NS. The detection of these antibodies in NS subjects indicates that they are 

NAAbs. The occurrence of DSAAbs in some CS patients and S subjects was indicated by 

high levels of serum IgG antibodies to cytokeratin-18 and collagen-5; furthermore, 

antibodies to collagen-5 eluted from homogenized lung tissue exposed to low pH (01M 

glycine, pH28) were raised significantly in CS compared to S and NS. Thus, this study 

supports a role in COPD for both NAAbs and DSAAbs. 
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ABSTRACT 

 

Strain JCE(T) was isolated from the fecal sample of a 24-year-old obese man living in 

Jeddah, Saudi Arabia. It is an aerobic, Gram-positive, rod-shaped bacterium. This strain 

exhibits a 16S rRNA nucleotide sequence similarity of 97.5 % with Bacillus niacini, the 

phylogenetically closest species with standing nomenclature. Moreover, the strain JCE(T) 

presents many phenotypic differences, when it is compared to other Bacillus species, and 

shows a low MALDI-TOF Mass Spectrometry score that does not allow any 

identification. Thus, it is likely that this strain represents a new species. Here we describe 

the features of this organism, together with the complete genome sequence and 

annotation. The 4,762,944 bp long genome (1 chromosome but no plasmid) contains 

4,654 protein-coding and 98 RNAs genes, including 92 tRNA genes. The strain JCE(T) 

differs from most of the other closely Bacillus species by more than 1 % in G  +  C 

content. In addition, digital DNA-DNA hybridization values for the genome of the strain 

JCE(T) against the closest Bacillus genomes range between 19.5 to 28.1, that confirming 

again its new species status. On the basis of these polyphasic data made of phenotypic 

and genomic analyses, we propose the creation of Bacillus jeddahensis sp. nov. that 

contains the strain JCE(T). 
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ABSTRACT 

 

Objectives: To demonstrate the pattern of disease-modifying antirheumatic drugs 

(DMARDs) use in Saudi and non-Saudi rheumatoid arthritis (RA) patients, and to 

evaluate the association of DMARDs use with anti-mutated citrullinated vimentin (anti-

MCV) positivity and other factors.  

 

Methods: Retrospectively, for a period of 7 years (2007-2014), we studied 205 RA 

patients, at King Abdulaziz University Hospital (KAUH), Jeddah, Saudi Arabia. All 

patients used DMARDs. Pattern of use for all 6 DMARDs was almost the same among 

Saudis and non-Saudis with no significant difference (p>0.05) for each DMARD; MTX 

was the most commonly used DMARD (71-76%).  

 

Results: There was no association between anti-MCV positivity and different DMARDs 

use. Methotrexate was used 76 times as combination, scoring the highest in this respect. 

There was a significant correlation (p<0.05) between Plaquenil with Methotrexate and 

with Sulfasalazine; Leflunomide with anti-TNF and with Prednisolone; age with 

Methotrexate and with Plaquenil; anti-MCV positivity with Prednisolone. Saudi/non-

Saudi status showed no correlation with all factors or drugs. There was no significant 

association between DMARDs and comorbidity.  

 

Conclusion: Similar to worldwide results, MTX was the most commonly used DMARD; 

with the addition of anti-TNF to increase the effect, and folic acid to minimize the side 

effects. In this cohort, the pattern of use for all DMARDs was similar among Saudis and 

non-Saudis; treatment depended neither on anti-MCV positivity nor on the presence of 

comorbid conditions. A study of the association of DMARDs with disease activity is 

recommended. 
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ABSTRACT 

 

Background: Early diagnosis of hepatocellular carcinoma (HCC) is the most important 

step in successful treatment. However, it is usually rare due to the lack of a highly 

sensitive specific biomarker so that the HCC is usually fatal within few months after 

diagnosis. The aim of this work was to study the role of plasma nuclear factor kappa B 

(NF-ĸB) and serum peroxiredoxin 3 (PRDX3) as diagnostic biomarkers for early 

detection of HCC in a high-risk population.  

 

Materials and Methods: Plasma nuclear factor kappa B level (NF-ĸB) and serum 

peroxiredoxin 3 (PRDX3) levels were measured using enzyme linked immunosorbent 

assay (ELISA), in addition to alpha-fetoprotein (AFP) in 72 cirrhotic patients, 64 patients 

with HCC and 29 healthy controls.  

 

Results: NF-ĸB and PRDX3 were significantly elevated in the HCC group in relation to 

the others. Higher area under curve (AUC) of 0.854 (for PRDX3) and 0.825 (for NF-ĸB) 

with sensitivity of 86.3% and 84.4% and specificity of 75.8% and 75.4% respectively, 

were found compared to AUC of alpha-fetoprotein (AFP) (0.65) with sensitivity of 

72.4% and specificity of 64.3%.  

 

Conclusions: NF-ĸB and PRDX3 may serve as early and sensitive biomarkers for early 

detection of HCC facilitating improved management. The role of nuclear factor kappa B 

(NF-ĸB) as a target for treatment of liver fibrosis and HCC must be widely evaluated. 
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ABSTRACT 

 

Objectives: To identify Methicillin-resistant Staphylococcus aureus (MRSA) nasal 

carriage status among medical students during their clinical rotations.  

 

Methods: This cross-sectional study detected the prevalence of MRSA among medical 

students at King Abdulaziz University (KAU), Jeddah, Saudi Arabia, using molecular 

approaches. Nasal swabs were collected from 150 internship and sixth-year medical 

students between September 2014 and January 2015, and compared with the control 

group of 32 third-year medical students who were not exposed to clinical work. 

Polymerase chain reaction (PCR) screening was performed to identify Staphylococcus 

aureus (S. aureus) nuc gene, and an additional PCR was performed on S. aureus positive 

samples to detect the presence of mecA gene.  

 

Results: Out of 150 students screened, 38 were nasal carriers of S. aureus. The 

prevalence of methicillin-sensitive S. aureus (MSSA) carriers was 18.7% (n= 28), 

whereas 10 students (6.7%) were mecA-positive, representing MRSA carriers. Interns 

carry MRSA more than 6th year students and students who were not exposed to clinical 

work (p< 0.05), while MSSA is found more in students who were not exposed to clinical 

work (p< 0.01).  

 

Conclusion: We found MRSA carriers among medical students at KAU, which showed a 

possible contribution of this group to transmit infection to hospitalized patients. Medical 

students must receive sufficient knowledge regarding control measures to avoid spread of 

this infection in hospitals. 
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ABSTRACT 

 

We evaluated the clinical performance of the FilmArray blood culture identification 

(BCID) panel in the identification of micro-organisms from positive blood culture bottles 

inoculated with sterile body fluids. All organisms included in the FA BCID panel were 

accurately identified in 84/84 (100%) and 18/24 (75%) samples with mono- and 

polymicrobial growth, respectively. 
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ABSTRACT 

 

Microbial culturomics is a new field of omics sciences that examines the bacterial 

diversity of human gut coupled with a taxono-genomic strategy. Using microbial 

culturomics, we report here for the first time a novel Gram negative, catalase- and 

oxidase-negative, strict anaerobic bacilli named Beduini massiliensis gen. nov., sp nov. 

strain GM1 (=CSUR P1440=DSM 100188), isolated from the stools of a female nomadic 

Bedouin from Saudi Arabia. With a length of 2,850,586bp, the Beduini massiliensis 

genome exhibits a G+C content of 35.9%, and contains 2819 genes (2744 protein-coding 

and 75 RNA genes including 57 tRNA and 18 rRNA genes). It is composed of 6 

scaffolds (composed of 6 contigs). A total of 1859 genes (67.75%) were assigned a 

putative function (by COGs or by NR blast). At least 1457 (53%) orthologous proteins 

were not shared with the closest phylogenetic species. 274 genes (10.0%) were identified 

as ORFans. These results show that microbial culturomics can dramatically improve the 

characterization of the human microbiota repertoire, deciphering new bacterial species 

and new genes. Further studies will clarify the geographic specificity and the putative 

role of these new microbes and their related functional genetic content in health and 

disease. Microbial culturomics is an emerging frontier of omics systems sciences and 

integrative biology and thus, warrants further consideration as part of the postgenomics 

methodology toolbox. 
 

 

 

 

 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

298 
 

Research Title: 
Serological evidences link toxoplasmosis with 

schizophrenia and major depression disorder 

Source: 

Journal of Microscopy and Ultrastructure 

Elsevier B.V. 

Vol. 3, Issue 3, Page: 148-153 

ISSN: 2213-879X 

Month and Year of 

Publication: 
SEPT 2015 

Impact Factor: n/a 

Affiliated Department(s): Microbiology and Medical Parasitology 

Author(s): 

Nabeel H Al-Hussainy, Ahmad M Al-saedi, Jehad H Al-

lehaibi, Yasser A Al-lehaibi, Yasser M Al-Sehli, 

Mohammed A Afifi 

Correspondent’s Email: n/a 

 

ABSTRACT 

 

The etiology of psychiatric disorders is largely unknown. A role of environmental insults 

during early neurodevelopment have been suggested. Infections are possible risk factors 

for psychiatric disorders especially Toxoplasma gondii, a neurotropic parasite with a life-

long residence in brain. This study has investigated a possible role of toxoplasmosis in 

the development of schizophrenia and major depression disorder (MDD). The influence 

of other covariates; age, gender and family history was also studied. A cross-sectional 

study on a total of 177 individuals, where anti-Toxoplasma IgG and IgM in sera of 

schizophrenia (n = 63) and MDD (n = 39) patients, all fulfilling DSM-5 diagnostic 

criteria, were compared to healthy volunteers (n = 55). Toxoplasma positivity was highest 

(31.75%) among schizophrenics followed by MDD (25.64%) and controls (14.55%). IgG 

levels were significantly higher in toxo-positive schizophrenics (230.1 ± 22.9) and MDD 

(220.56 ± 24.8) compared to controls (9.98 ± 1.78). Three patients only, all 

schizophrenic, have positive IgM antibodies. Age and male gender appear to have 

positive associations to toxoplasmosis and psychiatric disorders while family history has 

no obvious additive role. This report is one of few linking Toxoplasma infection to MDD 

and adds to many suggesting a link between latent toxoplasmosis and schizophrenia. 
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ABSTRACT 

 

The influenza viral hemagglutinin (HA) is comprised of two subunits. Current influenza 

vaccine predominantly induces neutralizing antibodies (Abs) against the HA1 subunit, 

which is constantly evolving in unpredictable fashion. The other subunit, HA2, however, 

is highly conserved but largely shielded by the HA head domain. Thus, enhancing 

immune response against HA2 could potentially elicit broadly inhibitory Abs. We 

generated a recombinant adenovirus (rAd) encoding secreted fusion protein, consisting of 

codon-optimized HA2 subunit of influenza A/California/7/2009(H1N1) virus fused to a 

trimerized form of murine CD40L, and determined its ability of inducing protective 

immunity upon intranasal administration. Wefound that mice immunized with this 

recombinant viral vaccine were completely protected against lethal challenge with 

divergent influenzaAvirus subtypes including H1N1, H3N2, and H9N2. Codon-

optimization of HA2 as well as the use of CD40L as a targeting ligand/molecular 

adjuvant were indispensable to enhance HA2-specific mucosal IgA and serum IgG levels. 

Moreover, induction of HA2-specific T-cell responses was dependent on CD40L, as rAd 

secreting HA2 subunit without CD40L failed to induce any significant levels of T-cell 

cytokines. Finally, sera obtained fromimmunized mice were capable of inhibiting 13 

subtypes of influenza A viruses in vitro. These results provide proof of concept for a 

prototype HA2-based universal influenza vaccine. 
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ABSTRACT 

 

Background: Latent toxoplasmosis always has the risk of reactivation leading to 

significant sequelae. The available medications, for chronic toxoplasmosis, are awfully 

limited by resistance of Toxoplasma cysts. Therefore, there is a growing necessity for 

novel therapeutic approaches. Agents increasing cAMP levels and downregulating 

proinflammatory cytokine could inhibit Toxoplasma conversion to the bradyzoite stage. 

This study explores a potential immunomodulatory effect of rolipram, a PDE4 inhibitor, 

on the course of experimental toxoplasmosis and links this role to deterrence of the 

resistant chronic phase of the disease. 

 

Materials and methods: Mice infected with low pathogenic strain of Toxoplasma gondii 

were treated with rolipram for three weeks. The effect of rolipram was evaluated through 

tissue injury scoring, brain cyst count, specific IgG titers as well as TNF-α, IFN-γ and IL-

12 assays. 

 

Results: Rolipram was partially able to prevent the progression to chronic toxoplasmosis. 

Toxoplasma brain cyst burden showed a 74% reduction while Toxoplasma-induced 

inflammatory foci per liver area and nucleated cells per inflammatory focus were 

significantly reduced: 57.14% and 61.3% respectively. Significant reduction of TNF-α 

(84.6%), IFN-γ (76.7%) and IL-12 (71%) levels was demonstrated along with significant 

inhibition of anti-Toxoplasma antibody response. 

 

Conclusion: Rolipram efficiently modulated the Toxoplasma-induced immunological 

changes with a consequent remission of chronic toxoplasmosis. This study is the first to 

report the utilization of PDE4 inhibitors as possible immune modulators of chronic phase 

of Toxoplasma infection. 
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ABSTRACT 

 

Detection and identification of anaerobic bacteria in blood cultures (BC) is a well-

recognized challenge in clinical microbiology. We studied 100 clinical anaerobic BC 

isolates to evaluate the performance of BacT/ALERT-FN, -FN Plus (BioMerieux), 

BACTEC-Plus and -Lytic (Becton Dickinson BioSciences) BC bottles in detection and 

time to detection (TTD) of anaerobic bacteria. BACTEC Lytic had higher detection rate 

(94/100, 94%) than Bad/ALERT FN Plus (80/100, 80%) (p<0.01) in the studied material. 

There was no significant difference in detection of anaerobic bacteria among the 

remaining bottle types. The 67 anaerobic bacteria that signalled positive in all four bottle 

types were analyzed to compare the time to detection (TTD) and isolates were directly 

identified by MALDI-TOF MS. There was a significant difference in TTD among the 

four bottle types (p<0.0001). The shortest median TTD was 18 h in BACTEC Lytic 

followed by BacT/ALERT FN (23.5 h), BACTEC Plus (27 h) and finally BacT/ALERT 

FN Plus (38 h) bottles. In contrast, MALDI-TOF MS performed similarly in all bottle 

types with accurate identification in 51/67 (76%) BacT/ALERT FN, 51/67 (76%) 

BacT/ALERT FN Plus, 53/67 (79%) BACTEC Plus and 50/67 (75%) BACTEC Lytic 

bottles. In conclusion, BACTEC Lytic bottles have significantly better detection rates and 

shorter TTD compared to the three other bottle types. The anaerobic BC bottles are 

equally suitable for direct MALDI-TOF MS for rapid and reliable identification of 

common anaerobic bacteria. Further clinical studies are warranted to investigate the 

performance of anaerobic BC bottles in detection of anaerobic bacteria and identification 

by direct MALDI-TOF MS. 
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ABSTRACT 

 

Exposure to toxic industrial chemicals that have capacity to disrupt the endocrine system, 

also known as endocrine disrupting chemicals (EDCs), has been increasingly associated 

with reproductive problems in human population. Bisphenol A (BPA; 4,4'-(propane-2,2-

diyl)diphenol) and 4-tert-octylphenol (OP; 4-(1,1,3,3-tetramethylbutyl)phenol) are among 

the most common environmental contaminants possessing endocrine disruption 

properties and are present in plastics, epoxy resins, detergents and other commercial 

products of common personal and industrial use. A metabolite of BPA, 4-Methyl-2,4-

bis(4-hydroxyphenyl)pent-1-ene (MBP) is about 1000 times more biologically active 

compared to BPA. Epidemiological, clinical, and experimental studies have shown 

association of BPA and OP with adverse effects on male and female reproductive system 

in human and animals. The endocrine disruption activity can occur through multiple 

pathways including binding to steroid receptors. Androgen receptor (AR) and 

progesterone receptor (PR) are critical for reproductive tract growth and function. 

Structural binding characterization of BPA, MBP, and OP with AR and PR using 

molecular docking simulation approaches revealed novel interactions of BPA with PR, 

and MBP and OP with AR and PR. For BPA, MBP, and OP, five AR interacting residues 

Leu-701, Leu-704, Asn-705, Met-742, and Phe-764 overlapped with those of native AR 

ligand testosterone, and four PR interacting residues Leu-715, Leu-718, Met-756, and 

Met-759 overlapped with those of PR co-complex ligand, norethindrone. For both the 

receptors the binding strength of MBP was maximum among the three compounds. Thus, 

these compounds have the potential to block or interfere in the binding of the endogenous 

native AR and PR ligands and, hence, resulting in dysfunction. The knowledge of the key 

interactions and the important amino-acid residues also allows better prediction of 

potential of xenobiotic molecules for disrupting AR- and PR-mediated pathways, thus, 

helping in design of less potent alternatives for commercial use. 
 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

306 
 

Research Title: 

Breaking the Silence: Breast Cancer Knowledge and 

Beliefs Among Somali Muslim Women in Seattle, 

Washington 

Source: 

Health Care for Women International 

Taylor & Francis Inc 

Vol. 36, Issue 5, Page: 608-616 

ISSN: 1096-4665 

Month and Year of 

Publication: 
MAY 2015 

Impact Factor: 0.802 

Affiliated Department(s): 
Ob-gyne; Sheikh Mohammed Hussien AL-Amoudi 

Center of Excellence in Breast Cancer 

Author(s): 
Samia Al-Amoudi, Jordan Cañas, Sarah D Hohl, Sandra 

R Distelhorst, Beti Thompson 

Correspondent’s Email: shohl@fhcrc.org 

 

ABSTRACT 

 

We elicited the perspectives of Somali women in Seattle, Washington, about breast 

cancer. We conducted a focus group of 14 Somali immigrant women at a community 

center in Seattle, Washington. Participants reported barriers to seeking cancer screening, 

including fear of pain, difficulty with transport, and lack of knowledge. Participants 

explained that Somali women tended not to discuss breast cancer or breast cancer 

screening, and said religion played a central role in their care and treatment decisions and 

coping mechanisms. If such barriers are addressed, fewer women may present with late-

stage breast cancer, resulting in greater chances for long-term breast cancer survival. 
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ABSTRACT 

 

Objective: The objective of this study is to review the maternal and neonatal morbidity 

and mortality associated with six or more caesarean section (CS). 

 

Methods: We conducted a retrospective chart review, at King Abdulaziz University 

Hospital (KAUH) in Jeddah, for all patients admitted between 2000 through 2010 and 

identified five patients having more than six CS deliveries. 

 

Results: Deliveries occurred in the ranges of 31-38 weeks, from which four cases 

required emergency CS. There were two cases in the series with a placenta previa. There 

was a single case of uterine dehiscence. Only one case required a blood transfusion and 

was complicated with a placenta accreta, bladder injury, urinary tract infection, and 

prolonged maternal hospital stay with neonatal intensive care unit (NICU) admission. All 

cases had moderate to severe adhesion intra-operatively. Operative time was long in all 

cases with a range 55-106  min. One of the five cases had a postoperative wound 

infection. Finally, none of the current series showed fetal or maternal mortalities. 

 

Conclusions: The long-term complications associated with CS should be discussed with 

patients in the first and subsequent pregnancies. This case series highlighted the 

outcomes in these unique cases of higher order caesareans. 
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ABSTRACT 

 

Introduction: To review the complications of female genital mutilation (FGM) in 

children and adolescent girls.  

 

Methods: Data for this review were identified by literature search in the electronic 

databases MEDLINE and PubMed and the references from relevant articles through April 

1, 2014 using the search terms “complications” “FGM”, “FGM/Cutting”, “female 

circumcision” “children”, and “adolescent girls.” Only articles published in English were 

included. 

 

Results: Most of the literature focuses mostly on the need for defibulation to allow 

vaginal delivery and in some cases to allow sexual intercourse. Detailed guidance on the 

procedures being used has been published. The most frequent delayed complication is 

epidermal clitoral inclusion cysts. Unfortunately, due to many reasons including 

ignorance, unfamiliarity, and under-reporting, it is characterized in some reports as a rare 

or even a very rare complication. Urinary problems are common complication of FGM. 

Progressive scar shrinkage may result in urethral strictures, urine retention, slow urine 

streaming, and urinary calculi. Dysmenorrhea and menorrhagia are other typical 

complications. Finally, there are very few reports on the psychological complications in 

children and adolescent girls. 

 

Conclusions: Efforts and strategies are required to emphasize the importance of 

preventive medical management of pre-pubertal girls with FGM before long-term 

consequences befall them. 
 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

309 
 

Research Title: 

Effects of increased paternal age on sperm quality, 

reproductive outcome and associated epigenetic risks to 

offspring 

Source: 

Reproductive Biology and Endocrinology 

Biomed Central Ltd 

Vol. 13, Page: 1-20 

ISSN: 1477-7827 

Month and Year of 

Publication: 
APR 2015 

Impact Factor: 2.409 

Affiliated Department(s): Ob-gyne 

Author(s): 
Rakesh Sharma, Ashok Agarwal, Vikram Rohra, Mourad 

Assidi, Muhammad Abu-Elmagd, Rola F Turki 

Correspondent’s Email: n/a 

 

ABSTRACT 

 

Over the last decade, there has been a significant increase in average paternal age when 

the first child is conceived, either due to increased life expectancy, widespread use of 

contraception, late marriages and other factors. While the effect of maternal ageing on 

fertilization and reproduction is well known and several studies have shown that women 

over 35 years have a higher risk of infertility, pregnancy complications, spontaneous 

abortion, congenital anomalies, and perinatal complications. The effect of paternal age on 

semen quality and reproductive function is controversial for several reasons. First, there 

is no universal definition for advanced paternal ageing. Secondly, the literature is full of 

studies with conflicting results, especially for the most common parameters tested. 

Advancing paternal age also has been associated with increased risk of genetic disease. 

Our exhaustive literature review has demonstrated negative effects on sperm quality and 

testicular functions with increasing paternal age. Epigenetics changes, DNA mutations 

along with chromosomal aneuploidies have been associated with increasing paternal age. 

In addition to increased risk of male infertility, paternal age has also been demonstrated 

to impact reproductive and fertility outcomes including a decrease in IVF/ICSI success 

rate and increasing rate of preterm birth. Increasing paternal age has shown to increase 

the incidence of different types of disorders like autism, schizophrenia, bipolar disorders, 

and childhood leukemia in the progeny. It is thereby essential to educate the infertile 

couples on the disturbing links between increased paternal age and rising disorders in 

their offspring, to better counsel them during their reproductive years. 
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ABSTRACT 

 

Background: Epilepsy is genetically complex neurological disorder affecting millions of 

people of different age groups varying in its type and severity. Copy number variants 

(CNVs) are key players in the genetic etiology of numerous neurodevelopmental 

disorders and prior findings also revealed that chromosomal aberrations are more 

susceptible against the pathogenesis of epilepsy. Novel technologies, such as array 

comparative genomic hybridization (array-CGH), may help to uncover the pathogenic 

CNVs in patients with epilepsy.  

 

Results: This study was carried out by high density whole genome array-CGH analysis 

with blood DNA samples from a cohort of 22 epilepsy patients to search for CNVs 

associated with epilepsy. Pathogenic rearrangements which include 6p12.1 

microduplications in 5 patients covering a total region of 99.9kb and 7q32.3 

microdeletions in 3 patients covering a total region of 63.9kb were detected. Two genes 

BMP5 and PODXL were located in the predicted duplicated and deleted regions 

respectively. Furthermore, these CNV findings were confirmed by qPCR.  

 

Conclusion: We have described, for the first time, several novel CNVs/genes implicated 

in epilepsy in the Saudi population. These findings enable us to better describe the 

genetic variations in epilepsy, and could provide a foundation for understanding the 

critical regions of the genome which might be involved in the development of epilepsy. 
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ABSTRACT 

 

Background: Gestational choriocarcinoma (GC) is a recognized clinicopathological 

subtype of gestational trophoblastic neoplasia that usually metastasizes hematogenously 

to highly vascular organs like the lung, liver, and brain. However, orbital metastasis to 

the choroid and lacrimal gland is a rare occurrence.  

 

Case Presentation: A 21-year-old female presented with headache and left orbital 

swelling one year after resection of a complete hydatidiform mole followed by adjuvant 

methotrexate chemotherapy. A metastatic imaging screening revealed multiple 

metastases in the lungs, brain, and adrenal gland, in addition to the choroid and lacrimal 

gland. Based on her modified WHO risk factors scoring she was started on chemotherapy 

and whole brain radiotherapy, which resulted in a complete response. At two-year follow-

up, serum b-HCG level was with normal limits; imaging surveillance was uneventful.  

 

Conclusion: We present the first case of lacrimal gland metastasis in a young girl from 

GC relapse. 
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ABSTRACT 

 

Both p16 and p15 proteins are inhibitors of cyclin-dependent kinases that prevent the cell 

going through the G1/S phase transaction. E-cadherin is a transmembrane glycoprotein 

that mediates calcium-dependent interactions between adjacent epithelial cells. Two 

groups of patients were selected: the first group suffered from epithelial serous ovarian 

tumors and the second group suffered from benign ovarian lesions; ovarian tissue 

samples from all the subjects (benign and malignant) were subjected to methylation-

specific polymerase chain reaction for methylated and unmethylated alleles of the genes 

(E-cadherin, p15, and p16). Results obtained showed that aberrant methylation of p15 

and p16 genes were detected in 64.29 and 50% of ovarian cancer patients, while E-

cadherin hypermethylation was detected in 78.57% of ovarian cancer patients. 

Methylation of E-cadherin was significantly correlated with different stage of disease (p 

< 0.05). It was found that the risk of E-cadherin hypermethylation was 1.347-fold, while 

risk of p15 hypermethylation was 1.543-fold and p16 was 1.2-fold among patients with 

ovarian cancer than that among patients with benign ovarian lesions. In conclusion, 

Dysfunction of the cell cycle and/or the cell-cell adhesion molecule plays a role in the 

pathogenesis of ovarian cancer and that the analysis of the methylation of p15 and E-

cadherin genes can provide clinically important evidence on which to base the treatment. 
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ABSTRACT 

 

Lycopene supplementation decreases oxidative stress and exhibits beneficial effects on 

bone health, but the mechanisms through which it alters bone metabolism in vivo remain 

unclear. The present study aims to evaluate the effects of lycopene treatment on 

postmenopausal osteoporosis. Six-month-old female Wistar rats (n = 264) were sham-

operated (SHAM) or ovariectomized (OVX). The SHAM group received oral vehicle 

only and the OVX rats were randomized into five groups receiving oral daily lycopene 

treatment (mg/kg body weight per day): 0 OVX (control), 15 OVX, 30 OVX, and 45 

OVX, and one group receiving alendronate (ALN) (2 μg/kg body weight per day), for 12 

weeks. Bone densitometry measurements, bone turnover markers, biomechanical testing, 

and histomorphometric analysis were conducted. Micro computed tomography was also 

used to evaluate changes in microarchitecture. Lycopene treatment suppressed the OVX-

induced increase in bone turnover, as indicated by changes in biomarkers of bone 

metabolism: serum osteocalcin (s-OC), serum N-terminal propeptide of type 1 collagen 

(s-PINP), serum crosslinked carboxyterminal telopeptides (s-CTX-1), and urinary 

deoxypyridinoline (u-DPD). Significant improvement in OVX-induced loss of bone 

mass, bone strength, and microarchitectural deterioration was observed in lycopene-

treated OVX animals. These effects were observed mainly at sites rich in trabecular bone, 

with less effect in cortical bone. Lycopene treatment down-regulated osteoclast 

differentiation concurrent with up-regulating osteoblast together with glutathione 

peroxidase (GPx) catalase (CAT) and superoxide dismutase (SOD) activities. These 

findings demonstrate that lycopene treatment in OVX rats primarily suppressed bone 

turnover to restore bone strength and microarchitecture. 
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ABSTRACT 

 

Autosomal recessive primary microcephaly (MCPH) is a neurodevelopmental disorder 

that is characterised by microcephaly present at birth and non-progressive mental 

retardation. Microcephaly is the outcome of a smaller but architecturally normal brain; 

the cerebral cortex exhibits a significant decrease in size. MCPH is a neurogenic mitotic 

disorder, though affected patients demonstrate normal neuronal migration, neuronal 

apoptosis and neural function. Twelve MCPH loci (MCPH1-MCPH12) have been 

mapped to date from various populations around the world and contain the following 

genes: Microcephalin, WDR62, CDK5RAP2, CASC5, ASPM, CENPJ, STIL, CEP135, 

CEP152, ZNF335, PHC1 and CDK6. It is predicted that MCPH gene mutations may lead 

to the disease phenotype due to a disturbed mitotic spindle orientation, premature 

chromosomal condensation, signalling response as a result of damaged DNA, 

microtubule dynamics, transcriptional control or a few other hidden centrosomal 

mechanisms that can regulate the number of neurons produced by neuronal precursor 

cells. Additional findings have further elucidated the microcephaly aetiology and 

pathophysiology, which has informed the clinical management of families suffering from 

MCPH. The provision of molecular diagnosis and genetic counselling may help to 

decrease the frequency of this disorder. 
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ABSTRACT 

 

Study Objective: Experience with low-dose intermittent danazol or prolonged 

gonadotropin-releasing hormone agonist (GnRH-a) with and without add-back therapy in 

endometriosis-associated ureteral obstruction.  

 

Design: Retrospective case series (Canadian Task Force classification II-2).  

 

Setting: University-affiliated teaching hospital.  

 

Patients: Three women with endometriosis-associated ureteral obstruction.  

 

Intervention: The regimen of GnRH-a alone or with add-back included (1) leuprolide 

acetate 3.75 mg intramuscularly monthly; (2) micronized 17 alpha-estradiol 1 mg/day by 

mouth; (3) pulsed norethinedrone 0.35 mg/day by mouth, 2 days on and/or 2 days off; 

and (4) letrozole 2.5 mg by mouth for the first 5 days of the first GnRH-a injection. 

Danazol, 100 mg/day by mouth, was prescribed as a regimen of 3 months on, 3 months 

off, for 4 years.  

 

Measurements and Main Results: The first case was a 50-year-old woman, gravida 3, 

para 3, body mass index (BMI) 27 kg/m(2), with multiple surgeries, including 

hysterectomy and bilateral salpingo-oophorectomy (HMO), and history of a stroke. She 

presented with right-sided pain and hydro-uretero-nephrosis. Magnetic resonance 

imaging identified a right adnexal cyst (4.5 X 3.4 X 2.4 cm). She was treated with 

leuprolide acetate monthly injections and a ureteric stent. The cyst, pain, and hydro-

uretero-nephrosis resolved after 12 months. The second case was a 45-year-old woman, 

G(2)P(2), BMI 28 kg/m(2) with multiple surgeries, including HBSO. She presented with 

left-sided pelvic pain. Ultrasound identified a left adnexal cyst and hydronephrosis. After 

3 months of leuprolide acetate and add-back therapy, the cyst, pain, and hydronephrosis 

resolved. The third case was a 46-year-old woman, G(2)P(2), BMI 25 kg/m(2), who 

presented with left flank and pelvic pain. Magnetic resonance imaging indicated 

moderate left hydronephrosis and left adnexal pelvic side-wall involvement with possible 

endometriosis. Due to many previous surgeries, this patient was a high-risk surgical 

candidate, and therefore, she was offered medical therapy. After a normal serum liver and 
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lipid profile, she was started on danazol, 100 mg/day for 3 months. After 3 months of 

therapy, there was complete resolution of the patient's hydronephrosis and pain. She was 

then advised to continue with a 3-month on, 3-month off regimen. She discontinued the 

danazol and remained asymptomatic with no recurrence of hydronephrosis at 3 years.  

 

Conclusions: Low-dose intermittent danazol or GnRH-a alone or with add-back, may be 

effective long-term therapies in endometriosis-associated ureteral obstruction when 

surgery is contraindicated, refused, or difficult to perform. 
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ABSTRACT 

 

Objective: To enhance the modified laparoscopic Vecchietti procedure.  

 

Materials and Methods: A case series of five women with Mayer-Rokitansky-Kuster-

Hauser syndrome at the Department of Obstetrics and Gynecology, King Abdulaziz 

University Hospital, Jeddah, Saudi Arabia underwent the modified laparoscopic 

Vecchietti procedure with intraperitoneal placement of sutures. This involved perforation 

of the vaginal dimple by a straight thread guide with two threads attached to the olive 

followed by pulling the two threads intra-peritoneally and through the abdominal wall to 

the traction device by grasping instruments under laparoscopic control.  

 

Results: Intraperitoneal placement of the sutures was easily done without complications 

in all five women. The operative time was 50 10 (mean SD) minutes. After five 

postoperative days, the average vaginal length was seven to 7.5 cm. Two women were 

able to have vaginal intercourse without problems. After six months to one year of follow 

up, the vaginal length was at least ten cm and no postoperative complications occurred.  

 

Conclusions: Intraperitoneal placement of sutures makes the modified laparoscopic 

Vecchietti procedure easy and appealing. Furthermore, it avoids potential damage to the 

vital structures at the pelvic side walls. 
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ABSTRACT 

 
Objective: The aim of this study was to evaluate clinicopathologic characteristics, treatment 

outcome, and reproductive function in women diagnosed with ovarian immature teratoma 

(IT). Our standard chemotherapy regime is currently etoposide/cisplatin (EP), creating a 

unique opportunity to evaluate this protocol in ovarian ITs. 

 

Materials and Methods: This study is a retrospective analysis. Twenty-seven women older 

than 18 years with ovarian IT stages IA to IIIC were identified and included in this study. 

Patients were treated at 1 institution, Health Sciences Center, Women’s Hospital, Winnipeg, 

Manitoba, Canada, between 1983 and 2013. 

 

Results: The median age at diagnosis was 27.0 years (range, 18Y36 years). Twenty-two 

(82%) presented with an International Federation of Gynecology and Obstetrics stage I 

disease, 3 (11%) had stage II, and 2 patients (7%) had stage III disease. The histologic grade 

distribution was grade I in 9 patients (33%), grade II in 3 patients (11%), and grade III in 15 

patients (56%). Initial management was surgical for all patients: 3 (11%) hysterectomy and 

bilateral salpingo-oophorectomy, 1 (4%) cystectomy only, and 23 (85%) unilateral 

salpingooophorectomy. Twenty-one patients (78%) received adjuvant therapy. The median 

follow-up was 60 months (range, 36Y72 months). One patient recurred (histological grade 

III) 6 months after surgery and had a complete clinical response to 4 cycles of EP 

chemotherapy. Twelve patients reported an attempt to conceive resulting in 10 pregnancies (8 

after chemotherapy).  

 

Conclusions: Ovarian IT is a curable disease. Fertility-sparing surgery should be offered.  

Adjuvant treatment with cisplatinum-based chemotherapy, typically with bleomycin, 

etoposide, and cisplatin, is still considered the standard in stages greater than stage IA grade 

I. Etoposide/cisplatin as a primary chemotherapy regime for early- or advanced-stage disease 

is an effective treatment with minimal adverse effects and high tolerability. This is the first 

published study examining EP as a primary treatment modality for IT. Further studies are 

needed to strengthen these findings. 
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ABSTRACT 

 

Objectives: To review cases of ovarian cysts managed at a University Hospital, and to 

identify the factors necessitating the use of laparotomy over laparoscopy.  

 

Methods: We carried out a retrospective chart review of all cases of ovarian cysts 

diagnosed and managed at the Department of Obstetrics & Gynecology, King Abdulaziz 

University Hospital, Jeddah, Saudi Arabia between January 2010 and August 2014. All 

data collected from medical record charts, patents details, clinical presentations, ovarian 

cysts description, and pathology type were recorded, and management by laparoscopy or 

laparotomy was identified. Ethical approval was obtained from ethical hospital 

committee.  

 

Results: There were 244 cases of ovarian cysts during the study period. The age ranged 

from 3 months to 77 years of age. The parity from 0-6. The height range from 37-180 cm. 

The weight range from 3-161 kg, and calculated body mass index ranged from 12-47. Out 

of 244 patients diagnosed, 165 were married (67.4%). Of those, only 16 patients were 

pregnant (6.6%). The most common presentation was abdominal pain in 142 patients 

(58.2%). Only 79.9% were ovarian cysts, and 17.5% were either para-ovarian or 

retroperitoneal. The right ovaries were affected in 63.1%, and only 18.9% were bilateral. 

The types of ovarian cysts included functional cysts 33.2%, benign cyst-adenoma 19.3%, 

and dermoid cysts 12.3%.  

 

Conclusion: Factors associated with laparotomy management rather than laparoscopy 

included older age >35, single, pregnant, or patients presenting with abdominal pain, and 

more than one cyst. 
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ABSTRACT 

 

Objective: This study aims to identify possible risk factors for falls among Saudi 

postmenopausal women in a population-based study. 

 

Methods: Seven hundred seven postmenopausal women aged 50 years or older were 

followed in a prospective cohort study. Participant demographic characteristics, medical 

history, lifestyle factors, past-year history of falls, and physical activity (PA) scores were 

assessed. We recorded single and multiple falls, anthropometric parameters, five special 

physical performance tests, hormone levels, and bone mineral density measurements. 

Data on knee osteoarthritis (OA), lumbar spondylosis, and osteopenia were collected. 

Knee and lower back pain were assessed by interview, and cognition was assessed with 

Mini-Mental State Examination. 

 

Results: During the mean (SD) follow-up of 5.2 (1.3) years, 164 women (23.2%) 

reported at least one fall, of whom 73 women (10.3%) reported multiple falls. Six 

independent predictors of all falls were identified: PA score of 12.61 or lower (lowest 

quartile; odds ratio [OR], 4.10; 95% CI, 1.82-8.90); past-year history of falls (OR, 2.44; 

95% CI, 2.30-2.90); age 65 years or older (OR, 2.16; 95% CI, 1.30-3.12); presence of 

knee OA (OR, 1.56; 95% CI, 1.03-2.34); handgrip strength of 13.88 kg or lower (lowest 

quartile; OR, 1.33; 95% CI, 1.09-1.64); and 8-ft walk test of 3.94 s or longer (highest 

quartile; OR, 1.18; 95% CI, 1.07-1.35). 

 

Conclusions: Poor PA score, past-year history of falls, age 65 years or older, presence of 

knee OA, poor handgrip strength, and prolonged time on the 8-ft walk test are risk factors 

for all falls among Saudi postmenopausal women. 
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ABSTRACT 

 

Objective: Surgery remains the mainstay in the diagnosis and management of 

endometriosis. The number of surgeries performed for endometriosis worldwide is ever 

increasing, however do we have evidence for improvement of infertility after the surgery 

and do we exaggerate the magnitude of effect of surgery when we counsel our patients? 

The management of patients who failed the surgery could be by repeat surgery or assisted 

reproduction. What evidence do we have for patients who fail assisted reproduction and 

what is their best chance for achieving pregnancy?  

 

Material and methods: In this study we reviewed the evidence-based practice pertaining 

to the outcome of surgery assisted infertility associated with endometriosis. Manuscripts 

published in PubMed and Science Direct as well as the bibliography cited in these articles 

were reviewed. Patients with peritoneal endometriosis with mild and severe disease were 

addressed separately. Patients who failed the primary surgery and managed by repeat or 

assisted reproduction technology were also evaluated. Patients who failed assisted 

reproduction and managed by surgery were also studied to determine of the best course of 

action.  

 

Results: In patients with minimal and mild pelvic endometriosis, excision or ablation of 

the peritoneal endometriosis increases the pregnancy rate. In women with severe 

endometriosis, controlled trials suggested an improvement of pregnancy rate. In women 

with ovarian endometrioma 4 cm or larger ovarian cystectomy increases the pregnancy 

rate, decreases the recurrence rate, but is associated with decrease in ovarian reserve. In 

patients who have failed the primary surgery, assisted reproduction appears to be 

significantly more effective than repeat surgery. In patients who failed assisted 

reproduction, the management remains to be extremely controversial. Surgery in expert 

hands might result in significant improvement in pregnancy rate.  

 

Conclusion: In women with minimal and mild endometriosis, surgical excision or 

ablation of endometriosis is recommended as first line with doubling the pregnancy rate. 

In patients with moderate and severe endometriosis, surgical excision also is 

recommended as first line. In patients who failed to conceive spontaneously after surgery, 

assisted reproduction is more effective than repeat surgery. Following surgery, the 

ovarian reserve may be reduced as determined by Anti Mullerian Hormone. The antral 
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follicle count is not significantly reduced. In women with large endometriomas > 4 cm 

the ovarian endometrioma should be removed. In women who have failed assisted 

reproduction, further management remains controversial in the present time. 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

323 
 

Research Title: 
The prevalence of sexual dysfunction in the female health 

care providers in Jeddah, Saudi Arabia 

Source: 

Scientific Reports 

Nature Publishing Group 

Vol. 5, Page: 7905 

ISSN: 2045-2322 

Month and Year of 

Publication: 
JAN 2015 

Impact Factor: 5.578 

Affiliated Department(s): Ob-gyne; Medicine 

Author(s): 
Abdulrahim A Rouzi, Nora Sahly, Dana Sawan, Souzan 

Kafy, Faten Alzaban 

Correspondent’s Email: n/a 

 

ABSTRACT 

 

The objective of this study was to determine the prevalence of sexual dysfunction in 

Saudi and non-Saudi female health care providers in Jeddah, Saudi Arabia. One -hundred 

twenty (60 Saudi and 60 non-Saudi) sexually active female health care professionals in 

Jeddah, Saudi Arabia, were anonymously surveyed using the English version of the 

female sexual function index questionnaire. The individual domain scores for pain, 

arousal, lubrication, orgasm, satisfaction, pain, and overall score for the Saudi and non-

Saudi women were calculated and compared. The two groups were comparable in 

demographic characteristics. No statistically significant differences were found between 

Saudi and non-Saudi women in desire (P=.22) and arousal scores (P=.47). However, non-

Saudi women had significantly higher lubrication (P<.001), orgasm (P=.015), satisfaction 

(P=.004), and pain scores (P=.015). The overall scores in Saudi and non-Saudi women 

were low (23.40 +/- 4.50 compared with 26.18 +/- 5.97), but non-Saudi women had a 

significantly higher overall score (P=.005). Taken together, sexual dysfunction is 

prevalent among Saudi and non-Saudi female health care providers, with Saudi women 

demonstrating lower scores in four sexual function domains and the overall score. 
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ABSTRACT 

 

Objective: Severe factor V (FV) deficiency is rare. There are case reports describing 

pregnancy outcomes in women with FV deficiency and one case report of successful 

pregnancy following the use of fresh frozen plasma (FFP) in several cycles of ovulation 

induction and intrauterine insemination and at delivery. The authors report another case 

to support the use of FFP for reproduction.  

 

Case: A 27-year-old woman with severe FV deficiency was given FFP at the time of 

ovulation induced with clomiphene citrate, human menopausal gonadotropin (hMG), and 

human chorionic gonadotropin. Intrauterine insemination (IUI) was done 35 hours later. 

She became pregnant with twins and delivered vaginally at 36 weeks of gestation with 

the prophylactic use of FFP.  

 

Conclusion: Fresh frozen plasma can be offered for reproduction to women with severe 

FV deficiency. 
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ABSTRACT 

 

Standardized, high-quality training in reproductive endocrinology, infertility, and assisted 

reproductive technologies (REI-ART) faces challenges owing to the high-tech nature of 

ART and the important country-to-country differences in clinical practice and regulations 

overseeing training. Moreover, while the training capacity of the classical by-fellowship 

training platforms is shrinking, an increasing demand for REI-ART specialists is coming 

from emerging countries. To meet this expanding need for REI-ART specialists, we 

propose a novel by-network model linking a reference training center to satellite practical 

training sites. Simulation should be used more extensively to achieve competency before 

initiating live clinical experience, analogous to the highly effective training systems that 

have been used in aviation for decades. Large ART databases that exist because of 

obligations to report ART activity and results constitute unique yet so far untapped 

sources for developing by-scenario simulation training models. Online training materials 

incorporating these state-of-the-art information technology tools could be developed as a 

means of fulfilling training needs worldwide. 
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ABSTRACT 

 

Aims:  the  criteria  used  to  assess  the  optimal  conditions  for  cryopreservation  of  

the  embryos  in  the  in  vitro  fertilization  (IVF)  protocols  are  still  a  matter  of  

discussion.  this  study  aimed  at  evaluating  the  use  of  cell  proliferation  and  

apoptosis  to  assess  the  optimal  conditions  for  cryopreservation/thawing of the 4-cell 

embryos.   

 

Methods:   Fertilized   ova   were   collected   from   mated   female   MF1   mice   24   

hours   after   hcG   injection.  they  were  cultured  in  KsOM  medium  and  kept  in  

cO2  incubator  at  37°c  and  5%  cO2  up   to   the   stage   of   the   4-cells.   two   

methods   of   cryopreservation   were   used;   the   step-rate   and    the    ultra-rapid    

vitrification.    slow    and    fast  thawing  was  done.  slides  were  prepared  from   

samples   of   the   embryos,   and   stained   immunohistochemically   for   proliferative   

and   apoptotic  cells.  the  proliferative  capacity  was  measured  by  labeling  with  

bromodeoxyuridine  (brdU)  and  the  apoptotic  ability  was  measured  with   tUNEL   

technique.    

 

Results:   Vitrification   with  fast  thawing  of  the  4-cell  embryos  gave better 

morphology, higher proliferative capacity, and  lower  apoptotic  ability.  Following  

step-rate  cryopreservation   with   slow   or   fast   thawing,   cell  labeling  index  for  

brdU  was  0%  and  17%,  respectively  and  was  66%  and  83%,  respectively  

following vitrification. the incidence of apoptosis following  step  rate  cryopreservation  

with  slow  or  fast  thawing  was  96%  and  89%,  respectively  and  was  42%  and  

13%,  respectively  following  vitrification.    

 

Conclusion:   It   is   concluded   that   cell proliferation and apoptosis could be used to 

assess the cryopreservation/thawing protocol for early embryos. 
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ABSTRACT 

 

Introduction: To examine the effect of vitamin D3 supplementation on the changes in 

serum receptor for advanced glycation end products (sRAGE) and serum anti-Mullerian 

hormone (AMH) among vitamin D-deficient women with polycystic ovary syndrome 

(PCOS). 

 

Methods: A total of 136 women with (n=68) or without (age-matched control; n=68) 

PCOS who were diagnosed with vitamin D deficiency were studied. All participants 

received supplemental oral vitamin D3 (50,000 international units/wk) for 8 weeks, 

followed by 1,000 international units vitamin D3 supplementation for 16 weeks. All 

women provided blood samples for the measurements of sRAGE, AMH, and other 

analytes at baseline and at the end of supplementation (24 weeks). 

 

Results: In all participants, there was a negative correlation between body mass index 

and serum sRAGE levels (r=-0.46, P=.003). In women with PCOS, but not in those in the 

control group, vitamin D3 supplementation increased serum sRAGE (P<.001) and 

decreased serum AMH levels (P<.001). The increases in serum sRAGE were positively 

correlated with the increases in serum 25-hydroxyvitamin D after vitamin D3 

supplementation in women with PCOS (r=0.72, P<.001). 

 

Conclusion: Vitamin D3 supplementation in women with PCOS showed a protective 

effect against the inflammatory action of advanced glycation end products by enhancing 

the circulating sRAGEs. The normalization in serum AMH induced by vitamin D3 

therapy indicates a possible improvement in folliculogenesis. 
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ABSTRACT 

 

Background: Dacrocystorhinostomy (DCR) is an operation used to treat nasolacrimal 

duct obstruction. Essentially there are two approaches: external and endoscopic. Several 

modalities are used in endoscopic DCR; all aiming to improve success rate, reduce 

complications, and shorten operative time. Both kerrison punch and drill are widely used 

in endoscopic DCR with non-conclusive knowledge about differences in operative details 

as well as on the outcome. The aim of this study is to compare between powered (drill) 

and non-powered (kerrison punch) DCR to clarify the superiority of one over the other.  

 

Methods: A retrospective chart review of 59 patients who underwent endoscopic DCR 

procedure at our institution from June 2013 until July 2014 (34 kerrison punch and 32 

powered drill). Operative details, surgical outcome and complications were compared 

between both groups.  

 

Results: A total of 66 endoscopic DCRs were performed on 59 patients. Procedure 

success rate among kerrison punch group was 87.88 % vs. 90.9 % in powered drill group 

(p = 0.827), while complications for both groups were statistical not significant (p = 

0.91). The mean operating time among kerrison punch group was significantly lower than 

in powered drill group (75 min vs. 125 min, p = 0.0001).  

 

Conclusion: Kerrison punch showed significant reduction in operating time when 

compared to powered drill for endoscopic DCR. No statistically significant difference 

was found between both groups regarding procedures' success rate and complication. 
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ABSTRACT 
 

Purpose: CYP1B1 is the most commonly mutated gene in primary congenital glaucoma 

(PCG). This study was undertaken to identify mutations in CYP1B1 in the Western region of 

Saudi Arabia. 

 

Methods: Blood of patients who had typical findings of PCG, were screened by direct 

sequencing of all coding exons and splice junctions of the CYP1B1 gene. 

 

Results: 34 patients were studied; 18 patients belonged to 8 families, and 16 patients were 

non-familial, isolated PCG. Consanguinity was found in 27/34 (79.4%) of cases. All patients 

were diagnosed to have bilateral PCG at birth except one child, who had glaucoma in the 

right eye. More males (61.8%) were affected than females (38.2%). 79.4% (27/34) of patients 

were solved with pathogenic mutations and 20.6% (7/34) remained unsolved. Of the solved 

ones, 22.2% (6/27) of patients carry a pathogenic allele on one allele while the other allele 

remained yet to be determined. Direct sequencing of exon 2 revealed two pathogenic variants 

(p.Gly61Glu, p.Glu229Lys). P.Gly61Glu substitution was found both homozygously in 63% 

(17/27) of cases, and heterozygously in one patient. P.Glu229Lys variant was found 

heterozygous in 3.7% (1/27) of cases. One pathogenic variant (p.Arg469Trp) was found in 

exon 3, and is present homozygously in 14.8% (4/27) of cases while four patients have this 

variant heterozygously. All mutations were reported previously in the Saudi population, 

except p.Glu229Lys. Severe cases were associated with p.Gly61Glu, and p.Arg469Trp in 

50% and 30% of ten patients respectively. 

 

Conclusions: This study confirms that CYP1B1 mutations are the most frequent cause of 

PCG in the Saudi population, with p.Gly61Glu being the major disease-associated mutation. 

P.Glu229Lys is a newly discovered mutation in our PCG patients. Patient lacking mutation in 

CYP1B1 gene seems likely, to have another genetic loci involved in the pathogenesis of the 

disease, and need further study. Genetic studies of recessive diseases such as PCG is 

important in consanguineous populations, since it will increase awareness and allows genetic 

counseling to be offered to patients and their relatives. This will not only reduce the disease 

to be inherited to future generations, but will also reduce the disease burden in the 

community. 
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ABSTRACT 

 

Background: Gestational choriocarcinoma (GC) is a recognized clinicopathological 

subtype of gestational trophoblastic neoplasia that usually metastasizes hematogenously 

to highly vascular organs like the lung, liver, and brain. However, orbital metastasis to 

the choroid and lacrimal gland is a rare occurrence.  

 

Case Presentation: A 21-year-old female presented with headache and left orbital 

swelling one year after resection of a complete hydatidiform mole followed by adjuvant 

methotrexate chemotherapy. A metastatic imaging screening revealed multiple 

metastases in the lungs, brain, and adrenal gland, in addition to the choroid and lacrimal 

gland. Based on her modified WHO risk factors scoring she was started on chemotherapy 

and whole brain radiotherapy, which resulted in a complete response. At two-year follow-

up, serum b-HCG level was with normal limits; imaging surveillance was uneventful.  

 

Conclusion: We present the first case of lacrimal gland metastasis in a young girl from 

GC relapse. 
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ABSTRACT 

 

Purpose: To evaluate ophthalmological findings in preschool children born moderate-to- 

late preterm (MLP) and relate the findings to auxological data at birth and at 5.5years of 

age.  

 

Methods: Seventy-eight MLP children [gestational age (GA) 32-36weeks; 34 girls; mean 

age 5.7years] were investigated. Gestational age, weight, length and head circumference 

at birth and at the time of assessment were registered. Visual acuity (VA), refraction, 

orthoptic evaluation, slit-lamp examination and ophthalmoscopy were conducted, and a 

history of visuoperceptual problems was recorded. The data were compared with age- 

and sex-matched controls born full term (n=35).  

 

Results: Ophthalmological abnormalities were noted in 82% of MLP children and 47% 

of controls (p=0.0004). There was a significant difference with regard to impaired 

motility (p=0.03), heterophoria at distance (p=0.006) and refraction expressed as 

spherical equivalent dioptre (p=0.01). Amongst auxological data at birth, birthweight 

(BW) was the strongest predictor to ophthalmological abnormalities (p=0.0003). In a 

stepwise logistic regression, GA was the strongest predictor of VA outcome at time of 

assessment (p=0.0036). Moderate-to-late preterm birth showed a 2.4-fold increased risk 

of refractive errors compared with full-term children (RR 2.39: 95% CI 1.10-5.20; 

p=0.02).  

 

Conclusion: Based on our findings, MLP birth may be associated with increased ocular 

morbidity compared with their full-term counterparts. Auxological data at birth, 

especially BW, seems to be an important factor when conducting an ophthalmological 

diagnosis in preschool MLP children, and an increased VA was correlated to a higher 

GA. 
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ABSTRACT 

 

Purpose: To compare the safety and efficacy of transepithelial with epithelium-off 

corneal cross-linking for progressive keratoconus. 

 

Methods: In a prospective clinical trial, 70 patients with progressive keratoconus were 

randomized to undergo corneal cross-linking with intact epithelium (n = 34) or after 

deepithelialization (n = 36). The main outcome measure was a change in the maximum K 

reading (Kmax). 

 

Results: With 3-year follow-up, Kmax decreased in the epithelium-off group with a 

mean of 2.4 D and no patient showed evidence of progression. In the transepithelial 

group, Kmax increased by a mean of 1.1 D, and 20 patients (55%) showed progression of 

keratoconus. 

 

Conclusions: In this study, epithelium-off was significantly more effective than 

transepithelial corneal cross-linking in halting the progression of keratoconus (P < 

0.0001). 
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ABSTRACT 

 

Objective: Herpes zoster is a neurocutaneous disease resulting from the reactivation of 

endogenous varicella-zoster virus (VZV) in dorsal sensory or cranial nerve ganglia. 

Rarely, this infection manifests without the characteristic dermatomal rash, a condition 

termed zoster sine herpete. Viral spreading of herpes zoster in the head and neck may 

manifest as various signs and symptoms because of the multiple possible combinations of 

cranial neuropathies. With only six cases reported in the English literature up to now, 

isolated neuropathies of the vagus nerve in the absence of cutaneous lesions tend to be 

misdiagnosed as idiopathic laryngeal paralysis.  

 

Methods: We report a case of herpes zoster of the larynx in an 80-year-old man 

presenting with sore throat, dysphagia, and hoarseness.  

 

Results: Endoscopic examination revealed unilateral vocal fold paralysis, pooling of 

secretions, and mucosal vesicles of the hemilarynx. After the diagnosis of VZV infection 

with polymerase chain reaction (PCR) testing, the patient was treated with valacyclovir 

and corticosteroids, leading to complete recovery after 2 months.  

 

Conclusions: Herpes zoster of the larynx is an uncommon condition that should be 

included in the differential diagnosis of laryngeal paralysis of idiopathic cause. We 

recommend performing a thorough examination of the pharyngolaryngeal structures and 

ordering PCR testing as the diagnostic method of choice. 
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ABSTRACT 

 

Background: Dacrocystorhinostomy (DCR) is an operation used to treat nasolacrimal 

duct obstruction. Essentially there are two approaches: external and endoscopic. Several 

modalities are used in endoscopic DCR; all aiming to improve success rate, reduce 

complications, and shorten operative time. Both kerrison punch and drill are widely used 

in endoscopic DCR with non-conclusive knowledge about differences in operative details 

as well as on the outcome. The aim of this study is to compare between powered (drill) 

and non-powered (kerrison punch) DCR to clarify the superiority of one over the other.  

 

Methods: A retrospective chart review of 59 patients who underwent endoscopic DCR 

procedure at our institution from June 2013 until July 2014 (34 kerrison punch and 32 

powered drill). Operative details, surgical outcome and complications were compared 

between both groups.  

 

Results: A total of 66 endoscopic DCRs were performed on 59 patients. Procedure 

success rate among kerrison punch group was 87.88 % vs. 90.9 % in powered drill group 

(p = 0.827), while complications for both groups were statistical not significant (p = 

0.91). The mean operating time among kerrison punch group was significantly lower than 

in powered drill group (75 min vs. 125 min, p = 0.0001).  

 

Conclusion: Kerrison punch showed significant reduction in operating time when 

compared to powered drill for endoscopic DCR. No statistically significant difference 

was found between both groups regarding procedures' success rate and complication. 
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ABSTRACT 

 

Objectives: To determine the efficacy, tolerability, and safety of an aqueous extract of 

Costus speciosus (C. speciosus) rhizome in pediatric and adult patients suffering from 

acute pharyngitis and tonsillitis as an alternative to antibiotics use.  

 

Methods: This pilot cohort trial was conducted at King Abdulaziz University in Saudi 

Arabia between May and December 2014, among 15 patients with acute pharyngitis and 

tonsillitis who were administered nasal drops of aqueous extract of C. speciosus rhizome 

at a dose of 15-30 drops every 8 hours for 3 days. The primary outcome measure was the 

clinical improvement and remission rate within the first 5 days.  

 

Results: The administration of C. speciosus resulted in an improvement in acute 

symptoms in 60% of the patients treated within the first 24 hours, and remission rate of 

93% by day 5, without any recorded adverse effects.  

 

Conclusion: This study revealed a significant efficacy of the aqueous extract of C. 

speciosus rhizome in acute pharyngitis and tonsillitis. 
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ABSTRACT 

 

Objectives: To determine the efficacy, tolerability, and safety of an aqueous extract of 

Costus speciosus (C. speciosus) rhizome in pediatric and adult patients suffering from 

acute pharyngitis and tonsillitis as an alternative to antibiotics use.  

 

Methods: This pilot cohort trial was conducted at King Abdulaziz University in Saudi 

Arabia between May and December 2014, among 15 patients with acute pharyngitis and 

tonsillitis who were administered nasal drops of aqueous extract of C. speciosus rhizome 

at a dose of 15-30 drops every 8 hours for 3 days. The primary outcome measure was the 

clinical improvement and remission rate within the first 5 days.  

 

Results: The administration of C. speciosus resulted in an improvement in acute 

symptoms in 60% of the patients treated within the first 24 hours, and remission rate of 

93% by day 5, without any recorded adverse effects.  

 

Conclusion: This study revealed a significant efficacy of the aqueous extract of C. 

speciosus rhizome in acute pharyngitis and tonsillitis. 
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ABSTRACT 

 

Introduction: Oral carcinoma can cause significant defects that would necessitate a 

challenging reconstructive surgery. These techniques include biological or synthetic 

dressings, grafts, regional flaps, and free-vascularized flaps. Among these, the dural graft 

has demonstrated promising results in repairing the skull-base defects. Our aim is to 

report a new, innovative technique for partial glossectomy and floor of mouth defect 

repair using a biological dural graft dressing when primary repair was not feasible and the 

patient did not consent to dermal graft or flap interventions. 

 

Presentation of case: This article reports the outcomes from a novel intervention of 

partial glossectomy repair using a biological dural dressing derived from bovine type-I 

collagen in a 57-year-old female patient with recurrent T1N1M0 squamous cell 

carcinoma of the left-sided tongue during the 12 month period of follow-up. 

 

Discussion: The best option for large tongue defects is a free flap, while for a moderate 

defect is a regional oral flap. The biological graft, as an acellular dermal graft has been 

well known to facilitate secondary healing in the tongue as an alternative to the split-

thickness skin graft. In the current study, the dural dressing in tongue reconstruction was 

likewise shown to be an effective biological dressing; hence, the collagen membrane is 

biologically acceptable to the oral mucosa and an excellent wound graft material. 

However, it is absolutely contraindicated in bovine hypersensitive patients. 

 

Conclusion: The biological dural graft dressing appears to be an effective method for 

tongue reconstruction, as it promotes adequate wound healing and it preserves function. 
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ABSTRACT 

 

Background: The Fassier-Duval (FD) rod is a stainless-steel device widely used to 

correct bone deformities and reduce the risk of fractures in patients with osteogenesis 

imperfecta (OI). Since these are telescopic expandable rods, there has been a reluctance 

to perform magnetic resonance imaging (MRI) in patients with OI secondary to a 

theoretical risk of migration during the MRI scans. The primary aim of this study was to 

assess the risk of migration of FD rods in patients who underwent MRI of the spine. The 

secondary aims are to assess the heating effects and artifact of these implants. 

 

Methods: We retrospectively reviewed our database for all patients with OI who had 

undergone FD rodding and subsequent MRI evaluation for craniofacial and spinal 

disorders. Ten patients were eligible to be included in the study. The MRI examination 

was performed in all patients using a1.5 T magnet. The radiographic images pre-MRI and 

post-MRI were evaluated and compared to assess whether or not migration of implants 

had occurred. Patients’ charts and MRI logbooks were reviewed to assess the heating 

effects based on patient-reported events during or immediately after the MRI. In addition, 

the scans were reviewed to evaluate peri-implant soft tissues to assess for changes that 

might indicate such effect. Artifact was judged to be present if it interfered with the 

evaluation of any portion of spinal anatomy of clinical interest. 

 

Results: Ten patients underwent 19 FD roddings. The indications for MRI in these 

patients were basilar invagination, basilar impression, platybasia, and complex scoliosis. 

None of the implants have shown any migration, heating effect, or artifact. 

 

Conclusions: FD rods are safe and pose no risk of migration, heating effects, or artifact 

when undergoing an MRI of the spine using a 1.5 T magnet. With the introduction of 

magnet strengths higher than 1.5 T, further testing should be performed. 
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ABSTRACT 

 

Study Design: A biomechanical and radiographic study using vertebral analogues.  

Objectives: Kyphoplasty and vertebroplasty are widely used techniques to alleviate pain 

in fractures secondary to osteoporosis. However, cement leakage toward vital structures 

like the spinal cord can be a major source of morbidity and even mortality. We define 

safe cement injection as the volume of the cement injected into a vertebra before the 

cement leakage occurs. Our objective is to compare the amount of cement that can be 

safely injected into an osteoporotic vertebra with simulated compression fracture using 

either vertebroplasty or balloon kyphoplasty techniques.  

Methods: Forty artificial vertebral analogues made of polyurethane with osteoporotic 

cancellous matrix representing the L3 vertebrae were used for this study and were 

divided into four groups of 10 vertebrae each. The four groups tested were: low-viscosity 

cement injected using vertebroplasty, high-viscosity cement injected using 

vertebroplasty, low-viscosity cement injected using balloon kyphoplasty, and high-

viscosity cement injected using balloon kyphoplasty. The procedures were performed 

under fluoroscopic guidance. The injection was stopped when the cement started 

protruding from the created vascular channel in the osteoporotic vertebral fracture model. 

The main outcome measured was the volume of the cement injected safely into a vertebra 

before leakage through the posterior vascular channel.  

Results: The highest volume of the cement injected was in the vertebroplasty group 

using high-viscosity cement, which was almost twice the injected volume in the other 

three groups. One-way analysis of variance comparing the four groups showed a 

statistically significant difference (p < 0.005).  

Conclusions: High-viscosity cement injected using vertebroplasty delivers more cement 

volume before cement leakage and fills the vertebral body more uniformly when 

compared with balloon kyphoplasty in osteoporotic vertebrae with compression fractures. 
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ABSTRACT 

 

Background Context: Sacral agenesis is a rare congenital disorder that may have 

spinopelvic instability due to sacroiliac joint malformation. Surgical indication in patients 

with sacral agenesis is to improve their sitting balance and protect the visceral organs. 

Achieving solid arthrodesis across this congenital malformation is challenging and prone 

to non-union.  

 

Purpose: The purpose of this study was to describe a novel surgical technique with 

vascularized ribs for management of sacral agenesis and complex spinopelvic 

dissociation.  

 

Study Design: Retrospective study.  

 

Patient Sample: Six patients with sacral agenesis were reviewed and followed for a 

mean of 8.5 years after spinopelvic fusion augmented with vascularized rib graft 

spanning the lumbo-pelvic junction.  

 

Outcome Measures: The primary outcome measure was the presence or absence of a 

stable spinopelvic junction and fusion across the spine-vascular rib grafts-pelvis 

interface. The secondary outcome measures were maintenance of pelvic obliquity, 

lumbosacral kyphosis, and overall sagittal balance.  

 

Methods: The surgical procedure consisted of two-stage surgeries performed 6-12 weeks 

apart. The first stage consisted of spinal instrumentation and correction of the deformity 

via a posterior approach and impaction of one of the vascularized ribs from the spine to 

the iliac crest. The second stage consisted of an anterior thoraco-lumbar approach for 

spinal fusion and the second vascularized rib spanning the spine to the iliac crest.  

 

Results: All six patients eventually achieved a solid spinal and spinopelvic fusion. All 

vascularized ribs increased in diameter over time. Ahigh complication rate consisted 

mainly of spinal infections and prominent hardware requiring revision surgeries (a total 

of seven procedures in four patients). Two patients had decreased mobility secondary to 

spinopelvic surgery at last follow-up.  
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Conclusions: Spinopelvic fusion can be successfully achieved with this novel surgical 

technique using vascularized rib grafts. This technique allows for biological long-term 

maintenance of the sagittal deformity correction. Fusion across the lumbosacral junction 

in patients with sacral agenesis may place them at risk of losing the ability to mobilize 

independently. Recent lower profile implants have prevented implant-related 

complications. 
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ABSTRACT 

 

Essential thrombocythemia is one of the Philadelphia chromosome negative, clonal 

myeloproliferative disorders involving the hematopoietic stem cells and is characterized 

by elevated platelet counts and attendant thromboembolic phenomenon. A point mutation 

in the Janus-Activated Kinase 2 gene (JAK2V617F) accounts for nearly 50% of Essential 

thrombocythemia patients while about 10% have mutations in the thrombopoetin receptor 

(MPL) gene (MPLW515L/K). Several other genes are implicated, clearly indicating the 

existence of drivers both common and uncommon in the causation of Essential 

thrombocythemia. Genotyping for mutations will therefore be a useful diagnostic tool for 

detection of Janus-Activated Kinase 2 negative, MPL negative, Essential 

thrombocythemia patients. An integrated approach of systematic analysis leading to 

accurate diagnosis will enable risk stratification and institution of therapy following the 

World Health Organization guidelines. In addition to Janus-Activated Kinase inhibitors, a 

combination of agents that has anti-inflammatory properties could help prevention and/ 

or reversal of fibrosis. 
 

 

 

 

 

 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

352 
 

Research Title: 
Misdiagnosing absent pedicle of cervical spine in the 

acute trauma setting 

Source: 

Orthopedic Reviews 

Pagepress Publ 

Vol. 7, Issue 3, Page: 60-62 

ISSN: 2035-8164 

Month and Year of 

Publication: 
JAN 2015 

Impact Factor: n/a 

Affiliated Department(s): Orthopedics 

Author(s): 
Fahad H Abduljabbar, Felipe Rossel, Anas Nooh, Peter 

Jarzem 

Correspondent’s Email: fahadj@hotmail.com 

 

ABSTRACT 

 

Congenital absence of cervical spine pedicle can be easily misdiagnosed as facet 

dislocation on plain radiographs especially in the acute trauma setting. Additional 

imaging, including computed tomography (CT)-scan with careful interpretation is 

required in order to not misdiagnose cervical posterior arch malformation with 

subsequent inappropriate management. A 39-year-old patient presented to the emergency 

unit of our university hospital after being trampled by a cow over her back and head 

followed by loss of consciousness, retrograde amnesia and neck pain. Her initial cervical 

CT-scan showed possible C5-C6 dislocation, then, it became clear that her problem was a 

misdiagnosed congenital cervical abnormality. Patient was treated symptomatically 

without consequences. The congenital absence of a cervical pedicle is a very unusual 

condition that is easily misdiagnosed. Diagnosis can be accurately confirmed with a CT-

scan of the cervical spine. Symptomatic conservative treatment will result in resolution of 

the symptoms. 
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ABSTRACT 

 

A decade ago our group had reported that osteotomy healing was commonly delayed in 

children with moderate to severe osteogenesis imperfecta (OI) who were treated with 

intravenous pamidronate infusions. We subsequently maintained a bisphosphonate 

infusion-free interval of 4 months after osteotomy and changed the surgical approach (use 

of an osteotome instead of a power saw). In addition, zoledronic acid has become the 

standard intravenous bisphosphonate for treatment of OI at our institution. In the present 

study, we compared osteotomy healing before and after these changes were instituted. 

We evaluated bone healing post-osteotomy on standard radiographs after 261 

intramedullary rodding procedures involving osteotomies (139 femur, 112 tibia) in 110 

patients (age at surgery 1.2 to 20.4 years). Delayed healing was diagnosed when the 

osteotomy line was visible 12 months after the event. We observed delayed bone healing 

after 48 of the 114 osteotomies (42%) performed with the new approach, and in 106 of 

the 147 osteotomies (72%) using the previous approach (p=0.001). The odds for delayed 

osteotomy healing were significantly lower with the new approach even after adjustment 

for age, sex, height Z-score, weight Z-score, OI type, and bone involved (odds 

ratio=0.17; 95% confidence interval 0.16-0.47). Thus, delayed osteotomy healing 

occurred less frequently in the past 10 years than in the decade before that. It is likely that 

this improved result is attributable to the implemented changes in both medical and 

surgical management. 
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ABSTRACT 

 

Objective: Determine whether closed suction wound drains decrease the incidence of 

postoperative complications compared with no drain use in patients undergoing spine 

surgery for lumbar degenerative conditions.  

 

Methods: Electronic databases and reference lists of key articles were searched up 

through January 22, 2015, to identify studies comparing the use of closed suction wound 

drains with no drains in spine surgery for lumbar degenerative conditions. Outcomes 

assessed included the cumulative incidence of epidural hematoma, superficial and deep 

wound infection, and postoperative blood transfusion. The overall strength of evidence 

across studies was based on precepts outlined by the Grades of Recommendation 

Assessment, Development and Evaluation Working Group.  

 

Results: Five heterogeneous studies, three randomized controlled trials, and two cohort 

studies form the evidence basis for this report. There was no difference in the incidence 

of hematoma, superficial wound infection, or deep infection in patients with compared 

with patients without closed suction wound drains after lumbar surgery. The upper 

bounds of the 95% confidence interval for hematoma ranged from 1.1 to 16.7%; for 

superficial infection, 1.0 to 7.3%; and for deep infection, 1.0 to 7.1%. One observational 

study reported a 3.5-fold increase in the risk of blood transfusion in patients with a drain. 

The overall strength of evidence for these findings is considered low or insufficient.  

 

Conclusions: Conclusions from this systematic review are limited by the quality of 

included studies that assessed the use of closed suction wound drains in lumbar spine 

surgeries for degenerative conditions. We believe that spine surgeons should not 

routinely rely on closed suction wound drains in lumbar spine surgery until a higher level 

of evidence becomes available to support its use. 
 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

355 
 

 

Department of 

Pathology 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

356 
 

 

Department of Pathology 
 

Head of Department 
   صوان إبراهيم صادق علي.د

Members 
 

  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

357 
 

Research Title: 
A Clinicopathological Study of C1q Nephropathy at King 

Abdulaziz University 

Source: 
Iranian Journal of Kidney Diseases 

Vol. 9, Issue 4, Page: 279-285 

ISSN: 1735-8604 

Month and Year of 

Publication: 
JUL 2015 

Impact Factor: 0.979 

Affiliated Department(s): Pathology 

Author(s): Ghadeer A Mokhtar, Sawsan M Jalalah 

Correspondent’s Email: Ghadeer200@hotmail.com 

 

ABSTRACT 

 

Introduction: C1q nephropathy is a relatively rare idiopathic glomerulopathy 

characterized by mesangial immunoglobulin and complement deposits with dominance or 

co-dominance of C1q, with no evidence of systemic lupus erythematosus. We describe 

the incidence, clinical manifestation, histopathological features, and follow-up of patients 

with C1q nephropathy at our institute. 

 

Materials and Methods: Of 750 kidney biopsy specimens obtained in the period of 

January 2000 to December 2011, all the cases that meet the criteria for the diagnosis of 

C1q nephropathy were retrieved.  The histological slides were examined and the clinical 

charts were reviewed by 2renal pathologists. 

 

Results: We had 11 patients, all children, that met the criteria for the diagnosis of C1q 

nephropathy accounting for an incidence of 1.5%.  The mean age at the time of 

presentation was 3.7 years and all the patients were presented with nephrotic syndrome. 

Two patients had microhematuria and 2 had hypertension. Histological examination of 

these cases showed variable degrees of mesangial cells hypercellularity and matrix 

expansion with focal segmental glomerulosclerosis observed in 2 cases. Nine patients 

were steroid resistant (82%) and 2 were steroid dependent. Six patients required 

immunosuppressive therapy and 1 patient developed end-stage renal disease. 

 

Conclusions: In our series, C1q nephropathy affected predominantly young children. 

Mesangioproliferative pattern was the most frequent histopathological finding in these 

patients. Clinically, despite steroid resistance, the patients had a relatively good outcome; 

the worst prognostic outcome was associated with collapsing glomerulopathy. 
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ABSTRACT 

 

Eighty six cases of invasive ductal breast carcinomas were utilized to investigate GSTP1 

polymorphisms in certain immunohistochemistry (IHC) subtypes of breast cancer with 

respect to ER, PR and HER2 expression. The frequency of wild allele homozygote, 

heterozygote and variant allele homozygote genotypes were 46.5%, 52.3% and 1.16% 

respectively; Whereas 54.3% of the control subjects were GSTP1 wild type allele 

homozygous, 40.0% were heterozygous and 5.71% mutant allele homozygous. There was 

dramatic inverted relation between positive IHC ER staining and increasing grade of 

tumors in general (100%, 88.6%, 40.4%) and especially among tumors with heterozygote 

genotype of GSTP1 (70%, 35.4%, 22.7). There was increase in positive IHC HER2 

staining consistent with higher grades in general (20%, 29.6%, 50.0%), especially among 

tumors with GSTP1 wild allele homozygote genotype (5.0%, 9.1%, 31.8%). A 

remarkable reverse relation was also observed between the fraction of IHC hormone 

receptor phenotype ER+/PR+/ HER2- and increased grade of tumors (60.0%, 45.5%, and 

27.3%) especially among tumors with GSTP1 heterozygote genotype, and a similar link 

was noted regarding ER+/PR-/ HER2- and tumor grade. There was increase in frequency 

of ER-/PR-/ HER2- (0.0%, 6.8%, and 18.2%) and ER-/PR-/ HER2+ (0.0%, 4.54%, and 

40.9%) consistent with the higher grades of tumors in general and especially GSTP1 

heterozygote genotype tumors. As a conclusion, there is no correlation between GSTP1 

polymorphism and increased risk of breast cancer i.e. the mutant allele is randomly 

distributed in cancer and control cases. However, there is a link between GSTP1 

genotypes and hormone receptor expression status and certain phenotypes of breast 

cancer, which may have clinical importance. 
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ABSTRACT 

 

Background: The contribution of genetic factors to the development of breast cancer in 

the admixed and consanguineous population of the western region of Saudi Arabia is 

thought to be significant as the disease is early onset. The current protocols of continuous 

clinical follow-up of relatives of such patients are costly and cause a burden on the 

usually over-stretched medical resources. Discovering the significant contribution of 

BRCA1.2 mutations to breast cancer susceptibility allowed for the design of genetic tests 

that allows the medical practitioner to focus the care for those who need it most. 

However, BRCA1.2 mutations do not account for all breast cancer susceptibility genes 

and there are other genetic factors, known and unknown that may play a role in the 

development of such disease. The advent of whole-exome sequencing is offering a 

unique opportunity to identify the breast cancer susceptibility genes in each family of 

sufferers. The polymorphisms mutations identified will then allow for personalizing the 

genetic screening tests accordingly. To this end, we have performed wholeexome 

sequencing of seven breast cancer patients with positive family history of the disease 

using the Agilent SureSelect T Whole-Exome Enrichment kit and sequencing on the 

SOLiD T platform.  

 

Results: We have identified several coding single nucleotide variations that were either 

novel or rare affecting genes controlling DNA repair in the BRCA1.2 pathway.  

 

Conclusion: The disruption of DNA repair pathways is very likely to contribute to breast 

cancer susceptibility in the Saudi population." 
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ABSTRACT 

 

Background: Increased mesenchymal-epithelial transition factor gene (c-MET) 

expression in several human malignancies is related to increased tumour progression. The 

aim of the present study is to explore the relationship between immunohistochemical 

expression of c-MET in colorectal carcinoma (CRC) and the clinicopathological 

characteristics and follow up data, to compare the expression of c-MET in primary CRC 

and its metastasis in lymph nodes and to test its validity as independent prognostic factor.  

 

Methods: Hundred and thirty-five archival CRC and nodal metastases samples were 

collected from King Abdulaziz University Hospital, Saudi Arabia. Tissue microarrays 

were constructed and immunohistochemistry was done to detected c-MET protein 

expression. Appropriate statistical analysis was performed.  

 

Results: High c-MET immunostaining was significantly associated with tumour size 

larger than 5 cm (p < 0.003) and in left colon subsite (p < 0.05). There was no significant 

correlation between c-MET protein expression and age, sex, degree of differentiation, 

tumour invasion, presence of nodal metastasis, lymphovascular invasion, status of 

surgical resection margin, or presence of distant metastasis. Furthermore, no association 

between c-MET protein expression and disease free survival. High protein expression of 

c-MET is associated with the incidence of local disease recurrence (p < 0.012).  

 

Conclusion: c-MET is a new promising target that may help in understanding the 

pathogenesis of CRC, and to be used as independent prognostic biomarker to predict 

local disease recurrence in CRC. Further molecular in vitro and in vivo studies are 

required to pursue c-MET as potential molecular marker of metastases and test the 

possibility of its incorporation as a new targeted therapeutic target. 
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ABSTRACT 

 

This study is to analyze the usefulness of DNA methylation in eight candidate genes as 

tumor markers in bladder cancer of Schistosoma-associated and non-Schistosoma-

associated bladder cancer. Methy Light assay was utilized to investigate the DNA 

methylation status of eight cancer related genes using DNA extracted from paraffin-

embedded (FFPE) tissues of Saudi patients with bladder cancer of both Schistosoma-

associated and non-Schistosoma-associated. These genes include TIMP3, RASSF1A, 

SLIT2, SOCS1, RUNX3, NEUROG1, IGF2 and CACNA1G. 85% of the investigated 

samples displayed detectable methylation level in one up to six genes. None of the 45 

samples reacted positively to all genes. On other hand, only seven cases did not display 

any methylation. The correlations between methylation and the investigated genes were 

illustrated. SLIT2 was the most frequently methylated gene and none of the investigated 

cases showed methylation to all eight genes. Methylation in Saudi patients with non-

Schistosoma-associated bladder cancer was higher than the Schistosoma-associated 

bladder cancer. There is a need for further work covering panel of genes to correlate them 

with further factors related to the clinical and pathological aspects. 
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ABSTRACT 
 

Background: Whereas 40 % to 70 % of papillary thyroid carcinomas (PTCs) are 

characterized by a BRAF mutation (BRAF(mut)), unified biomarkers for the genetically 

heterogeneous group of BRAF wild type (BRAF(wt)) PTCs are not established yet. Using 

state-of-the-art technology we compared RNA expression profiles between conventional 

BRAF(wt) and BRAF(mut) PTCs.  

Methods: Microarrays covering 36,079 reference sequences were used to generate whole 

transcript expression profiles in 11 BRAF(wt) PTCs including five micro PTCs, 14 

BRAF(mut) PTCs, and 7 normal thyroid specimens. A p-value with a false discovery rate 

(FDR) < 0.05 and a fold change > 2 were used as a threshold of significance for differential 

expression. Network and pathway utilities were employed to interpret significance of 

expression data. BRAF mutational status was established by direct sequencing the hotspot 

region of exon 15.  

Results: We identified 237 annotated genes that were significantly differentially expressed 

between BRAF(wt) and BRAF(mut) PTCs. Of these, 110 genes were down-and 127 were 

upregulated in BRAF(wt) compared to BRAF(mut) PTCs. A number of molecules involved 

in thyroid hormone metabolism including thyroid peroxidase (TPO) were differentially 

expressed between both groups. Among cancer-associated molecules were ERBB3 that was 

downregulated and ERBB4 that was upregulated in BRAF(wt) PTCs. Two microRNAs were 

significantly differentially expressed of which miR492 bears predicted functions relevant to 

thyroid-specific molecules. The protein kinase A (PKA) and the G protein-coupled receptor 

pathways were identified as significantly related signaling cascades to the gene set of 237 

genes. Furthermore, a network of interacting molecules was predicted on basis of the 

differentially expressed gene set.  

Conclusions: The expression study focusing on affected genes that are differentially 

expressed between BRAF(wt) and BRAF(mut) conventional PTCs identified a number of 

molecules which are connected in a network and affect important canonical pathways. The 

identified gene set adds to our understanding of the tumor biology of BRAF(wt) and 

BRAF(mut) PTCs and contains genes/biomarkers of interest. 
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ABSTRACT 

 

Background: Follicular variant of papillary thyroid carcinoma (FVPTC) and follicular 

adenoma (FA) are histologically closely related tumors and differential diagnosis remains 

challenging. RNA expression profiling is an established method to unravel molecular 

mechanisms underlying the histopathology of diseases. 

 

Methods: BRAF mutational status was established by direct sequencing the hotspot 

region of exon 15 in six FVPTCs and seven FAs. Whole-transcript arrays were employed 

to generate expression profiles in six FVPTCs, seven FAs and seven normal thyroid 

tissue samples. The threshold of significance for differential expression on the gene and 

exon level was a p-value with a false discovery rate (FDR) < 0.05 and a fold change 

cutoff > 2. Two dimensional average linkage hierarchical clustering was generated using 

differentially expressed genes. Network, pathway, and alternative splicing utilities were 

employed to interpret significance of expression data on the gene and exon level. 

 

Results: Expression profiling in FVPTCs and FAs, all of which were negative for a 

BRAF mutation, revealed 55 transcripts that were significantly differentially expressed, 

40 of which were upregulated and 15 downregulated in FVPTCs vs. FAs. Amongst the 

most significantly upregulated genes in FVPTCs were GABA B receptor, 2 (GABBR2), 

neuronal cell adhesion molecule (NRCAM), extracellular matrix protein 1 (ECM1), 

heparan sulfate 6-O-sulfotransferase 2 (HS6ST2), and retinoid X receptor, gamma 

(RXRG). The most significantly downregulated genes in FVPTCs included interaction 

protein for cytohesin exchange factors 1 (IPCEF1), G protein-coupled receptor 155 

(GPR155), Purkinje cell protein 4 (PCP4), chondroitin sulfate N-

acetylgalactosaminyltransferase 1 (CSGALNACT1), and glutamate receptor interacting 

protein 1 (GRIP1). Alternative splicing analysis detected 87 genes, 52 of which were also 

included in the list of 55 differentially expressed genes. Network analysis demonstrated 

multiple interactions for a number of differentially expressed molecules including 

vitamin D (1,25- dihydroxyvitamin D3) receptor (VDR), SMAD family member 9 
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(SMAD9), v-kit Hardy-Zuckerman 4 feline sarcoma viral oncogene homolog (KIT), and 

RXRG.  

 

Conclusions: This is one of the first studies using whole-transcript expression arrays to 

compare expression profiles between FVPTCs and FAs. A set of differentially expressed 

genes has been identified that contains valuable candidate genes to differentiate both 

histopathologically related tumor types on the molecular level. 
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ABSTRACT 

 

Background: In men, bladder cancer (BC) is the fourth most common type of cancer and 

a leading cause of cancer-related death globally. p27Kip1 is a member of the Cip/Kip 

family of the cyclin kinase inhibitors superfamily (CKIs), which regulate cell cycle 

progression at the G1-S checkpoint. The expression of p27Kip1 has been shown to be 

associated with various human malignancies. The aim of the current study is to analyze 

the expression pattern of p27 in urothelial carcinoma of the bladder in Saudi cancer 

patients and correlate it with clinical outcome. 

 

Methods: Analysis of p27 expression was performed by immunohistochemistry using 

tissue microarray of bladder cancer specimens obtained 114 patients who underwent 

surgical resection for BC at King Abdulaziz University Hospital, KSA. The degree of 

immuno-reactivity was correlated with the patients’ clinical parameters including tumour 

type, grade, stage, and survival. Statistical analysis was performed using SPSS statistical 

software. 

 

Results: A total of 50% of patients (57 out of 114) showed positive expression of p27 

protein. Immunohistochemical staining of p27 antibody exhibited nuclear localization. 

Interestingly, loss of p27 expression correlated significantly with increased tumour grade 

(p = 0.0002) and muscle invasion (p = 0.014). No association was observed between p27 

levels and other pathological parameters (age, gender, stage, recurrence). More 

importantly patients with reduced p27 expression had trend toward poorer survival (p = 

0.069, log-rank test). 

 

Conclusion: This is the first study to describe the expression of p27 in bladder cancer 

patients of Arab origin. This data indicates that p27 plays an important role in bladder 

carcinogenesis and high p27 levels could help in the stratification and the management of 

high risk BC population. 
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ABSTRACT 

 

Invasive ductal carcinoma of the breast is the most common cancer affecting women 

worldwide. The marked heterogeneity of breast cancer is matched only with the 

heterogeneity in its associated or causative factors. Breast cancer in Saudi Arabia is 

apparently an early onset with many of the affected females diagnosed before they reach 

the age of 50 years. One possible rationale underlying this observation is that 

consanguinity, which is widely spread in the Saudi community, is causing the 

accumulation of yet undetermined cancer susceptibility mutations. Another factor could 

be the accumulation of epigenetic aberrations caused by the shift toward a Western-like 

lifestyle in the past two decades. In order to shed some light into the molecular 

mechanisms underlying breast cancer in the Saudi community, we identified KLOTHO 

(KL) as a tumor-specific methylated gene using genome-wide methylation analysis of 

primary breast tumors utilizing the MBD-seq approach. KL methylation was frequent as 

it was detected in 55.3 % of breast cancer cases from Saudi Arabia (n = 179) using 

MethyLight assay. Furthermore, KL is downregulated in breast tumors with its 

expression induced following treatment with 5-azacytidine. The involvement of KL in 

breast cancer led us to investigate its relationship in the context of breast cancer, with one 

of the protagonists of its function, fibroblast growth factor receptor 4 (FGFR4). 

Overexpression of FGFR4 in breast cancer is frequent in our cohort and this 

overexpression is associated with poor overall survival. Interestingly, FGFR4 expression 

is higher in the absence of KL methylation and lower when KL is methylated and 

presumably silenced, which is suggestive of an intricate relationship between the two 

factors. In conclusion, our findings further implicate “metabolic” genes or pathways in 

breast cancer that are disrupted by epigenetic mechanisms and could provide new 

avenues for understanding this disease in a new context. 
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ABSTRACT 

 

Background: In 2007 Faculty of Medicine (FOM), King Abdulaziz University (KAU) 

reoriented the medical curriculum and integrated professionalism. This study was 

conducted to assess the perception of professionalism attitudes by medical graduates who 

graduated from the new curriculum that incorporated the professionalism module and 

compare it to those who did not. 

 

Methods: This cross sectional study was conducted at the teaching hospital of the FOM, 

KAU using a modified version of the well-constructed questionnaire designed to assess 

the student’s attitudes toward professionalism was distributed to all interns in the 

academic year of 2013-2014. Statistical analysis was carried out using Statistical Package 

of Social Science (SPSS) version 16. 

 

Results: Higher mean scores with significant differences in all aspects of professionalism 

were observed in interns graduated from the new curriculum when compared to those of 

the old one and was previously reported by Eldeek et al., (2012). The importance of 

adhering to high ethical and moral behavior and the need of humanity in the efficacy of 

the medical practice were the most significant attributes with effect size of 0.64 and 0.58 

respectively. Studying in the clinical years represented the first helpful source of the 

participant to develop their perception about professionalism. 

 

Conclusion: The new developed curriculum at the FOM succeeded to improve the 

graduate perception about professionalism. 
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ABSTRACT 

 

Background: Colon and colorectal cancer (CRC) research has entered a new era with 

recent updates of molecular events and prognostic markers. Among other prognostic 

markers, exaggerated expression of nuclear CCND1 has key role in tumour pathogenesis 

and metastases of CRC and has also been claimed to predict response to treatment. 

 

Objectives: This study was designed to evaluate the prognostic and predictive value of 

CCND1 in CRC and the correlation of CCND1 expression with the different 

clinicopathological parameters. 

 

Methods: Paraffin blocks from 117 primary CRC were retrieved from the archives of the 

Department of Pathology at King Abdulaziz University. Tissue microarrays were 

designed and constructed. The immunostaining of CCND1 was performed and analysed. 

 

Results: There were more cases with low nuclear immunoexpression of CCND1in both 

primary tumours and nodal metastasis (p < 0.001). Cyclin D1 did not show association 

with clinicopathological features except with lymphovascular invasion. Low nuclear 

immunoexpression of CCND1 was associated with negative lymphovascular invasion (p 

= 0.046). There was no statistically significant correlation between CCND1 

immunoexpression and survival probability (Log Rank = 2.474, p = 0.116). 

 

Conclusion: Our study indicates that CCND1 immunoexpression cannot be used as a 

predictor of survival in CRC. It also shows no significant correlation with 

clinicopathological features except with lymphovascular invasion. 
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ABSTRACT 

 

Introduction: PAX 8 is a transcription factor that belongs to PAX gene family. The data 

on the diagnostic applications of PAX-8 is limited. In this study, the expression of PAX-8 

in colorectal, endometrial and ovarian carcinomas is evaluated.  

 

Material and methods: Tissue microarrays were prepared from archival of colorectal 

carcinomas (n: 133), endometrial carcinomas (n: 79) and ovarian carcinomas (75) 

obtained from the Department of Pathology at King Abdulaziz University Jeddah, Saudi 

Arabia. Tissue sections were immunostained using monoclonal antibodies to PAX-8. The 

immunohistochemical stains were scored semiquantitatively from 0 to 4+.  

 

Results: PAX-8 immunoexpression was detected in 132/ 154 (83%) of the Mullerian 

carcinomas (93 and 43% for non-mucinous and mucinous carcinomas, respectively). 

PAX-8 expression was found in all serous carcinomas from ovarian and endometrial 

origin. PAX-8 was not detected in any of the colorectal carcinoma.  

 

Conclusion: PAX-8 is a sensitive marker for non-mucinous carcinomas of Mullerian 

origin and it is a useful marker in differentiating endometrial and ovarian carcinomas 

from colorectal carcinomas. 
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ABSTRACT 

 

To assess the efficacy of using autologous stromal vascular fraction (SVF) to promote 

healing of controlled fistula tracts in the management of postoperative upper 

gastrointestinal leakage. This is an experimental study conducted on 10 experimental 

rabbits. Animal models were divided into the SVF group which received an autologous 

SVF and the control group which did not receive the implantation. Surgery was 

performed on both groups to induce a gastric leak and create a controlled fistula tract 

between the leakage site in the stomach and the skin. After 2 weeks, surgery was 

performed on the SVF group to harvest, process and then implant the autologous SVF in 

the fistula tract. Animal models were followed up and their fistula tracts were evaluated 

for healing by gross and microscopic examination of the fistula tracts before the SVF 

implantation and at 24 hours, 1 week, 2 weeks and 3 weeks after implantation. The 

control group revealed no closure of fistula tracts by the 3rd week after implantation and 

there were no signs of inflammation or drainage. On the other hand, the SVF group 

showed signs of healing process with progressive closure of the fistula tract to about 95% 

by the 3rd week after implantation. The use of autologous SVF implantation to promote 

the healing of controlled fistula tracts seems to be a novel, safe and effective method in 

the management of postoperative upper gastrointestinal leakage. It could prevent 

reoperation and reduce hospital stay, morbidity and mortality. These results are 

promising and provide support for further clinical studies. 
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ABSTRACT 

 

The S100A8 and epidermal growth factor receptor (EGFR) proteins are proto-oncogenes 

that are strongly expressed in a number of cancer types. EGFR promotes cellular 

proliferation, differentiation, migration and survival by activating molecular pathways. 

Involvement of proinflammatory S100A8 in tumor cell differentiation and progression is 

largely unclear and not studied in kidney cancer (KC). S100A8 and EGFR are potential 

therapeutic biomarkers and anticancer drug targets for KC. In this study, we explored 

molecular mechanisms of interaction profiles of both molecules with potential anticancer 

drugs. We undertook transcriptional profiling in Saudi KCs using Affymetrix HuGene 

1.0 ST arrays. We identified 1478 significantly expressed genes, including S100A8 and 

EGFR overexpression, using cut-off p=value <0.05 and fold change >= 2. Additionally, 

we compared and confirmed our findings with expression data available at NCBI's GEO 

database. A significant number of genes associated with cancer showed involvement in 

cell cycle progression, DNA repair, tumor morphology, tissue development, and cell 

survival. Atherosclerosis signaling, leukocyte extravasation signaling, notch signaling, 

and IL-12 signaling were the most significantly disrupted signaling pathways. The 

present study provides an initial transcriptional profiling of Saudi KC patients. Our 

analysis suggests distinct transcriptomic signatures and pathways underlying molecular 

mechanisms of KC progression. Molecular docking analysis revealed that the kinase 

inhibitor "midostaurin" has amongst the selected drug targets, the best ligand properties 

to S100A8 and EGFR, with the implication that its binding inhibits downstream signaling 

in KC. This is the first structure-based docking study for the selected protein targets and 

anticancer drug, and the results indicate S100A8 and EGFR as attractive anticancer 

targets and midostaurin with effective drug properties for therapeutic intervention in KC. 
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ABSTRACT 

 

Objective: To present the histopathological and clinical correlation of mycetoma among 

patients attending King Abdulaziz University Hospital between 1998-2013. 

 

Methods: The data of all histopathologically diagnosed mycetomas in the period 

between January 1998 and January 2013 were collected through a computerized database 

search of the anatomic pathology archives at King Abdulaziz University Hospital. The 

collected data were analysed. Identification of species were performed for five patients 

using 16S ribosomal DNA and internal transcribed spacer 2. 

 

Results: There were 19 patients with mycetoma with an average age of 44.26 years and 

male: female ratio of 4:1. Actinomycetoma were 63.15% and eumycetoma were 36.84%. 

All patients presented with the classic lesions; presenting as painless subcutaneous mass, 

sinuses and discharge containing grains. The swellings were of slow evolution, with 

preferential foot localization. Species specification performed for samples from five 

patients with active lesions revealed species of Actinomyces israelii and Madurella 

mycetomatis in respective cases. 

 

Conclusions: Actinomycetoma is more common than eumycetoma in this region. The 

fact that one of the patients with eumycetoma was a Saudi national raises the possibility 

of an indigenous species similar to Maduraella mycetomatis to be further explored for 

characteristics and pathogenesis. The disease has to be prioritized again and more robust 

and quick molecular diagnostic tools should be made available in order to save patients 

form disfiguring amputations. 
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ABSTRACT 

 

The pathologic features of adult-onset leukoencephalopathy/leukodystrophy with axonal 

spheroids (ALAS) are variable, and this has led to different hypotheses as to whether 

primarily demyelination or axonopathy may underlie this disorder. Typical ALAS 

pathology is rarely accompanied by focal multiple sclerosis (MS)-like plaques. In ALAS 

pathology accompanied by focal multiple sclerosis (MS)-like plaques cases, the 

pathologic features cannot be distinguished from those of progressive MS with diffusely 

abnormal white matter. To clarify these issues, we examined neuropathologic features in 

159 representative samples from 5 ALAS cases (3 men and 2 women aged 39-61 years) 

and in 95 representative samples from 3 chronic MS cases (1 man and 2 women aged 50-

73 years). The white matter abnormalities in ALAS cases were characterized by 3 

evolving stages: 1) white matter with numerous spheroids in a background of well-

myelinated fibers; 2) moderate loss of myelinated fibers with sparse to moderate number 

of spheroids; and 3) leukodystrophy-like pattern of confluent axonal and myelin loss. The 

application of this staging system suggests that myelin loss in ALAS is preceded by 

axonopathy. In progressive MS cases, the diffusely abnormal white matter pathology 

could be attributed to both primary demyelination and axonopathy. Some cases with 

predominant axonopathy are difficult to distinguish from cases with ALAS. 
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ABSTRACT 

 

The association between pseudomyxoma peritonei [A2](PMP[A3])and appendicular or 

ovarian mucinous tumors is usually reported in the literature while the association with 

endometrial carcinoma is exceptional. Although there has been always a continuous 

debate regarding its primary origin, tumors of appendix and ovary remain the most 

common primary sites for this disease. The association of PMP with two primaries from 

endometrial mucinous adenocarcinoma and appendicular mucinous tumor is very rare. So 

we report this case to raise the awareness among clinicians about this rare tumor 

association. 
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ABSTRACT 

 

Colorectal carcinoma is a significant source of major morbidity and mortality. Sonic 

hedgehog (Shh) is expressed in normal gastrointestinal tract mucosa and in many 

malignancies. The purpose of the present study is to investigate the relationship between 

Shh immunoexpression in CRC and clinicopathological characteristics. Paraffin blocks of 

155 primary CRCs and 37 nodal metastases were retrieved and tissue microarrays were 

constructed. Immunohistochemistry was performed using anti-Shh antibody. 

Immunostaining was scored and results were analysed in relation to the 

clinicopathological parameters. Shh was overexpressed in primary CRC (p = 0.02) and in 

nodal metastasis (p = 0.004). There was no difference between Shh immunoexpression in 

primary CRC and in nodal metastasis (p = 0.941). High Shh immunoexpression was 

associated with well differentiated tumours (p = 0.004). However, there was no 

association with other clinicopathological parameters. Shh overexpression was not 

associated disease free survival (log-rank = 0.079, p = 0.778). Shh is overexpressed in 

well differentiated CRC. However, Shh is not associated with other clinicopathological 

and prognostic factors. Loss of Shh may be associated with proliferation and loss of 

differentiation in CRC. Further molecular studies are required to address the potential 

importance of Shh signalling in CRC and to test Shh inhibitors and activators as potential 

therapeutic targets in CRC. 
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ABSTRACT 

 

The aim of the present study is to investigate the effect and potential mechanism of action 

of 6-gingerol on alterations of vascular reactivity in the isolated aorta from diabetic rats. 

Male Wistar rats were divided into two experimental groups, control and diabetics. 

Diabetes was induced by a single intraperitoneal injection of streptozotocin (50 mg kg(-

1)), and the rats were left for 10 weeks to develop vascular complications. The effect of 

in vitro incubation with 6-gingerol (0.3-3 mu M) on the vasoconstrictor response of the 

isolated diabetic aortae to phenylephrine and the vasodilator response to acetylcholine 

was examined. Effect of 6-gingerol was also examined on aortae incubated with 

methylglyoxal as an advanced glycation end product (AGE). To investigate the 

mechanism of action of 6-gingerol, the nitric oxide synthase inhibitor N omega-nitrol-

arginine methyl ester hydrochloride (100 mu M), guanylate cyclase inhibitor methylene 

blue (5 mu M), calcium-activated potassium channel blocker tetraethylammonium 

chloride (10 mM), and cyclooxygenase inhibitor indomethacin (5 mu M) were added 30 

minutes before assessing the direct vasorelaxant effect of 6-gingerol. Moreover, in vitro 

effects of 6-gingerol on NO release and the effect of 6-gingerol on AGE production were 

examined. Results showed that incubation of aortae with 6-gingerol (0.3-10 mu M) 

alleviated the exaggerated vasoconstriction of diabetic aortae to phenylephrine in a 

concentration-dependent manner with no significant effect on the impaired relaxatory 

response to acetylcholine. Similar results were seen in the aortae exposed to 

methylglyoxal. In addition, 6-gingerol induced a direct vasodilation effect that was 

significantly inhibited by N omega-nitro-l-arginine methyl ester hydrochloride and 

methylene blue. Furthermore, 6-gingerol stimulated aortic NO generation but had no 

effect on AGE formation. In conclusion, 6-gingerol ameliorates enhanced vascular 

contraction in diabetic aortae, which may be partially attributed to its ability to increase 

the production of NO and stimulation of cyclic guanosine monophosphate. 
 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

382 
 

Research Title: 
A new focus of autochthonous transmission of Cordylobia 

anthropophaga in Saudi Arabia 

Source: 

Journal of Microscopy and Ultrastructure 

Elsevier 

Page: 1-4 

ISSN: 2213-879X 

Month and Year of 

Publication: 
JAN 2015 

Impact Factor: n/a 

Affiliated Department(s): Pediatrics; Microbiology and Medical Parasitology 

Author(s): 
Mohammed A Afifi, Asif A Jiman-Fatani, Fayza I Alsiny, 

Wasim S Anshasi 

Correspondent’s Email: n/a 

 

ABSTRACT 

 

Background: Cordylobia anthropophaga, is responsible for nodular cutaneous myiasis in 

sub-Saharan Africa. The fly has long been limited to tropical Africa except for Asir 

Province, Saudi Arabia. Al Baha Province; north of Asir has an ecological pattern close 

to that dominant in subtropical Africa. The Southern parts of Saudi Arabia, including Al 

Baha, are considered part of the Afro-tropical zoogeographical belt where C. 

anthropophaga is dominant. A case, with cutaneous nodular lesions, was presented to us, 

where comprehensive investigations were done to establish the diagnosis and to relate it 

to the known epidemiological background. 

 

Materials and methods: A thorough history taking, comprehensive clinical examination 

and an intensive parasitological examination on a viable larva recovered from the 

cutaneous lesions, were performed. Taxonomic identification of the larva was done based 

on various criteria including shape, size, cuticle spine pattern and the posterior spiracles 

of the recovered larva. 

 

Results: We report a case of cutaneous myiasis, caused by Cordylobia anthropophaga, 

indigenously acquired in Al-Baha. The recovered larva was identified as the third instar 

of C. anthropophaga. With no history of travel to Africa or to Asir, along with a 

comprehensive epidemiological assessment, an autochthonous pattern of transmission 

was confirmed. 

 

Conclusion: We present a new focus of autochthonous transmission of C. anthropophaga 

in Saudi Arabia suggesting a need for an epidemiological reassessment. We also propose 

considering Cordylobia myiasis as a differential diagnosis in furuncular skin lesions, even 

in individuals with no history of traveling to Africa. 
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ABSTRACT 

 

Steroid-resistant nephrotic syndrome (SRNS) is the second most frequent cause of ESRD 

in the first two decades of life. Effective treatment is lacking. First insights into disease 

mechanisms came from identification of single-gene causes of SRNS. However, the 

frequency of single-gene causation and its age distribution in large cohorts are unknown. 

We performed exon sequencing of NPHS2 and WT1 for 1783 unrelated, international 

families with SRNS. We then examined all patients by microfluidic multiplex PCR and 

next-generation sequencing for all 27 genes known to cause SRNS if mutated. We 

detected a single-gene cause in 29.5% (526 of 1783) of families with SRNS that 

manifested before 25 years of age. The fraction of families in whom a single-gene cause 

was identified inversely correlated with age of onset. Within clinically relevant age 

groups, the fraction of families with detection of the single-gene cause was as follows: 

onset in the first 3 months of life (69.4%), between 4 and 12 months old (49.7%), 

between 1 and 6 years old (25.3%), between 7 and 12 years old (17.8%), and between 13 

and 18 years old (10.8%). For PLCE1, specific mutations correlated with age of onset. 

Notably, 1% of individuals carried mutations in genes that function within the coenzyme 

Q(10) biosynthesis pathway, suggesting that SRNS may be treatable in these individuals. 

Our study results should facilitate molecular genetic diagnostics of SRNS, etiologic 

classification for therapeutic studies, generation of genotype-phenotype correlations, and 

the identification of individuals in whom a targeted treatment for SRNS may be available. 
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ABSTRACT 

 

Objectives: To evaluate the outcome of percutaneous transluminal angioplasty (PTA) in 

children with renovascular hypertension (RVH) treated at a single centre over 29 years.  

 

Methods: A retrospective study of the medical charts of all children with RVH who 

underwent PTA between 1984 and 2012. The primary outcome measurement was blood 

pressure (BP) achieved after the procedure. The BP before the procedure was compared 

with that at last available follow-up, 6 (range 0.6-16) years after the initial procedure.  

 

Results: Seventy-eight children with median (range) age of 6.5 (0.5-17) years were 

studied. Twenty-three (29.5%) had an underlying syndrome, 35 (44.9%) children had 

bilateral renal artery stenosis (RAS), 18 (23%) intrarenal disease and 11(14%) showed 

bilateral RAS and intrarenal disease. Twenty (25.6%) children had mid-aortic syndrome 

and 14 (17.9%) cerebrovascular disease. One hundred and fourteen PTA procedures were 

carried out including 31 stent insertions. Following PTA, BP was improved in 49 (62.8%) 

children and of those 18 (23.1%) were cured. Children with involvement of only the main 

renal arteries showed improved BP control in 79.9% of the children with cure in 39.5%. 

BP was intentionally maintained above the 95th centile for age and height in four 

children with coexistent cerebrovascular disease. No change in BP was seen in 18 

children despite observed technical success of the PTA, and in seven children due to 

technical failure of the procedure.  

 

Conclusions: PTA provided a clinical benefit in 62.8% of children with RVH. 
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ABSTRACT 
 

Background: Asthma, a common lung disease in children, is caused by excessive 

immune responses to environmental antigens. 

 

Objective: Given the immuno-modulatory properties of vitamin D, the aim of the current 

study was to investigate the relationship between vitamin D levels and markers of asthma 

severity. 

 

Methods: This was investigated in a 70 Saudi children with and without asthma and were 

recruited from the King Abdul Aziz University Hospital, Jeddah, Saudi Arabia, over the 

period of 11 months (May 2011-April 2012). Childhood asthma control test instrument 

was employed to assess the level of asthma control among asthmatic patients. 

Anthropometric measurements were taken and interviewer-administrated questionnaire 

was completed for all study participants. Pulmonary function test was performed by 

recording changes in the peak expiratory flow. Venous blood samples were withdrawn 

for measurements of vitamin D, bone profile, cytokines profile (interleukin-10, tumor 

necrosis factor-alpha, platelets derived growth factor), and atopy markers (IgE and 

eosinophil count). 

 

Results: Hypovitaminosis D is highly prevalent among asthmatic children with highly 

significant increase in several markers of allergy and asthma severity as compared with 

healthy control children. Significant correlations between several inflammatory and 

immunological markers and vitamin D levels were also found. Finally, lower 25-

hydroxyvitamin D levels were associated with a higher asthma prevalence in 

multivariable analysis. 

 

Conclusion: Our study showed that hypovitaminosis D is highly prevalent in the whole 

population in addition to a highly significant increase in several markers of allergy and 

asthma severity among asthmatic children as compared with healthy control children. 
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ABSTRACT 

 

Background: Burnout syndrome is a common professional problem causing mental 

fatigue, depersonalization, and diminished self-value. Burnout during pediatric residency 

can significantly influence the resident’s performance and the quality of their training. 

 

Objectives: To evaluate the burnout status of pediatric residents across Jeddah, KSA.  

 

Methods: A cross-sectional, descriptive study involving pediatric residents across 

Jeddah, Saudi Arabia was conducted from the 1st of August to 1st of December, 2012. 

The Maslach Burnout Inventory was utilized in addition to questions about their work 

environment and lifestyle.  

 

Results: Sixty pediatric residents (67% females) were included with ages ranging 

between 25 - 30 years (mean 26.5). They practiced in various institutions, mostly (41%) 

in ministry of health hospitals. Burnout scores were abnormal in 49 (82%) and in 19 

(32%) the syndrome was severe. Males were more likely to reach a severe burnout 

category when compared to females (32% vs 19%, p = 0.01). Residents working in the 

university hospital (23%), were more likely to have severe burnout when compared to 

those working in other hospitals (p = 0.002). Junior residents (R1 and R2) were also more 

likely to have severe burnout when compared to senior residents (34% vs 21%, p = 

0.013).  

 

Conclusions: Many pediatric residents are suffering from burnout syndrome. It is more 

common among males, junior residents, and those working in a university hospital 

setting. Specific strategies should be developed to prevent resident burnout. 
 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

387 
 

Research Title: 
Can pre-implantation biopsies predict renal allograft 

function in pediatric renal transplant recipients? 

Source: 

Saudi Medical Journal 

Saudi Medical Journal 

Vol. 36, Issue 11, Page: 1299-1304 

ISSN: 1658-3175 

Month and Year of 

Publication: 
NOV 2015 

Impact Factor: 0.588 

Affiliated Department(s): Pediatrics 

Author(s): 

Jameela A Kari, Alison L Ma, Stephanie Dufek, Ismail 

Mohamed, Nizam Mamode, Neil J Sebire, Stephen D 

Marks 

Correspondent’s Email: jkari@doctors.org.uk 

 

ABSTRACT 

 

Objectives: To determine the utility of pre-implantation renal biopsy (PIB) to predict 

renal allograft outcomes. 

 

Methods: This is a retrospective review of all patients that underwent PIB from January 

2003 to December 2011 at the Great Ormond Street Hospital for Children in London, 

United Kingdom. Thirty-two male patients (56%) aged 1.5-16 years (median: 10.2) at the 

time of transplantation were included in the study and followed-up for 33 (6-78) months. 

The results were compared with 33 controls.  

 

Results: The PIB showed normal histopathological findings in 13 patients (41%), mild 

chronic vascular changes in 8 (25%), focal tubular atrophy in one, moderate to severe 

chronic vascular change in 3, mild to moderate acute tubular damage in 6, and tissue was 

inadequate in one subject. Delayed graft function (DGF) was observed in 3 patients; 2 

with vascular changes in PIB, and one with normal histopathological findings. Two 

subjects with PIB changes lost their grafts. The estimated glomerular filtration rate at 3-, 

and 6-months post-transplantation was lower in children with abnormal PIB changes 

compared with those with normal PIB. There was one case of DGF in the control group, 

and 4 children lost their grafts including the one with DGF.  

 

Conclusion: Pre-implantation renal biopsy can provide important baseline information of 

the graft with implications on subsequent medical treatment for pediatric renal transplant 

recipients. 
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ABSTRACT 

 

Dandy‑Walker syndrome (DWS) is a rare brain malformation involving the cerebellum, 

and the fluid filled spaces around it, usually detected during the antenatal period or the 

early infancy. Clinically, it is characterized by mental retardation, developmental delay as 

well as cerebellar ataxia. It has been frequently associated with other conditions such as 

congenital heartdiseases, primary hypothyroidism and other disorders of the central 

nervous, gastrointestinal, genitourinary, and orthopedic systems. In this report, we 

describe a 3‑month‑old Saudi boy with the rare association of DWS with central diabetes 

insipidus, congenital central hypothyroidism, and type‑2 renal tubular acidosis. 
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ABSTRACT 
 

Background: Despite the extensive reporting of pediatric ulcerative colitis (UC) from 

industrialized developed countries, reports from developing countries are limited to 

small-case series from single centers. The objective of our large multicenter study was to 

determine the clinical, laboratory, endoscopic characteristics of UC in children from a 

developing country, Saudi Arabia.  

 

Design And Settings: A retrospective study of children diagnosed with UC under the age 

of 18 years during the period from 2003 to 2012.  

 

Methods: Patients enrolled from 15 medical centers from different regions in Saudi 

Arabia. A unified database collection form specifically designed for this study was 

completed by all participating centers.  

 

Results: A total of 188 children were diagnosed with UC during the study period (97 

males [51.6%] and 91 females [48.4%]). The mean age at diagnosis was 9.1 years, and 

the mean duration of symptoms before diagnosis was 8.7 months. Consanguinity was 

present in 57 cases (32.6%), and the family history of inflammatory bowel disease (IBD) 

was noted in 16 cases (9%). The most common clinical presentation was blood in stool 

(90%), followed by diarrhea (86%) and abdominal pain (62%). Laboratory investigations 

revealed elevated erythrocyte sedimentation rate (82%), anemia (75%), thrombocytosis 

(72%), and hypoalbuminemia (33%). The extent of the disease was pan colonic in 46.1%, 

and confined to left side of colon and rectum in 23% and 9.6% of the cases, respectively.  

 

Conclusion: This demographically pediatric IBD retrospective study revealed age-related 

variation in the distribution of IBD. Clinical presentation, with a high prevalence of 

positive consanguinity and positive family history, was noted in young patients with UC. 

The data from this study indicate that UC is increasingly recognized in Saudi Arabia and 

show many similarities to data from North America and Europe. 
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ABSTRACT 

 

Neonatal diabetes mellitus (NDM) is one of the most unusual and exceptional type of 

diabetes that occurs in infants before the age of 6 months. Transient neonatal diabetes 

mellitus (TNDM) and permanent neonatal diabetes mellitus (PNDM) are identified 

clinically. The study conducted was a retrospective cohort study by selecting eight 

children with neonatal diabetes mellitus between March 2009 and February 2012. The 

study was presented to King Abdul Aziz University Hospital, in Jeddah, Saudi Arabia. 

Mutational analysis was performed retrospectively to identify phenotype and genotype 

characteristics. All patients had NDM and the first symptoms were observed during 1 to 

17 weeks of birth, with five males and three females. None of them showed dysmorphic 

features, seizures, or developmental delay. The timespan of symptoms reported by 

parents before diagnosis ranged from 3 to 10 days with mean duration of 5.6 days. In two 

patients (25 %), genetic studies revealed positive mutations, with one patient depicting 

KCNJ11 mutation and the other had an INS mutation additional screening for ABCC8 

and FOXP3 mutations were negative. All patients showed permanent NDM and no 

transient NDM or the remission at any stage of the disease was observed. Neonatal 

diabetes is a rare medical condition which needs to be differentiated from transient 

neonatal hyperglycemia. The medical practitioners should look for molecular basis of 

neonatal diabetes in order to treat it as it will lead to proper treatment with an appropriate 

therapy. 
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ABSTRACT 

 

Background: The puberty ages in females living in western and middle eastern countries 

is declining rapidly because of many underlying causes including consumption of animal 

protein, caloric intake (fat, soft drinks), and fruits and vegetables (fiber). 

 

Aim: To investigate the relationship between early puberty and the intake of various 

types of protein (chicken, beef and fish), fruits, vegetables, dairy products, caffeine and 

soft drinks. 

 

Study Design: This cross-sectional study was conducted in Jeddah. The sample included 

568 young women from different areas; pubertal staging was conducted using the Tanner 

staging, and relevant data were collected through a questionnaire. Data was analyzed 

using the Pearson’s correlation coefficient; we assumed that the data followed a normal 

distribution based on the large sample size of 568 girls. 

Results: Early breast and pubic hair development was significantly correlated with meat, 

fast food, French fries, and soft drink consumption. It was also observed that the age at 

menarche was significantly correlated with chicken consumption. 

 

Conclusion: A significant relationship between early pubertal development and 

excessive consumption of chicken and beef was observed along with varying 

relationships between fat, soft drink, caffeine, calcium, and fruit and vegetable intake and 

pubertal development. Reduced organic chicken and beef intake was highly 

recommended. 
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ABSTRACT 

 

Background: The majority of available studies have shown that children with sickle cell 

disease (SCD) have a higher risk of depressive symptoms than those without. The present 

study aimed to: assess the prevalence of depression in a sample of children with SCD; 

evaluate the association between disease severity, social support and depression, and the 

combined and/or singular effect on health-related quality of life (HRQL) in children with 

SCD; and show the predictive value of social support and disease severity on depression. 

 

Methods: A total of 120 children were included in the study, 60 (group I) with SCD and 

60 matched, healthy control children (group II). Depression was assessed in both groups 

using the Children’s Depression Inventory (CDI) and the Children’s Depression 

Inventory-Parent (CDI-P). Children with CDI and CDI-P scores of more than 12 were 

interviewed for further assessment of depression using the Diagnostic Interview Schedule 

for Children Version IV (DISC-IV). The Pediatric Quality of Life Inventory Version 4.0 

Generic Core Scales (PedsQL 4.0) was used to assess HRQL in both groups, and social 

support was measured with the Child and Adolescent Social Support Scale (CASSS). 

 

Results: Eight (13%) of the 60 children with SCD had CDI and CDI-P scores of more 

than 12 (CDI mean score 14.50  ±  1.19, CDI-P mean score 14.13  ±  1.12), and were 

diagnosed as having clinical depression using the diagnostic interview DISC-IV. For 

group I, HRQL was poor across all PedsQL 4.0 domains in both self- and parent-reports 

(P  <  0.001) compared with group II. A higher level of parent support was a 

significantly associated with decreased depressive symptoms, demonstrated by lower 

CDI scores. Better quality of life was shown by the associated higher total PedsQL 4.0 

self-scores of children with SCD (B  =  −1.79, P  =  0.01 and B  =  1.89, P  =  0.02 

respectively). 

 

Conclusions: The present study demonstrates that higher levels of parent support were 

significantly associated with decreased depressive symptoms and better quality of life in 

children with SCD. Interventions focused on increasing parent support may be an 

important part of treatment for depression in children with SCD. 
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ABSTRACT 

 

Background: Linear growth in females is influenced by many factors, one of them is 

puberty. Due to the worldwide downward trend in age of menarche, early puberty could 

be one of the causative factors of short stature. 

 

Objective: The study was aimed at finding out the effect of early puberty on final height 

and to detect deviation from the target height in young females. The age group selected 

for the study, ranges from 6-14 years, living in Jeddah, Saudi Arabia. 

 

Methods: This study was carried out in Jeddah for the complete month of July 2014. For 

the conduction of this study, a cross sectional study design was used. The total sample 

size was 586 young females selected from different areas in Jeddah. A manual height 

measuring tape and board was used to measure the height to the nearest value of 0.5 cm. 

Pubertal staging was done using the Tanner stage and the relevant data and information 

was gathered and assembled by the help of a questionnaire. For the analysis of data in 

this study, Multiple Linear Regression and Pearson’s Correlation Coefficient were used. 

 

Results: Mean of child’s final height of 149.4 cm +/- 9.5, in comparison to the mean of 

their target height of 157.8 +/- 6.4, shows an 8.4 cm difference. Moreover, the correlation 

coefficient analysis showed a significant association between child’s height in cm and 

age of menarche for child with (p-value = 0.001) and (r) = 0.349. This indicates a positive 

relation between the two variables. 

 

Conclusion: The menarcheal age and height are significantly related; the early onset of 

the signs of puberty or menarche is associated with a shorter height than the target height. 
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ABSTRACT 

 

Background and aim: Regular physical exercise (RPA) have a great role in management 

of type 1 diabetes mellitus (T1DM). We aimed from this study to correlate between 

regular physical activity and glycaemic control in pediatric age group with T1DM. 

 

Patients and methods: This is a cross-sectional study, includes 243 T1DM children and 

adolescents visiting pediatric diabetes clinic at King Abdul-Aziz University Hospital 

(KAUH). Clinical and laboratory characteristics of patients were all recorded. Patients 

were divided into two groups, good glycemic control (HbA1c<8%) and poor glycemic 

control (HbA1c ≥ 8%). The collected data used to examine cross-sectional association 

between glycaemic control (HbA1c) and physical activity. 

 

Results: There was no significant difference between two groups regarding age, gender, 

mother education, father education, family history of type 1 diabetes and duration of RPA 

( P value>0.05 ), while there was significant difference between two groups regarding 

RPA and frequency of RPA /week( P value<0.05 ). We found. Lower level of HbA1c in 

patients with more frequent RPA (P<0.05). Patients with no RPA were at 3.5 times risk 

of poor glycemic control (HbA1c ≥ 8%). Patients with long duration of diabetes had 

higher HbA1c. 

 

Conclusion: Children and adolescents with T1DM should be encouraged to participate 

regularly in physical activity which results in better glycaemic control. 
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ABSTRACT 

 

Importance: Umbilical cord milking (UCM) is suggested to improve neonatal outcomes.  

 

Objectives: To perform a systematic review and meta-analysis of the efficacy and safety 

of UCM in full-term and preterm neonates.  

 

Data Sources: A systematic search of MEDLINE, EMBASE, CINAHL, the Cochrane 

Database of Clinical Trials, the clinicaltrails. gov database, and the reference list of 

retrieved articles from 1940 to 2014.  

 

Study Selection: Randomized clinical trials comparing UCM with other strategies of 

handling the umbilical cord at birth in full-term and preterm infants. Seven of the 18 

initially identified studies were selected.  

 

Data Extraction And Synthesis: Two reviewers independently extracted data and 

assessed the risk for bias in included trials using the criteria outlined in the Cochrane 

Handbook for Systematic Reviews of Interventions.  

 

Main Outcomes And Measures: Neonatal mortality before discharge from the hospital.  

 

Results: We included 7 randomized clinical trials involving 501 infants. Infants with a 

gestational age of less than 33 weeks allocated to UCM compared with control conditions 

showed no difference in the risk for mortality (risk ratio [RR], 0.75 [95% CI, 0.35 to 

1.64]; risk difference [RD], -0.02 [95% CI, -0.09 to 0.04]), hypotension requiring volume 

expanders (RR, 0.71 [95% CI, 0.41 to 1.25]; RD, -0.09 [95% CI, -0.22 to 0.05]), or 

inotrope support (RR, 0.77 [95% CI, 0.51 to 1.17]; RD, -0.10 [95% CI, -0.25 to 0.05]). 

Higher initial levels of hemoglobin (mean difference, 2.0 [95% CI, 1.3-2.7] g/dL) and 

hematocrit (mean difference, 4.5%[95% CI, 1.5%-7.4%]) were identified in the UCM 

groups. We found a reduced risk for oxygen requirement at 36 weeks (RR, 0.42 [95% CI, 

0.21 to 0.83]; RD, -0.14 [95% CI, -0.25 to -0.04]) and for intraventricular hemorrhage of 

all grades (RR, 0.62 [95% CI, 0.41 to 0.93]; RD, -0.12 [95% CI, -0.22 to -0.02]) in 

infants assigned to UCM. Among infants with a gestational age of at least 33 weeks, 

UCM was associated with higher hemoglobin levels in the first 48 hours in 224 infants 

(mean difference, 1.2 [95% CI, 0.8-1.5] g/dL) and at 6 weeks of life in 170 infants (mean 

difference, 1.1 [95% CI, 0.7-1.5] g/dL).  
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Conclusions And Relevance: Umbilical cord milking was associated with some benefits 

and no adverse effects in the immediate postnatal period in preterm infants (gestational 

age, <33 weeks); however, further studies are warranted to assess the effect of UCM on 

neonatal and long-term outcomes. 
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ABSTRACT 

 

The use of point-of-care ultrasound in the pediatric emergency department is evolving 

beyond conventional applications as users become more expert with the technology. In 

this case series, we describe the potential utility of recognizing abnormal anatomy to 

impact care in the context of possible cancer in pediatric patients. We describe 4 patients 

with Langerhans histiocytosis, neuroblastoma, Wilms tumor, and rhabdomyosarcoma, in 

which point-of-care ultrasound was used to facilitate the diagnoses. 
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ABSTRACT 

 

Perrault syndrome (PRLTS) is a clinically and genetically heterogeneous disorder. Both 

male and female patients suffer from sensory neuronal hearing loss in early childhood, 

and female patients are characterized by premature ovarian failure and infertility after 

puberty. Clinical diagnosis may not be possible in early life, because key features of 

PRLTS, for example infertility and premature ovarian failure, do not appear before 

puberty. Limb spasticity, muscle weakness, and intellectual disability have also been 

observed in PRLTS patients. Mutations in five genes, HSD17B4, HARS2, CLPP, 

LARS2, and C10orf2, have been reported in five subtypes of PRLTS. We discovered a 

consanguineous Saudi family with the PRLTS3 phenotype showing an autosomal 

recessive mode of inheritance. The patients had developed profound hearing loss, brain 

atrophy, and lower limb spasticity in early childhood. For molecular diagnosis, we 

complimented genome-wide homozygosity mapping with whole exome sequencing 

analyses and identified a novel homozygous mutation in exon 6 of CLPP at chromosome 

19p13.3. To our knowledge, early onset with regression is a unique feature of these 

PRLTS patients that has not been reported so far. This study broadens the clinical 

spectrum of PRLTS3. 
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ABSTRACT 

 

Granulomatous inflammatory diseases are disorders of an undetermined etiology, 

affecting different organs and having a diverse clinical course. Familial aggregation of 

these disorders is being reported increasingly, most commonly familial Crohn's disease. 

We described the coexistence of Crohn's disease and necrotizing sarcoid-like 

granulomatous disease in two siblings from a first-degree consanguineous Saudi family. 

The first child presented with recurrent abdominal pain associated with bloody stool and 

arthritis, whereas the second child presented with fever of unknown origin and 

lymphadenopathy as well as hepatomegaly without gastrointestinal tract disease. They 

are phenotypically different; however, they share a novel risk locus and allele. This report 

supports the heritability and familial aggregation of granulomatous inflammatory 

diseases and suggests that one causal mutation underlies both Crohn's disease and 

necrotizing sarcoid-like granulomatous disease. 
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ABSTRACT 

 

Femoral–facial syndrome (FFS) is a very rare multiple congenital anomaly syndrome. 

The authors describe a case of FFS in a 2-day-old infant of a diabetic mother. The 

phenotypic features include bilateral symmetrical femoral involvement with completely 

aplastic right-sided femur, severely hypoplastic left femur and unusual facial dysmorphic 

features without other skeleton/spinal and genitourinary anomalies. Cases of FFS need to 

be carefully evaluated because of the similarity between FFS and caudal dysgenesis, a 

condition frequently related to maternal diabetes and with other syndromes characterised 

by femoral hypoplasia and associated anomalies, which can pose a diagnostic challenge. 
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ABSTRACT 

 

Background: Epilepsy is genetically complex neurological disorder affecting millions of 

people of different age groups varying in its type and severity. Copy number variants 

(CNVs) are key players in the genetic etiology of numerous neurodevelopmental 

disorders and prior findings also revealed that chromosomal aberrations are more 

susceptible against the pathogenesis of epilepsy. Novel technologies, such as array 

comparative genomic hybridization (array-CGH), may help to uncover the pathogenic 

CNVs in patients with epilepsy.  

 

Results: This study was carried out by high density whole genome array-CGH analysis 

with blood DNA samples from a cohort of 22 epilepsy patients to search for CNVs 

associated with epilepsy. Pathogenic rearrangements which include 6p12.1 

microduplications in 5 patients covering a total region of 99.9kb and 7q32.3 

microdeletions in 3 patients covering a total region of 63.9kb were detected. Two genes 

BMP5 and PODXL were located in the predicted duplicated and deleted regions 

respectively. Furthermore, these CNV findings were confirmed by qPCR.  

 

Conclusion: We have described, for the first time, several novel CNVs/genes implicated 

in epilepsy in the Saudi population. These findings enable us to better describe the 

genetic variations in epilepsy, and could provide a foundation for understanding the 

critical regions of the genome which might be involved in the development of epilepsy. 
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ABSTRACT 

 

Objectives: To investigate the relationship between metabolic control, acute and long-

term complications, the coexistence of autoimmune diseases, and to assess the different 

factors that can affect the glycemic control level among children with type 1 diabetes 

mellitus (T1DM).  

 

Methods: This is a cross-sectional study that included 228 T1DM children and 

adolescents visiting the pediatric diabetes clinic at the King Abdulaziz University 

Hospital (KAUH), Jeddah, Saudi Arabia from January 2013 to January 2014. The clinical 

and laboratory characteristics of the patients were recorded. Metabolic control, 

complications, and associated autoimmune diseases were evaluated.  

 

Results: The mean age of patients was 10.99 years, and the glycated hemoglobin 

(HbA1c) level was 8.8%. Acute complications included ketoacidosis in 65.4% of 

patients, and hypoglycemic attacks in 68.9%. Longterm complications were detected in 

patients including retinopathy (4.4%), microalbuminuria (16.2%), and dyslipidemia 

(8.3%). Autoimmune thyroiditis was noted in 14%, and celiac disease was found in 

19.7% of patients. A significant difference was found in pubertal and pre-pubertal age 

groups in terms of glycemic control (p=0.01).  

 

Conclusion: The level of HbA1c was found to be higher among the pubertal age group. 

A relationship between autoimmune diseases and gender was determined. 
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ABSTRACT 

 

Lennox-Gastaut syndrome (LGS) is a severe pediatric epilepsy syndrome characterized 

by mixed seizures, cognitive decline, and generalized slow (<3Hz) spike wave discharges 

on electroencephalography. Atonic seizures result in dangerous drop attacks with risks of 

injury and impairment of the quality of life. The seizures are frequently resistant to 

multiple antiepileptic (AED) drugs. Newer ARDs, such as rufinamide, are now available. 

When multiple AED trials fail, non-pharmacological treatments such as the ketogenic 

diet, vagus nerve stimulation, and epilepsy surgery, should be considered. The aim of this 

review is to present an updated outline of LGS and the available treatments. Although the 

prognosis for complete seizure control remains poor, the addition of newer therapies 

provides an improved hope for some of these patients and their families. Further long 

term randomized controlled trials are required to compare different therapeutic 

interventions in terms of efficacy and tolerability. 
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ABSTRACT 

 

Objective: To study maternal knowledge-of, and behavior during acute seizures. 

 

Methods: A cross sectional study conducted from September 2013 to January 2014 

included consecutive mothers presenting at the Pediatric Neurology Clinics of King 

Abdulaziz University Hospital, Jeddah, Kingdom of Saudi Arabia. A structured 30-item 

questionnaire was designed to examine their demographics, knowledge, and behavior on 

acute seizures. Disclosure. The authors declare no conflicting interests, support or 

funding from any drug company.  

 

Results: A total of 92 mothers were interviewed and 41% witnessed at least one acute 

seizure in their affected child (range 1-15 years, mean 4.5). Up to 26% felt not 

knowledgeable at all regarding the acute care and management of seizure. Mothers with 

higher education (college or university degree) were more likely to feel very 

knowledgeable (19% versus 11%, p=0.02). Only 10% were aware of an antiepileptic drug 

that could be used at home to stop prolonged seizures, and 35% mentioned that they 

would wait for 15 minutes before taking the child to the emergency department. Most 

mothers (93%) wanted more information. Those who felt strongly regarding that (66%), 

were more likely to be younger (<27 years) (p=0.01), and have at least 3 out of 7 

mismanagement decisions (p=0.003). 

 

Conclusion: Maternal level of knowledge and behavior during acute seizures needs 

improvement. Many mothers have significant misinformation, negative behavior, and 

poor management practices. Increased awareness and educational programs are needed. 
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ABSTRACT 

 

Metabolic syndrome is a common complication encountered in children surviving acute 

lymphoblastic leukaemia (ALL). Affected patients develop obesity, insulin resistance, 

hypertension, and hyperlipidemia. Metabolic syndrome is a consequence of multiple 

factors, particularly hormonal imbalance induced by various ALL treatments. This review 

aims to evaluate the risk factors and mechanisms leading to the development of metabolic 

syndrome. Further research is needed to improve our understanding of the mechanisms 

leading to insulin resistance and the associated endothelial and adipose tissue 

dysfunction. Future studies should also examine other possible contributing factors, such 

as environmental and genetic factors. Understanding these factors will help in guiding 

modifications of the current ALL treatment protocols in order to prevent the development 

of this syndrome and hence improve the quality of life of ALL survivors. Until this is 

achieved, clinicians should continue to identify patients at risk early and use a therapeutic 

approach that combines dietary restrictions and enhanced physical activity. 
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ABSTRACT 

 

Congenital generalized lipodystrophies (CGLs) are a heterogeneous group of rare, 

monogenic disorders characterized by loss of sub-cutaneous fat, muscular hypertrophy, 

acanthosis nigricans, hepatomegaly, cardiac arrhythmias, impaired metabolism and 

mental retardation. Four different but overlapping phenotypes (CGL1-4) have been 

identified, which are caused by mutations in AGPAT2 at 9q34.3, BSCL2 at 11q13, 

CAV1 at 7q31.1, and PTRF at 17q21.2. In this study, we performed genome-wide 

homozygosity mapping of two affected and one unaffected subject in a Saudi family 

using a 300K Human-CytoSNPs12v12.1 array with the Illumina iScan system. A 

common homozygous region at chromosome 17q22.1, from 34.4 to 45.3 Mb, was 

identified in both the affected individuals. The region is flanked by SNPs rs139433362 

and rs185263326, which encompass the PTRF gene. Bidirectional DNA sequencing of 

the PTRF gene covering all of the coding exons and exoneintron boundaries was 

performed in all family members. Sequencing analysis identified a novel homozygous 

nonsense mutation in the PTRF gene (c. 550G> T; p. Glu184*), leading to a premature 

stop codon. To the best of our knowledge, we present a novel mutation of PTRF from 

Saudi Arabia and our findings broaden the mutation spectrum of PTRF in the familial 

CGL4 phenotype. Homozygosity mapping coupled with candidate gene sequencing is an 

effective tool for identifying the causative pathogenic variants in familial cases. 
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ABSTRACT 

 

Objectives: To highlight the clinical benefit, efficacy, and safety of zoledronic acid (ZA) 

therapy in children and adolescents with primary and secondary osteoporosis. 

 

Methods: This is a retrospective observational study of 131 children and adolescents 

visiting the Pediatric Endocrine Clinic at King Abdulaziz University Hospital, Jeddah, 

Kingdom of Saudi Arabia, between January 2002 and January 2015. Clinical and 

laboratory data were collected for each patient and adverse events were evaluated. 

 

Results: The mean patient age was 11.43 years. There was a significant decrease in the 

number of fractures after ZA treatment for primary osteoporosis (p=0.000) and in 

secondary osteoporosis (p=0.005). There was a significant decrease in both osteocalcin 

(p=0.001) and C-terminal telopeptide (p=0.003) in patients with primary osteoporosis, as 

well as osteocalcin (p=0.003) and C-terminal telopeptide (p=0.008) in patients with 

secondary osteoporosis after treatment. 

 

Conclusion: The use of ZA in children and adolescent appears to have favorable effects 

on fracture rate and quality of life, including pain and mobility in symptomatic 

individuals. Intravenous ZA is comparable to other bisphosphonate agents in its efficacy 

and safety and features a more convenient infusion protocol with no documented long-

term complications, thus, we advise its use in pediatric population. 
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ABSTRACT 

 

Background: Renal cystic diseases are important causes of chronic kidney disease 

(CKD). 

 

Objectives: We report the pattern of renal cystic disease in children and evaluate the 

outcome of children with multicystic dysplastic kidney (MCDK). 

 

Patients and Methods: Retrospective study of all children with cystic kidney diseases at 

King Abdulaziz University hospital from 2006 to 2014. 

 

Results: Total of 55 children (30 males); 25 MCDK, 22 polycystic kidney diseases 

(PKD), 4 nephronophthises and 4 renal cysts. Consanguinity was positive in 96.2%. 

MCDK and simple renal cyst patients had good renal function while PKD and 

nephronophthisis developed renal impairment. Most MCKD were diagnosed ante-natally, 

16 of them were followed up for 3.4 (1.97) year. Their last creatinine was 33.9 (13.5) 

umol/L. MCDK was spontaneously involuted at mean age of 2.6 (1.3) years in 56%. 

 

Conclusions: MCDK is the commonest cystic renal disease and diagnosed ante-natally in 

the majority of cases. It has a good prognosis. 
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ABSTRACT 

 

Hypertension is commonly observed in the pediatric population Moreover, it is a well-

known cause of morbidity and mortality in children Pediatric hypertension is most 

commonly renal in origin and is caused by either parenchymal disease or by renal artery 

stenosis. Although medical treatment is the first-line therapy for this condition, it may 

occasionally fail to control blood pressure (BP). Some patients with renal hypertension 

due to chronic kidney disease (CKD) are resistant to antihypertensive medications and 

even to aggressive dialysis aimed at achieving ideal body volume control In such 

patients, unilateral 5 or bilateral native nephrectomy may be successful in controlling BP. 

Previous studies have reported that patients may have a partial or a poor response to 

surgery whereas others have reported a delay in response of up to 6 months after surgery. 

Postoperative volume-mediated hypertension has been reported in patients with 

autosomal recessive polycystic kidney disease (ARPKD) and in those with focal 

segmental glomerulosclerosis (FSGS), although these patients were managed 

successfully with intensified dialysis. However, no studies have reported a failure of 

treatment accompanied by a paradoxical increase in BP after nephrectomy, that is, BP 

levels that are higher than preoperative baseline levels. 

 

Although a previous study has indicated that preoperative hypertension-related signs and 

symptoms are significantly associated with the response to nephrectomy, there’s limited 

evidence of predictors of a successful response to surgery. 

 

In the present report, we describe a case of a 6-year-old boy with ARPKD who 

experienced a paradoxical increase in BP following bilateral native nephrectomy. The 

increase in BP failed to respond postoperatively despite the administration of 6 

antihypertensive agents as well as intensive hemodialysis to avoid volume-related 

hypertension. 
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ABSTRACT 

 

Introduction and objective: Pentoxifylline is a well-tolerated drug used in treatment of 

vascular insufficiency. We previously showed that pentoxifylline protects from 

impairment in vascular reactivity in cases of metabolic syndrome. The aim of this study 

was to investigate the protective effect of pentoxifylline against hypertension in 

metabolic syndrome rats.  

 

Methods: Metabolic syndrome was induced by feeding rats a high-fructose, high-fat and 

high-salt diet for 12 weeks. Pentoxifylline was administered daily (30 mg kg(-1)) during 

the last 4 weeks of the study, before blood pressure parameters were assessed at the end 

of study. In addition, serum levels of glucose, fructosamine, insulin, tumor necrosis factor 

alpha, adiponectin, and lipid profile parameters were determined. Aortic protein levels of 

angiotensin II and angiotensin receptor 1 were assessed by immunofluorescence.  

 

Results: Pentoxifylline administration prevented excessive weight gain but did not affect 

hyperinsulinemia or hypertriglyceridemia seen in metabolic syndrome animals. In 

addition, pentoxifylline prevented the elevations in mean blood pressure associated with 

metabolic syndrome. Particularly, pentoxifylline prevented elevations in systolic, 

diastolic, and notch blood pressure; however, elevation in pulse blood pressure was not 

affected. Further, pentoxifylline alleviated the low-grade inflammation associated with 

metabolic syndrome, as reflected by the significantly lower serum tumor necrosis factor 

alpha and higher serum adiponectin levels metabolic syndrome animals treated with 

pentoxifylline. Also, pentoxifylline inhibited elevated expression of angiotensin receptor 

1 in aortic tissue of metabolic syndrome animals.  

 

Conclusion: Pentoxifylline directly alleviated hypertension in metabolic syndrome rats, 

at least in part, via amelioration of low-grade inflammation and inhibition of angiotensin 

system. 
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ABSTRACT 

 

Objectives: To understand the perceptions, attitude, and prescribing practices of 

clinicians regarding antimicrobial resistance (AMR).  

 

Methods: A multidisciplinary cross-sectional study comprising 447 clinicians of 

university, public, and private hospitals of Jeddah, Saudi Arabia was carried out from 

August to October 2014 using a self-administered questionnaire.  

 

Results: Interestingly, 33% of the general physicians yielded to patient/parent's demand 

for the choice of antimicrobials (AMs) as compared with only 13.2% of the residents, and 

4.3% of the specialists. In addition, expensive AMs are more often prescribed by the 

general physician (70.4%) in comparison with 26.4% residents and 30.4% of the 

specialists. However, no significant differences were observed between the knowledge 

and perceptions regarding the current scope of AM agents, as well as their use and 

misuse. Furthermore, dependability of specialist and residents seems to be significantly 

higher than general physicians on pocketbooks and smartphone for AM education 

sources.  

 

Conclusion: This study revealed that despite a clear concept of AMR, general physicians 

lacks consistency in prescribing aptitude and use of effective educational resources, while 

all respondents lacks dedication to follow the guidelines of AM use. This highlights the 

requirement of AM stewardship with decisive objective of reduction in AMR. 
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ABSTRACT 

 

We report a case of a 9-year-old female with known end-stage kidney disease who 

presented with sudden onset tongue swelling. A diagnosis of angiotensin-converting 

enzyme inhibitor-induced angioedema related to bradykinin accumulation was made. Her 

symptoms resolved shortly after discontinuation of captopril. Early diagnosis can save 

patients from severe upper airway obstruction. 
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ABSTRACT 

 

Objectives: To study the epidemiology of chronic kidney disease (CKD) in children, and 

to look for risk factors to predict renal replacement therapy (RRT) and mortality.  

 

Methods: This is a retrospective cohort study conducted at King Abdulaziz University 

Hospital, Jeddah, Saudi Arabia between 2006 and 2014, where the files of 1,000 children 

with CKD were reviewed. We determined the effect of consanguinity and hypertension, 

and being a Saudi indigene on mortality and RRT. We compared children with congenital 

versus non-congenital causes of CKD.  

 

Results: The mean +/- standard deviation age at presentation was 4.9 +/- 4.3 years. The 

median duration of follow up was 1.5 (interquartile range [IQR]: 0.4-4.0) years. Only 

9.7% of children received RRT, and 8.3% died. The underlying etiology for CKD was 

congenital in 537 children. The congenital CKD group presented at a younger age group 

(3.5 +/- 4.0 versus 6.6 +/- 3.9 years, p<0.0001), had more advanced stages of CKD 

(p<0.0001), higher rates of consanguinity (75.4% versus 47.1%, p<0.0001), and RRT 

(p<0.004) than children with non-congenital CKD. Risk factors for RRT among children 

with CKD include being a Saudi indigene (relative risk [RR]=1.49, 95% confidence 

interval (CI): 1.01-2.21), and hypertensive (RR=5.29, 95% CI: 3.54-7.91). The risk factor 

for mortality was hypertension (RR=2.46, 95% CI: 1.66-3.65).  

 

Conclusion: Congenital causes of CKD represent the main etiology of CKD in children 

living in the western province of Saudi Arabia. Significant risk factors for RRT include 

congenital CKD, Saudi nationality, and hypertension. Hypertension is also a predictor of 

mortality in children with CKD. 
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ABSTRACT 

 

Puberty has different factors affecting its onset e.g. race, nutrition, hormonal stimulation. 

The aim of this research is to investigate the racial differences in onset of puberty among 

Saudi and non-Saudi young females living in the same environment. This cross-sectional 

study includes 568 healthy young females aged between 6-14 years living in Jeddah. In 

the present study, 60.7% of females were Saudis and 38.2% were non-Saudis. There were 

no significant differences found between each of the age of breasts development 

(p=0.187), age of first appearance of pubic hair (p=0.308), and the age of menarche 

(p=0.651) among Saudi and non-Saudi young females living in Jeddah. There were no 

significant differences between pubertal developmental age among Saudi and non-Saudi 

young females living in Jeddah. 
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ABSTRACT 

 

Background: Respiratory syncytial virus (RSV) causes severe respiratory tract 

infections, which might have a role in the development of airway hyperreactivity. Mast 

cells are important effector cells in allergy, with sentinel cell roles in host defense. 

However, the role of mast cells in response to RSV infection is unknown. 

 

Objective: Human mast cell responses to RSV were investigated with a view to better 

understanding the role of mast cells in RSV-induced disease. 

 

Methods: Human cord blood–derived mast cells and the HMC-1 mast cell line were 

exposed to RSV or UV-inactivated RSV. Viral gene and protein expression were 

evaluated by using PCR and flow cytometry. The expression of interferon-stimulated 

genes and selected mediators were evaluated by using quantitative PCR and ELISA. 

 

Results: Human mast cells expressed multiple RSV genes after exposure to RSV, and a 

small percentage of mast cells supported RSV antigen protein expression. RSV induced 

mast cells to upregulate production of chemokines, including CCL4, CCL5, and 

CXCL10, as well as type I interferons, and interferonstimulated gene expression. 

However, production of the granulocyte chemoattractants CXCL8 and CCL11 was not 

induced. Antibody blockade of the type I interferon receptor on human cord blood–

derived mast cells reduced the RSVmediated induction of CXCL10 and CCL4 but not 

CCL5. Leukotriene C4 production by mast cells was not enhanced by exposure to RSV. 

 

Conclusion: Despite low levels of infection, human mast cells produce multiple 

chemokines in response to RSV through mechanisms that include responses to type I 

interferons. Such mast cell responses might enhance effector cell recruitment during 

RSV-induced disease. 
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ABSTRACT 

 

Iron deficiency anemia is extremely common, particularly in the developing world, 

reaching a state of global epidemic. Iron deficiency during pregnancy is one of the 

leading causes of anemia in infants and young children. Many women go through the 

entire pregnancy without attaining the minimum required intake of iron. This review aims 

to determine the impact of maternal iron deficiency and iron deficiency anemia on infants 

and young children. Extensive literature review revealed that iron deficiency is a global 

nutritional problem affecting up to 52% of pregnant women. Many of these women are 

symptomatic. Lack of proper weight gain during pregnancy is an important predictor of 

iron deficiency. 
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ABSTRACT 

 

Coronary artery fistula is a rare entity of congenital heart disease but is the most common 

anomaly of coronary arteries. This is a case report of a 22-years-old female diagnosed 

with coronary artery fistula that underwent transcatheter closure of saccular coronary 

artery fistula.  
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ABSTRACT 

 

Objectives: To investigate the most common underlying organisms, and associated 

urological anomalies in children presenting with urinary tract infection (UTI).  

 

Methods: Retrospectively, all children with confirmed UTI between October 2013 and 

February 2014 were evaluated at King Abdulaziz University Hospital, Riyadh, Kingdom 

of Saudi Arabia. The electronic files of 279 children presenting with UTI, aged less than 

5 years were reviewed.  

 

Results: A total of 153 patients (85 males) with a mean (SD) age of 15 (19.86) months 

were included in the study. Recurrent UTI was present in 45.1%. Urine collection in 

children less than 2 years of age was through trans-urethral catheterization in 69.4%, 

while midstream urine was the main method in those above 2 years (78.6%). Escherichia 

coli (E. coli) was the causative organism in 41.2% of first UTI. The second most common 

organism was Klebsiella Pneumoniae, seen in 19.6%. Urological anomalies were found 

in 28.1% of the overall study population. Ninety percent of those with single UTI did not 

have anomalies. However, urological anomalies were reported in 50.7% of those with 

recurrent episodes of UTI (p<0.005). Non-E. coli cases were associated with a higher 

percentage of abnormal renal ultrasonography results (p=0.006).  

 

Conclusion: Escherichia coli was the most common causative organism for UTI, and a 

single episode of UTI signified normal urological anatomy. 
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ABSTRACT 

 

Objectives: The objective of this review is to summarize and critically appraise existing 

evidence on the use of chart stimulated recall (CSR) and case-based discussion (CBD) as 

an assessment tool for medical trainees.  

 

Methods: Medline, Embase, CINAHL, PsycINFO, Educational Resources Information 

Centre (ERIC), Web of Science, and the Cochrane Central Register of Controlled Trials 

were searched for original articles on the use of CSR or CBD as an assessment method 

for trainees in all medical specialties.  

 

Results: Four qualitative and three observational non-comparative studies were eligible 

for this review. The number of patient-chart encounters needed to achieve sufficient 

reliability varied across studies. None of the included studies evaluated the content 

validity of the tool. Both trainees and assessors expressed high level of satisfaction with 

the tool; however, inadequate training, different interpretation of the scoring scales and 

skills needed to give feedback were addressed as limitations for conducting the 

assessment.  

 

Conclusion: There is still no compelling evidence for the use of patient's chart to 

evaluate medical trainees in the workplace. A body of evidence that is valid, reliable, and 

documents the educational effect in support of the use of patients' charts to assess 

medical trainees is needed. 
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ABSTRACT 

 

Introduction: To investigate the commonest underlying organisms and associated 

urological anomalies in children presenting with urinary tract infection (UTI). 

 

Material and methods: Retrospectively all children who had confirmed UTI between 

October 2013 and February 2014 were evaluated. Electronic files of 279 children 

presented with UTI, aged less than 5 years of age were reviewed. 

 

Results: A total of 153 patients (85 males) with the mean (SD) age of 15 (19.86) months 

were included in the study. Recurrent UTI was present in 45.1%.. Urine collection in 

children less than 2 years of age was through trans-urethral catheterization in 69.37%, 

while midstream urine was the main method in those above 2 years (78.57 %). 

Escherichia coli (E.coli) was the causative organism in 41.2% of first UTI. The second 

most common organism was Klebsiella Pneumoniae seen in 19.6%. Urological anomalies 

were found in 28.1% of the overall study population. Ninety percent of those with single 

UTI did not have anomalies. However urological anomalies were reported in 50.72% of 

those with recurrent episodes of UTI (p-value <0.005). Non-E coli cases were associated 

with higher percentage of abnormal renal ultrasonography (p value0.006). 

 

Conclusions: E- coli was the commonest causative organism for UTI and single episode 

of UTI signified normal urological anatomy. 
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ABSTRACT 

 

Advanced glycation endproducts (AGEs) are believed to play a significant role in the 

pathophysiology of a variety of diseases including diabetes and cardiovascular diseases. 

Non-invasive skin autofluorescence (SAF) measurement serves as a proxy for tissue 

accumulation of AGEs. We assessed reference SAF and skin reflectance (SR) values in a 

Saudi population (n = 1,999) and evaluated the existing risk stratification scale. The mean 

SAF of the study cohort was 2.06 (SD = 0.57) arbitrary units (AU), which is considerably 

higher than the values reported for other populations. We show a previously unreported 

and significant difference in SAF values between men and women, with median (range) 

values of 1.77 AU (0.79-4.84 AU) and 2.20 AU (0.75-4.59 AU) respectively (p-value << 

0.01). Age, presence of diabetes and BMI were the most influential variables in 

determining SAF values in men, whilst in female participants, SR was also highly 

correlated with SAF. Diabetes, hypertension and obesity all showed strong association 

with SAF, particularly when gender differences were taken into account. We propose an 

adjusted, gender-specific disease risk stratification scheme for Middle Eastern 

populations. SAF is a potentially valuable clinical screening tool for cardiovascular risk 

assessment but risk scores should take gender and ethnicity into consideration for 

accurate diagnosis. 
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ABSTRACT 

 

Diabetes mellitus is regarded as a serious chronic disease that carries a high risk for 

considerable complications. In folk medicine, the edible Grewia asiatica fruit is used in a 

number of pathological conditions. This study aimed to investigate the possible curative 

effect ofG. asiatica fruit ethanolic extract against streptozotocin- (STZ-) induced 

hyperglycemia in rats. Furthermore, mechanism of antihyperglycemic action is 

investigated. Hyperglycemic rats are either treated with 100 or 200 mg/kg/day G. asiatica 

fruits extract. Serum glucose, liver glycogen, malondialdehyde (MDA), reduced 

glutathione (GSH), superoxide dismutase (SOD), interleukin-(IL-) 1 , and tumor 

necrosis factor- (TNF-)   are measured. G. asiatica fruits extract reduces blood glucose 

and pancreatic MDA levels. It increases liver glycogen and pancreatic GSH contents and 

SOD enzyme activity. Furthermore, Grewia asiatica fruits extract decreases serum IL-1  

and TNF- . The treatment also protects against STZ-induced pathological changes in the 

pancreas. The results of this study indicated that G. asiatica fruit extract exerts 

antihyperglycemic activity against STZ-induced hyperglycemia. The improvement in the 

pancreatic  -cells and antioxidant and anti-inflammatory effects of G. asiatica fruit 

extract may explain the antihyperglycemic effect 
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ABSTRACT 

 

Three new dibrominated alkaloids, ceratinines F-H (2-4), together with the known 

compounds molokialamine (1), psammaplysin A (5), ceratinamide A (6), 19-

hydroxyceratinamide A (7), psammaplysin E (8) and ceratinophenol A (9) were isolated 

from a new collection of the Red Sea marine sponge Pseudoceratina arabica. The 

structures of the isolated compounds were assigned by different spectral data including 

1D and 2D NMR and HRMS. The compounds were evaluated for their antimigratory 

activity against the highly metastatic human breast cancer cell line MDA-MB-231 as well 

as for their antiproliferative activity against HeLa cells. Compound 8 showed potent 

antimigratory activity with IC50 value of 0.31 mu M, while 9 displayed moderate activity 

with IC50 of 10.4 mu M. In addition, compounds 4 and 8 showed potent antiproliferative 

activities against HeLa cells with IC50 values of 2.56 and 2.19 mu M, respectively. 
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ABSTRACT 

 

In a continuation of our efforts to identify bioactive compounds from Red Sea Verongid 

sponges, the organic extract of the sponge Suberea species afforded seven compounds 

including two new dibrominated alkaloids, subereamollines C and D (1 and 2), together 

with the known compounds aerothionin (3), homoaerothionin (4), aeroplysinin-1 (5), 

aeroplysinin-2 (6) and a revised subereaphenol C (7) as ethyl 2-(2,4-dibromo-3,6-

dihydroxyphenyl)acetate. The structures of the isolated compounds were assigned by 

different spectral data including optical rotations, 1D (1H and 13C) and 2D (COSY, 

multiplicity-edited HSQC, and HMBC) NMR and high-resolution mass spectroscopy. 

Aerothionin (3) and subereaphenol C (7) displayed potent cytotoxic activity against HeLa 

cell line with IC50 values of 29 and 13.3 µM, respectively. In addition, aeroplysinin-2 (6) 

showed potent antimigratory activity against the human breast cancer cell line MDA-

MB-231 with IC50 of 18 µM. Subereamollines C and D are new congeners of the 

previously reported compounds subereamollines A and B with methyl ester 

functionalities on the side chain. These findings provide further insight into the 

biosynthetic capabilities of members of the genus Suberea and the chemical diversity as 

well as the biological activity of these compounds. 
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ABSTRACT 

 

Background: Cisplatin (CIS) is one of the most effective anticancer drug used in the 

treatment of several solid tumors. Its use is limited by its nephrotoxicity. The present 

study was designed to assess the role of a natural product resveratrol (RSVL) on 

sensitization of mammary carcinoma (Ehrlich ascites carcinoma) to the action of CIS and 

the possible protective effect against CIS-induced nephrotoxicity in rats.  

 

Methods: The percent survival of female tumor bearing mice was used for determination 

the cytotoxic activity of CIS in the presence or the absence of RSVL. Uptake and cell 

cycle effect, serum creatinine (CREA), blood urea nitrogen (BUN), Reduced Glutathione 

(GSH) and histopatholgical examination of kidney tissues after CIS and/or RSVL therapy 

were also investigated.  

 

Results: RSVL increased the intracellular level of CIS in EAC cells and there was a 

strong correlation between the high cellular level of CIS and its cytotoxicity. CIS at a 

dose level of 5 mg/kg increased the mean survival time of female tumor bearing mice to 

25 days compared with 17 days for tumor-bearing control mice. Administration of RSVL 

at a dose level of 25 mg/kg simultaneously with CIS increased the mean survival time to 

48 days with 60% survival of the tumor-bearing animals. Cell cycle analysis of tumor 

cells showed that CIS treatment decreases the proliferation index of tumor cells while in 

presence of RSVL there was more significant inhibitions. Also, CIS treatment caused 

increase in level of creatinine and blood urea with significant decrease in the GSH level. 

While, in the presence of RSVL, level of creatinine and blood urea restored to control 

level.  

 

Conclusion: This study suggests that RSVL could increase the cytotoxic activity of CIS 

and protect against its nephrotoxicity. 
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ABSTRACT 

 

This study aims to investigate the analgesic and anti-inflammatory effects of 

Commiphora opobalsamum in rodents in comparison with diclofenac, and its ability to 

enhance the activity of diclofenac in reduced doses. Wister rats or Swiss mice (5 groups/ 

6 each) were administered methalonic extract of C. opobalsamum, saline and diclofenac 

30 min before the test initiation by i.p. route. The analgesic activities were examined 

utilizing the acetic acid, hot plate and formalin paw lick techniques. The anti-

inflammatory efficacy was examined by utilizing the granuloma induced by cotton 

pelletand paw edema induced by carrageenan C. opobalsamum demonstrated a stronger 

inhibition of writhing compared to diclofenac, and the 500 mg/kg dose completely 

inhibited the writhing response. In hot plate, C. opobalsamum co-administrated with 

diclofenac exhibited significant prolongation of reaction time compared to diclofenac 

alone. Furthermore, C. opobalsamum (500 mg/kg) significantly shortens the licking time 

compared to diclofenac at both phases. In addition, the suppression of paw edema 

induced by carrageenan was significant in comparison to diclofenac at first hour. 

Interestingly, significant weight reduction of granuloma tissue was perceived at all doses 

of C. opobalsamum in contrast to control group. This study provides a strong evidence of 

the analgesic and anti-inflammatory activity of extract of C. opobalsamum, additionally it 

has revealed significant anti-inflammatory effect, equivalent to on-steroidal anti-

inflammatory drugs (NSAIDs). Moreover, the combination of reduced doses of C. 

opobalsamum and diclofenac with resultant synergistic potentiation of both analgesic and 

anti-inflammatory effect, necessitates a cautious approach to elucidate its mechanism 

with the concomitant meticulous study of its safety profile. 
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ABSTRACT 

 

Objective: To determine the PPVs of selected ten medication antidote signals in 

recognizing potential ADRs and comparison of their sensitivity with manual chart 

analysis, and voluntary reporting recognizing the same ADRs.  

 

Method: The inpatient EMR database of internal medicine department was utilized for a 

period of one year, adult patients prescribed at least one of the ten signals, were included 

in the study, recipient patients of antidote signals were assessed for the occurrence of an 

ADR by Naranjo's tool of ADR evaluation. PPVs of each antidote signal were verified.  

 

Result: PPV of Methylprednisolone and Phytonadione was 0.28, Metoclopramide and 

Potassium Chloride - 0.29, Dextrose 50%, Promethazine, Sodium Polystyrene and 

Loperamide - 0.30, Protamine and Acetylcysteine - 0.33. In comparison of confirmed 

ADRs of antidote signals with other methods, Dextrose 50%, Metoclopramide, Sodium 

Polystyrene, Potassium Chloride, Methylprednisolone and Promethazine seem to be 

extremely significant (P value > 0.0001), while ADRs of Phytonadione, Protamine, 

Acetylcysteine and Loperamide were insignificant.  

 

Conclusion: Antidote medication signals have definitive discerning evaluation value of 

ADRs over routine methods of ADR detection with a high detection rate with a minimum 

cost; Their integration with hospital EMR database and routine patient safety surveillance 

enhances transparency, time-saving and facilitates ADR detection. 
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ABSTRACT 

 

Background: Embelia ribes Burm is widely used medicinal plant for the treatment of 

different types of disorders in the Indian traditional systems of medicine. 

 

Objective: The present work was aimed to optimize the extraction parameters of embelin 

from E. ribes fruits and also to quantify embelin content in different extracts of the plant.  

 

Materials and Methods: Optimization of extraction parameters such as solvent: drug 

ratio, temperature and time were carried out by response surface methodology (RSM). 

Quantitative estimation of embelin in different extracts of E. ribes fruits was done 

through high performance liquid chromatography.  

 

Results: The optimal conditions determined for extraction of embelin through RSM 

were; extraction time (27.50 min), extraction temperature 45 degrees C and solvent: drug 

ratio (8: 1). Under the optimized conditions, the embelin yield (32.71%) was equitable to 

the expected yield (31.07%, P > 0.05). These results showed that the developed model is 

satisfactory and suitable for the extraction process of embelin. The analysis of variance 

showed a high goodness of model fit and the accomplishment of the RSM method for 

improving embelin extraction from the fruits of E. ribes.  

 

Conclusion: It is concluded that this may be a useful method for the extraction and 

quantitative estimation of embelin from the fruits of E. ribes. 
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ABSTRACT 

 

Background: Cisplatin (CIS) is a potent antineoplastic agent with high therapeutic 

efficacy against many kinds of tumors. Its use is limited by its nephrotoxicity. The aim of 

this work was to minimize cisplatin effective dose and the possible reduction of its severe 

side effects. The present study was designed to assess the role of sulfur containing agent 

dimethyl sulfoxide (DMSO) on sensitization of mammary carcinoma, Ehrlich ascites 

carcinoma (EAC), to the action of cisplatin and at the same time the possible protective 

effect against cisplatin induced nephrotoxicity in experimental animals.  

 

Methods: To evaluate these effects we have explored the cisplatin effect on the survival 

time of tumor-bearing animals, tumor weight, cisplatin cellular uptake, apoptosis 

induction and cell cycle distribution and renal function in presence and absence of 

DMSO.  

 

Results: Cisplatin at dose of 4.5 mg/kg increased the mean survival time of tumor 

bearing mice to 37 days compared with tumor bearing control mice. Pretreatment of 

tumor bearing mice with DMSO 50 % (2 ml/kg equal to 1 gm/kg) 2 h. before cisplatin 

showed a significant increase in their mean survival time 43 days compared to cisplatin 

treated animals. DMSO pretreatment retained rat's serum urea and creatinine levels to 

normal compared to animals treated with cisplatin alone.  

 

Conclusion: DMSO pretreatment enhanced the cytotoxic activity of cisplatin against the 

growth of EAC in vivo and showed protective effects against cisplatin-induce 

nephrotoxicity. 
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ABSTRACT 

 

This study was designed to investigate effect of metformin or pioglitazone on beta-

catenin and biochemical indicators in sitagliptin-induced pancreatitis. Type 2 diabetes 

mellitus was induced by high-fat diet/low-dose streptozotocin. Six groups (n = 8) were 

used: diabetic control group and five treated groups given, for 6 weeks by oral gavage, 

metformin (100 mg/kg/day), pioglitazone (20 mg/kg/day), sitagliptin (30 mg/kg/day), 

metformin + sitagliptin (MS), and pioglitazone + sitagliptin (PS). Body weight (BW) and 

biochemical parameters (fasting blood sugar (FBS), glycated hemoglobin (HbA1c), 

insulin, total cholesterol (TC), triglycerides (TG), malondialdehyde (MDA), and 

amylase) were measured. Pancreatic sections were examined using hematoxylin and 

eosin staining and immunohistochemical staining for beta-catenin protein. Only 

pioglitazone significantly increased BW. All treatments significantly decreased FBS, 

HbA1c, TC, TG, MDA, and amylase minimally with sitagliptin and maximally with 

combination therapies. Moreover, all treatments significantly increased insulin except 

pioglitazone which showed a nonsignificant decrease. Both metformin and pioglitazone 

ameliorated the diabetic-induced changes while sitagliptin-treated rats showed signs 

suggestive of pancreatitis. Sitagliptin failed to inhibit the inappropriately increased beta-

catenin expression predisposing for pancreatitis but helping regenerate streptozotocin-

damaged islets. Metformin and pioglitazone alone or combined with sitagliptin decreased 

the inappropriate beta-catenin expression. In conclusion, the decrease in beta-catenin 

seems to be involved in reversal of sitagliptin-associated pancreatitis by metformin or 

pioglitazone. The better regeneration of islets with metformin and pioglitazone, than 

sitagliptin, may be due to better effectiveness in controlling diabetes. Sitagliptin should 

be used in combination with metformin or pioglitazone. Further studies are needed to 

determine mechanisms underlying role of Wnt/beta-catenin in regeneration of islets and 

exocrine pancreas. 
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ABSTRACT 
 

Chronic nicotine administration increased levels of gastrin, ghrelin and histamine but 

decreased prostaglandinE(2). Nicotine administered orally and by inhalation had a marked 

negative impact on the histological structure of the gastric mucosa compared with 

intraperitoneal administration. The negative impact of nicotine administration on gastric 

structure was associated with an increased concentration of gastrin and decreased 

prostaglandinE(2), which might be the cause of gastric/peptic ulcers in heavy smokers. The 

increase in ghrelin concentration and its effect following chronic nicotine administration 

needs further investigation.  

 

The aim was to assess the effects of different routes of chronic nicotine administration on 

gastric morphology and hormonal secretion; mainly gastrin, ghrelin, histamine and 

prostaglandinE(2) (PGE(2)). Forty adult male albino rats were randomly assigned into four 

groups (10rats per group), treated for 21 days as follows: control group (given standard rat 

pellets and water only); oral nicotine-treated group [50g(ml drinking water)(-1)]; 

intraperitoneal nicotine-treated group [0.5mg(kg body weight)(-1)]; and inhaled nicotine-

treated group [0.5mg(kg body weight)(-1)]. Concentrations of gastrin, ghrelin, PGE(2) and 

histamine in serum and gastric tissue homogenates were assessed using ELISA kits. Stomach 

fundus was processed for histopathology and immunohistochemistry using light and electron 

microscopy. Different routes of chronic nicotine administration resulted in a significant 

increase in serum and gastric homogenate gastrin and ghrelin concentrations and a significant 

decrease in serum and homogenate PGE(2) concentrations compared with the control group. 

Moreover, nicotine administration via oral and inhalation routes caused gastric erosion, 

transformation of peptic cells into the mucous variety, a significant increase in parietal cell 

numbers and an increase in expression of gastrin. In conclusion, the negative impact of 

nicotine administration on gastric structure that is associated with an increased concentration 

of gastrin and decreased concentration PGE(2) might be the leading cause of gastric/peptic 

ulcers in heavy smokers. The increased ghrelin concentration and its effect following nicotine 

chronic administration needs further investigation. Based on these findings, we suggest that 

the alteration in gastric structure following chronic administration of nicotine can be 

prevented by reducing gastrin secretion and/or targeting its receptors. 
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ABSTRACT 

 

Colorectal cancer (CRC) is a leading cause of cancer-associated mortality worldwide. 

Cisplatin (CIS) is one of the most active cytotoxic agents in current use and it has proven 

efficacy against various human malignancies. However, its clinical usefulness has been 

restricted by detrimental side effects, including nephrotoxicity and myelosuppression. 

The aim of the present study was to attempt to decrease the required dose of CIS, in order 

to minimize its side effects, and increase its capability to arrest, delay or reverse 

carcinogenesis. In addition, the present study aimed to ameliorate CIS‑resistance in CRC 

cells, using the natural compound resveratrol (RSVL). RSVL (3,4', 

5‑trihydroxy‑trans‑stilbene) is a naturally occurring polyphenol present in the roots of 

white hellebore (Veratrum grandiflorum O. Loes) and extracted from >70 other plant 

species. RSVL can exert antioxidant and anti‑inflammatory activities, and it has been 

shown to be active in the regulation of numerous cellular events associated with 

carcinogenesis. The present study evaluated the effects of RSVL on sensitization of both 

parent and CIS‑resistant HCT‑116 CRC cells to the action of cisplatin. The CIS was 

administered at a dose of 5 and 20 µg/ml, and CIS cytotoxicity, apoptosis, cell cycle and 

cisplatin cellular uptake were examined in the presence and absence of RSVL (15 µg/ml). 

RSVL treatment showed anti‑proliferative effects and enhanced the cytotoxic effects of 

cis against the growth of both parent and CIS‑resistant HCT‑116 CRC cells, with a half 

maximal inhibitory concentration of 4.20 µg/ml and 4.72 µg/ml respectively. RSVL also 

induced a significant increase in the early apoptosis fraction and enhanced the subsequent 

apoptotic effects of CIS. The cellular uptake of CIS was significantly increased in the 

presence of RSVL, as compared with CIS treatment alone, and RSVL treatment 

sensitized the CIS‑resistant HCT‑116 cells. In conclusion, RSVL treatment increased the 

cytotoxic activity of CIS against the growth of both parent and CIS‑resistant HCT-116 

CRC cells. 
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ABSTRACT 

 

Objectives: To understand the perceptions, attitude, and prescribing practices of 

clinicians regarding antimicrobial resistance (AMR).  

 

Methods: A multidisciplinary cross-sectional study comprising 447 clinicians of 

university, public, and private hospitals of Jeddah, Saudi Arabia was carried out from 

August to October 2014 using a self-administered questionnaire.  

 

Results: Interestingly, 33% of the general physicians yielded to patient/parent's demand 

for the choice of antimicrobials (AMs) as compared with only 13.2% of the residents, and 

4.3% of the specialists. In addition, expensive AMs are more often prescribed by the 

general physician (70.4%) in comparison with 26.4% residents and 30.4% of the 

specialists. However, no significant differences were observed between the knowledge 

and perceptions regarding the current scope of AM agents, as well as their use and 

misuse. Furthermore, dependability of specialist and residents seems to be significantly 

higher than general physicians on pocketbooks and smartphone for AM education 

sources.  

 

Conclusion: This study revealed that despite a clear concept of AMR, general physicians 

lacks consistency in prescribing aptitude and use of effective educational resources, while 

all respondents lacks dedication to follow the guidelines of AM use. This highlights the 

requirement of AM stewardship with decisive objective of reduction in AMR. 
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ABSTRACT 

 

Background: Carbon tetrachloride (CCl4) is a potent nephrotoxin, as it causes acute as 

well as chronic toxicity in kidneys. Therefore, this study was carried out to assess the 

pharmacological potential of different fractions of Carissa opaca fruits on CCl4-induced 

oxidative trauma in the kidney.  

 

Methods: The parameters studied in this respect were the kidney function tests viz, 

serum profile, urine profile, genotoxicity, characteristic morphological findings, and 

antioxidant enzymatic level of kidneys.  

 

Result: The protective effects of various fractions of C. opaca fruits against CCl4 

administration were reviewed by rat renal function alterations. Chronic toxicity caused by 

8-week treatment of CCl4 to the rats significantly decreased the pH level, activities of 

antioxidant enzymes, and glutathione contents, whereas a significant increase was found 

in the case of specific gravity, red blood cells, white blood cells, level of urea, and lipid 

peroxidation in comparison to control group. Administration of various fractions of C. 

opaca fruit with CCl4 showed protective ability against CCl4 intoxication by restoring 

the urine profile, activities of antioxidant enzymes, and lipid peroxidation in rat. CCl4 

induction in rats also caused DNA fragmentation and glomerular atrophy by means of 

dilation, disappearance of Bowmen's space, congestion in the capillary loops, dilation in 

renal tubules, and foamy look of epithelial cells of tubular region, which were restored by 

co-admiration of various fractions of C. opaca.  

 

Conclusion: Results revealed that the methanolic fractions of C. opaca are the most 

potent and helpful in kidney trauma. 
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ABSTRACT 

 

The anti-anginal effects of allopurinol were assessed in experimental model rats of angina 

and their effects were evaluated with amlodipine. In the vasopressin-induced angina 

model, oral administration of allopurinol in dose of 10 mg/kg revealed remarkably 

analogous effects in comparison with amlodipine such as dose-dependent suppression of 

vasopressin-triggered time, duration and severity of ST depression. In addition, 

allopurinol produced dose dependent suppression of plasma Malondialdehyde (MDA) 

level, systolic blood pressure, cardiac contractility and cardiac oxygen consumption; 

while in contrast, amlodipine minimally suppressed the elevation of plasma MDA level. 

Endothelial NO synthase (eNOS) expression, serum nitrate were strikingly increased, 

however lipid profile was significantly reduced. Seemingly, allopurinol was found to be 

more potent than amlodipine - a calcium channel antagonist. To conclude, it was 

explicitly observed and verified that on the ischemic electrocardiography (ECG) changes 

in angina pectoris model in rats, allopurinol exerts a significant protective effects, 

reminiscent of enhancement of vascular oxidative stress, function of endothelial cells, 

improved coronary blood flow in addition to the potential enhancement in myocardial 

stress. Moreover, our findings were in conformity with several human studies. (C) 2015 

The Authors. Production and hosting by Elsevier B.V. on behalf of King Saud 

University. 
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ABSTRACT 

 

Individuals with blood group O have a higher bleeding risk than non-O blood groups. 

This could be explained by the lower levels of FVIII and von Willebrand Factor (VWF) 

levels in O individuals. We investigated the relationship between blood groups, thrombin 

generation (TG), prothrombin activation and thrombin inactivation. Plasma levels of 

VWF, FVIII, antithrombin, fibrinogen, prothrombin and alpha(2)Macroglobulin (alpha 

M-2) levels were determined. TG was measured in platelet rich (PRP) and platelet poor 

plasma (PPP) of 217 healthy donors and prothrombin conversion and thrombin 

inactivation were calculated. VWF and FVIII levels were lower (75% and 78%) and 

alpha M-2 levels were higher (125%) in the O group. TG is 10% lower in the O group in 

PPP and PRP. Less prothrombin was converted in the O group (86%) and the thrombin 

decay capacity was lower as well. In the O group, alpha M-2 plays a significantly larger 

role in the inhibition of thrombin (126%). In conclusion, TG is lower in the O group due 

to lower prothrombin conversion, and a larger contribution of alpha M-2 to thrombin 

inactivation. The former is unrelated to platelet function because it is similar in PRP and 

PPP, but can be explained by the lower levels of FVIII. 
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ABSTRACT 

 
Background: How Kruppel-like factor 17 (KLF17) controls metastasis and epithelial-

mesenchymal transition (EMT) during cancer progression remains unknown.  

 

Results: Tumor-suppressive p53 signaling is critical for KLF17 to inhibit cancer metastasis 

in NSCLC. Conclusion: These results indicate novel insights into the anti-EMT effect of 

KLF17 via p53-dependent pathway. Significance: Targeting KLF17 for cancer therapy may 

be applicable to NSCLC tumors with TP53 status, which may improve the prognosis of 

NSCLC patients. Metastasis, which is controlled by concerted action of multiple genes, is a 

complex process and is an important cause of cancer death. Kruppel-like factor 17 (KLF17) 

is a negative regulator of metastasis and epithelial-mesenchymal transition (EMT) during 

cancer progression. However, the underlying molecular mechanism and biological relevance 

of KLF17 in cancer cells are poorly understood. Here, we show that tumor suppressor protein 

p53 plays an integral role to induce KLF17 expression in non-small cell lung cancer 

(NSCLC). p53 is recruited to the KLF17 promoter and results in the formation of p53-DNA 

complex. p53 enhances binding of p300 and favors histone acetylation on the KLF17 

promoter. Mechanistically, p53 physically interacts with KLF17 and thereby enhances the 

anti-metastatic function of KLF17. p53 empowers KLF17-mediated EMT genes transcription 

via enhancing physical association of KLF17 with target gene promoters. Nutlin-3 recruits 

KLF17 to EMT target gene promoters and results in the formation of KLF17-DNA complex 

via a p53-dependent pathway. p53 depletion abrogates DNA binding affinity of KLF17 to 

EMT target gene promoters. KLF17 is critical for p53 cellular activities in NSCLC. 

Importantly, KLF17 enhances p53 transcription to generate a novel positive feedback loop. 

KLF17 depletion accelerates lung cancer cell growth in response to chemotherapy. 

Mechanistically, we found that KLF17 increases the expression of tumor suppressor genes 

p53, p21, and pRB. Functionally, KLF17 required p53 to suppress cancer cell invasion and 

migration in NSCLC. In conclusion, our study highlights a novel insight into the anti-EMT 

effect of KLF17 via a p53-dependent pathway in NSCLC, and KLF17 may be a new 

therapeutic target in NSCLC with p53 status. 
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ABSTRACT 

 

The current study aims at exploring the possibility of aligning peer assessment, 

audiovisuals, and medical case-report extracts (vignettes) in medical terminology 

teaching. In addition, the study wishes to highlight the effectiveness of audio materials 

and medical history vignettes in preventing medical students' comprehension, listening, 

writing, and pronunciation errors. The study also aims at reflecting the medical students' 

attitudes towards the teaching and learning process.The study involved 161 medical 

students who received an intensive medical terminology course through audio and 

medical history extracts. Peer assessment and formative assessment platforms were 

applied through fake quizzes in a pre- and post-test manner. An 18-item survey was 

distributed amongst students to investigate their attitudes and feedback towards the 

teaching and learning process. Quantitative and qualitative data were analysed using the 

SPSS software.The students did better in the posttests than on the pretests for both the 

quizzes of audios and medical vignettes showing a t-test of -12.09 and -13.60 

respectively. Moreover, out of the 133 students, 120 students (90.22%) responded to the 

survey questions. The students gave positive attitudes towards the application of audios 

and vignettes in the teaching and learning of medical terminology and towards the 

learning process.The current study revealed that the teaching and learning of medical 

terminology have more room for the application of advanced technologies, effective 

assessment platforms, and active learning strategies in higher education. It also highlights 

that students are capable of carrying more responsibilities of assessment, feedback, and e-

learning. 
 

 

 

 

 

 

 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

441 
 

 

Department of 

Physiology 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

442 
 

 

Department of Physiology 
 

Head of Department 
 محمد عبده غالب المخلافي. د

Members 
 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

443 
 

Research Title: 

Cardiac autonomic dysfunction in young obese males is 

not associated with disturbances in pituitary-thyroid axis 

hormones 

Source: 

European Review For Medical And Pharmacological 

Sciences 

Verduci Publisher 

Vol. 19, Issue 9, Page: 1689-1695 

ISSN: 1128-3602 

Month and Year of 

Publication: 
MAY 2015 

Impact Factor: 1.213 

Affiliated Department(s): Physiology 

Author(s): 

BA Al-Trad, MAIE Faris, M Al-Smadi, A Bashir, M 

Mansi, M Alaraj, A Al-Hazimi, S Tabur, S Oztuzcu, E 

Oguz, H Korkmaz, S Eroglu, M Ozkaya, AT Demiryürek, 

A Aslaner, A Öngen, M KoŞar, T Çakır, B Mayir, U 

Doğan, U Gündüz, G Cantilav, M Habibi, Ş Özdemir, MT 

Oruç, N Bülbüller, IV Duzen, A Eraydin, G Currò, G 

Navarra, CC Xiao, A Ren, J Yang, SD Ye, XN Xing, SM 

Li, C Chen, RP Chen, Z Yasar, M Buyuksirin, FD 

Ucsular, A Kargı, F Erdem, F Talay, OK Kurt, A De 

Giorgi, F Fabbian, M Pala, R Tiseo, C Parisi, E Misurati, 

R Manfredini, P Richette, RN Flipo, DK Patrikos, Y Lu, 

XQ Fei, SF Yang, BK Xu, YY Li, LL Quan, H Wang, Y 

Tian, X Mu, Y Zhang, K Tao, M Agilli, FN Aydin, T 

Cayci, YG Kurt, E Gajewska, M Sobieska, L Al-Dokhi 

Correspondent’s Email: bahaa.tr@yu.edu.jo 

 

ABSTRACT 

 

Objective: Obesity has been associated with hypothyroidism and cardiac autonomic 

dysfunction. The present study aimed to investigate whether cardiac autonomic 

dysfunction in young obese males might be related to an underlying thyroid disturbance.  

 

Patients And Methods: On the basis of body mass index (BMI), 40 participants were 

grouped into normal weight group (NW; BMI = 18.5-25 kg/m(2); n = 15), over weight 

group (OW; BMI = 25-29.9 kg/m(2); n = 12) and obese group (OB; BMI = 30 kg/m(2); n 

= 13). Electrocardiogram was recorded using PowerLab system and the time and 

frequency domain measures of heart rate variability (HRV) were calculated. Fasting 

blood samples were drawn for measurement of serum thyroid stimulating hormone 

(TSH), total thyroxin (TT4) and total triiodothyronine (TT3) concentrations.  

 

Results: The levels of TSH, TT4 and TT3 were not significantly different between the 

groups. The frequency domain HRV parameter reflecting parasympathetic tone (high-

frequency normalized units, HFnu) was significantly reduced in OB group. The 

parameters which reflect sympathetic activation (Heart rate, low-frequency normalized 

units; LFnu and the LF/HF ratio) were significantly increased in the OB group. HFnu was 

significantly and negatively correlated with BMI, waist hip ratio and body fat percentage, 

whereas LFnu and LF/HF ratio were significantly and positively correlated with the 
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above mentioned parameters. No significant relationships were noted between the HRV 

parameters and the levels of TSH or thyroid hormones.  

 

Conclusions: Cardiac autonomic dysfunction in obese young adult males is not linked 

with underlying thyroid disturbance. 
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ABSTRACT 

 

Objective: This study aimed to assess the effect of vitamin D3 administration to diabetic 

rats on thyroid profile and deiodinase 2 (D2).  

 

Methods: Thirty male Wistar rats were included into three groups; control, 

streptozotocin-induced diabetic and diabetic supplemented with vitamin D3 groups. Ten 

weeks later, serum levels of free T4, free T3 and TSH were measured. Tissue 

homogenates from liver, kidney, muscle, femur bone, heart and brain were obtained and 

assessed for D2 mRNA.  

 

Results: Diabetic rats demonstrated significant increase in free T4 and significant 

decrease in free T3. These changes were ameliorated by vitamin D3 administration. D2 

mRNA was significantly reduced in all tissue homogenates obtained from diabetic rats, 

while vitamin D3 treatment significantly enhanced D2 in liver and brain homogenates.  

 

Conclusion: Diabetes mellitus inhibited peripheral conversion of T4 into T3 secondary 

to reduction in D2 expression. Vitamin D3 greatly corrected the alterations in thyroid 

profile and D2 expression. 
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ABSTRACT 

 

Background: Osteoporosis is a major public health problem in Saudi Arabia. Low bone 

mineral density (BMD) is a major predictor for osteoporosis and fractures. Parity and 

lactation are suggested as two risk factors for Low BMD. The aim of this study is to 

assess the relation between parity, lactation and bone mineral density among Saudi 

women 

 

Methods: This cross sectional study was conducted at Centre of Excellence for 

Osteoporosis Research (CEOR), Jeddah City, Saudi Arabia on a sample of 321 women. 

Women who delivered within the past two years were excluded. A total of 283 women 

were included in the final analysis. Dual- Energy-X-Ray Absorptiometry (DEXA) was 

used for BMD measurements using Lunar DPX-IQ Machine. The measurements 

included: Lumbar spine , total hip and total wrist. The data collected was age, number of 

children, duration of lactation, height and weight for body mass index (BMI) calculation. 

Multiple logistic regression was used to identify the effect of parity and lactation on 

BMD. 

 

Results: A sample of 283 women ranging in age from 23 to 58 years, mead (SD) 

39.1(6.4). Number of pregnancies ranged from 0 to 12, with a median of 4 pregnancies 

and Inter Quartile Range (IQR) 2-5. Lactation was reported by 79.7% of those who have 

live births. Median duration of lactation was 20 months IQR 2-24. After adjustment for 

confounding variables, a decrease in wrist BMD was significantly associated with 

increase duration of lactation.  

 

Conclusion: The results of the current study suggest that duration of lactation is one of 

the determinants of BMD at wrist joint 
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ABSTRACT 

 

Complications of diabetes mellitus include cognitive impairments and functional changes 

in the brain. The present study aimed to investigate the possible beneficial effect of 

vitamin D-3 on episodic memory and cholinergic transmission in the prefrontal cortex of 

streptozotocin-induced diabetic rats.  

 

Thirty male Wistar rats (150-200g) were included into control, diabetic and diabetic 

supplemented with vitamin D3 groups. Diabetes was induced by single intraperitoneal 

injection of streptozotocin 45 mg/kg in citrate buffer. Vitamin D-3 was administered 

orally in a dose of 500 IU/kg/day in corn oil for 10 weeks. Then rats were subjected to 

novel object recognition test to examine for episodic memory. Animals were sacrificed 

under diethyl ether anesthesia and prefrontal cortices were dissected to measure the 

activity of choline acetyl transferase (CAT) and acetyle choline esterase (ACE) enzymes 

to assess for cholinergic transmission.  

 

Diabetic rats spent significantly less time exploring the novel object compared to control 

animals. Vitamin D-3 significantly attenuated the diabetes-induced impairment so that 

animals again spent significantly more time exploring the novel object. The CAT activity 

was significantly decreased in diabetic animals while the ACE activity was significantly 

increased compared to control non-diabetic animals. Diabetes-induced alterations in 

enzyme activity in the prefrontal cortex were mitigated by vitamin D-3 supplementation.  

 

The present findings demonstrate the potential effect of vitamin D-3 supplementation on 

cognitive function in diabetic animals. It is possible that this effect is mediated through 

enhancing the prefrontal cortex cholinergic transmission. 
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ABSTRACT 

 

Background: We report our experience with patients who received re-irradiation to the 

head and neck area for locoregional recurrences (LRR) or second primaries (SP) in a 

previously irradiated field.  

 

Methods: We reviewed 27 consecutive patients with a diagnosis of LRR or SP head and 

neck carcinoma treated with a second course of radiotherapy between April 2004 and 

July 2012. The main outcome measures were local control, overall survival, and 

complications. The results are expressed as actuarial values using the Kaplan-Meier 

estimates.  

 

Results: The median follow-up time was 24.7 months (range: 11 days-79.3 months). 

There were 23 males and four females with a median age of 61 years (range: 40-87 

years). The actuarial overall survival rates at 1, 2, and 5 years were 77, 59, and 57 %, 

respectively. The actuarial local control rate was 80, 52, and 52 % at 1, 2, and 5 years, 

respectively. Three patients developed systemic metastases. The rate of grade 3 toxicity 

was 26 %, and that of grade 4 toxicity was 3 %. There were two treatment-related deaths 

(grade 5 toxicity).  

 

Conclusions: Continuous course re-irradiation in patients with LRR or SP head and neck 

cancer is feasible with acceptable toxicity. With current encouraging rates of local control 

and overall survival, this option should be discussed with patients who have few 

alternative therapeutic options. 
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ABSTRACT 

 

The acute abdomen is one of the most frequent causes for presentation to the emergency 

department. Imaging plays an important role for an accurate diagnosis, which in turn 

diminishes morbidity and mortality. The aim of this study was to demonstrate optimum 

CT aspects and emphasize on the important features of CT for those patients presenting 

with an acute abdominal pain at the Emergency Department both in general and in a 

number of selected conditions (appendicitis, small-bowel obstruction, acute pancreatitis, 

and diverticulitis). The reported data by this study are based on the author working 

experience, which forms a continuous protocol adjustment process. The present study 

provides evidence that CT would result in definite diagnosis of patients with abdominal 

pain in terms of the detection of some urgent conditions. 
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ABSTRACT 
 

Background/Purpose: This study investigates challenges that students and faculty face 

to implement assessment for learning; and the activities, capabilities, enablers, and 

indicators which could impact performance.  

 

Method: The study is a mixed methods research, cross-sectional, exploratory study. The 

study was organized through two phases of data collection and analysis (QUAL -> quan). 

Based on qualitative focus group discussions (FGD), we first gathered data through field 

notes. Later, we engaged in analysis using techniques drawn from qualitative data 

including categorization, theme identification, and connection to existing literature. 

Based on this analysis, we developed a questionnaire that could provide quantitative 

measures based on the qualitative FGD. We then administered the questionnaire, and the 

quantitative data were analyzed to quantitatively test the qualitative findings. Twenty-

four faculty and 142 students from the 4th and 5th clinical years participated voluntarily. 

Their perception of FA and the cultural challenges that hinder its adoption were evaluated 

through a FGD and a questionnaire.  

 

Results: The mean score of understanding FA concept was equal in faculty and students 

(p = 0.08). The general challenge that scored highest was the need to balance work and 

academic load in faculty and the need to balance study load and training and mental 

anxiety in students. There was no difference between faculty and students in perceiving 

""learning is teacher-centered'' (p = 0.481); and ""past learning and assessment 

experience'' (p = 0.322). There was a significant difference between them regarding 

interaction with opposite gender (p50.001). Students showed higher value as regards the 

""gap between learning theories and assessment practice'', ""grade as a priority'', and 

""discrimination by same faculty gender''.  

 

Conclusion: The authors suggested a ""Framework of Innovation in Endorsing 

Assessment for Learning''. It emphasizes a holisitic approach through all levels of the 

System: Government, Accreditation Bodies, Policy makers; Institution, and Classroom 

levels. 
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ABSTRACT 

 

Human immunodeficiency virus (HIV) infection associated aneurysmal vasculopathy is a 

rare complication of HIV infection affecting the pediatric and adult population. We 

present a case of a 7-year-old male child known to have a congenitally acquired HIV 

infection presenting with a ruptured left distal internal carotid artery fusiform aneurysm 

that was diagnosed on MRI scans 6 months prior to his presentation. He underwent 

craniotomy and successful aneurysm reconstruction. He had uncomplicated postoperative 

course and experienced a good recovery. This case is among the few reported pediatric 

cases of HIV-associated cerebral arteriopathy to undergo surgery. We also reviewed the 

relevant literature of this rare condition. 
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ABSTRACT 

 

The aims of this study were to measure the patients' entrance surface air kerma doses 

(ESAK), effective doses and to compare practices between different hospitals in Sudan. 

ESAK were measured for patient using calibrated thermo luminance dosimeters (TLDs, 

GR200A). Effective doses were estimated using National radiological Protection Board 

(NRPB) software. This study was conducted in five radiological departments: Two 

Teaching Hospitals (A and D), two private hospitals (B and C) and one University 

Hospital (E). The mean ESAK was 20.1 mGy, 28.9 mGy, 13.6 mGy, 17.5 mGy, 35.7 

mGy for hospitals A, B, C, D, and E, respectively. The mean effective dose was 2.4 mSv, 

3.5 mSv, 1.6 mSv, 2.1 mSv and 4.3 mSv in the same order. The study showed wide 

variations in the ESDs with three of the hospitals having values above the internationally 

reported values. 
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ABSTRACT 

 

Perrault syndrome (PRLTS) is a clinically and genetically heterogeneous disorder. Both 

male and female patients suffer from sensory neuronal hearing loss in early childhood, 

and female patients are characterized by premature ovarian failure and infertility after 

puberty. Clinical diagnosis may not be possible in early life, because key features of 

PRLTS, for example infertility and premature ovarian failure, do not appear before 

puberty. Limb spasticity, muscle weakness, and intellectual disability have also been 

observed in PRLTS patients. Mutations in five genes, HSD17B4, HARS2, CLPP, 

LARS2, and C10orf2, have been reported in five subtypes of PRLTS. We discovered a 

consanguineous Saudi family with the PRLTS3 phenotype showing an autosomal 

recessive mode of inheritance. The patients had developed profound hearing loss, brain 

atrophy, and lower limb spasticity in early childhood. For molecular diagnosis, we 

complimented genome-wide homozygosity mapping with whole exome sequencing 

analyses and identified a novel homozygous mutation in exon 6 of CLPP at chromosome 

19p13.3. To our knowledge, early onset with regression is a unique feature of these 

PRLTS patients that has not been reported so far. This study broadens the clinical 

spectrum of PRLTS3. 
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ABSTRACT 

 

Perrault syndrome (PRLTS) is a clinically and genetically heterogeneous disorder. Both 

male and female patients suffer from sensory neuronal hearing loss in early childhood, 

and female patients are characterized by premature ovarian failure and infertility after 

puberty. Clinical diagnosis may not be possible in early life, because key features of 

PRLTS, for example infertility and premature ovarian failure, do not appear before 

puberty. Limb spasticity, muscle weakness, and intellectual disability have also been 

observed in PRLTS patients. Mutations in five genes, HSD17B4, HARS2, CLPP, 

LARS2, and C10orf2, have been reported in five subtypes of PRLTS. We discovered a 

consanguineous Saudi family with the PRLTS3 phenotype showing an autosomal 

recessive mode of inheritance. The patients had developed profound hearing loss, brain 

atrophy, and lower limb spasticity in early childhood. For molecular diagnosis, we 

complimented genome-wide homozygosity mapping with whole exome sequencing 

analyses and identified a novel homozygous mutation in exon 6 of CLPP at chromosome 

19p13.3. To our knowledge, early onset with regression is a unique feature of these 

PRLTS patients that has not been reported so far. This study broadens the clinical 

spectrum of PRLTS3. 
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ABSTRACT 
 

Background: Computed tomography (CT) is used to evaluate the human tracheobronchial 

tree because of its unsurpassed ability to visualize the airway and surrounding structures. To 

establish an ideal animal model for studying subglottic stenosis, we assessed the size and 

morphology of the normal rabbit's laryngotracheal airway by helical CT. We measured 

luminal dimensions at the levels of the arytenoid and cricoid cartilages and the first, third, 

and eighth tracheal rings. At all levels, the axial slices were used to calculate the maximum 

anteroposterior (AP) dimension, transverse dimension, and cross-sectional areas. We 

measured the tracheal length from the cricoid to the third and eighth tracheal rings on sagittal 

reformation. We assessed the hyoid, thyroid, cricoid, arytenoid, and tracheal rings for the 

presence of calcific or soft tissue densities. We also addressed the presence or absence of pre-

epiglottic and paraglottic fat.  

 

Results: The mean AP tracheal dimension +/- standard deviation (SD) was 8.6 +/- 0.5 mm at 

the arytenoid level, 8.2 +/- 0.7 mm at the cricoid level, and 7.7 +/- 0.2 mm at the first tracheal 

ring level. The transverse tracheal dimension +/- SD was 5.3 +/- 0.1 mm at the arytenoid 

level, 5.5 +/- 0.5 mm at the cricoid level, and 6.1 +/- 0.6 mm at the first tracheal ring level. 

The mean tracheal area +/- SD was 35.7 +/- 2.2 mm(2) at the arytenoid level, 35.8 +/- 5.1 

mm(2) at the cricoid level, and 39.2 +/- 4.3 mm(2) at the first tracheal ring level. The tracheal 

length +/- SD was 10.7 +/- 2.3 mm from the cricoid to the third tracheal ring and 19.1 +/- 

1.14 mm to the eighth tracheal ring. There was complete calcification of the hyoid in all 

rabbits. Only two rabbits showed complete thyroid, arytenoid, or tracheal ring calcification. 

The remaining airway components were otherwise either uncalcified or partially calcified. 

The uvula, epiglottis, aryepiglottic fold, vallecula, piriform sinus, true/false vocal cords, and 

pre-epiglottic/paraglottic fat were not seen in any rabbit.  

 

Conclusions: Helical CT investigation provides good, highly definitive anatomic details of 

the larynx and trachea in rabbits. Such results may be used in further evaluation of the normal 

airway and in cases of subglottic stenosis. 
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ABSTRACT 

 

Rationale and Objectives: Because of the intimate and uncomfortable nature of 

transvaginal ultrasound, training residents to perform this type of examination is a 

difficult task. As a consequence, residents may receive inadequate training that leads to a 

lack of the skills and confidence needed to perform this examination. The aim of the 

study was to assess the effectiveness of using simulation sessions to teach residents how 

to perform transvaginal ultrasound, enabling them to diagnose obstetric and gynecologic 

emergencies and helping them survive on-calls alone while keeping their patients safe.  

 

Materials and Methods: We used an experimental study design to compare the 

confidence levels of 20 senior residents who received clinical training only to those of 25 

junior residents who were enrolled in a simulation-based teaching session. We also 

compared the junior residents' levels of performance and confidence using transvaginal 

ultrasound before and after the sessions.  

 

Results: The performance of transvaginal ultrasound by the junior residents and their 

confidence levels significantly improved after they attended the simulation sessions. 

They had higher levels of confidence than the senior residents who did not attend the 

session. It was also observed that the number of nondiagnostic transvaginal ultrasounds 

perforrned by the on-call resident that needed to be repeated the next day had 

significantly dropped.  

 

Conclusions: Simulation-based teaching sessions are an effective method of education, 

which improve trainees' skills and confidence levels and improve patient safety. 
 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

460 
 

Research Title: 
MIBI SPECT Scan and Ultrasonography in Preoperative 

Imaging of Primary Hyperparathyroidism 

Source: 

OMICS Journal of Radiology 

OMICS Publishing Group 

Vol. 4, Issue 3, Page: 1-5 

ISSN: 2167-7964 

Month and Year of 

Publication: 
JUN 2015 

Impact Factor: 0.54 

Affiliated Department(s): Radiology 

Author(s): NA Batawil 

Correspondent’s Email: n/a 

 

ABSTRACT 

 

Objectives: In patients who have parathyroid adenoma, combination of ultrasonography 

and technetium Tc 99m sestamethoxyisobutylisonitrile scan (also called sestamibi or 

MIBI scan), which allows anatomic and functional information about parathyroid 

adenomas, is used commonly to maximize operative cure. The sensitivity of MIBI scan 

may be increased by adding single photon emission computed tomography (SPECT) and 

computed tomography (CT) as a combined MIBI-SPECT CT scan. We assessed the 

accuracy of ultrasonography and parathyroid MIBISPECT scan in detecting parathyroid 

adenoma and evaluated the potential benefit of the combined protocol of ultrasonography 

and MIBI-SPECT parathyroid scan. 

 

Methods: In 58 patients who had biochemical evidence of primary hyperparathyroidism, 

we retrospectively reviewed the preoperative ultrasonography and MIBI-SPECT scans. 

The results of these studies were correlated with surgical findings. 

 

Results: In the 58 patients, surgery showed that 43 patients (74%) had solitary 

parathyroid adenoma. The sensitivity, specificity and accuracy of MIBI-SPECT for 

parathyroid adenoma was (72%,80%,74%) and for ultrasonography (53%,60%,55%) 

respectively. The highest sensitivity is noted with the combination of MIBI-SPECT and 

ultrasonography (79%), . 9 adenomas (21%) were missed by both modalities. In the 20 

adenomas that were missed by ultrasound 11 were detected by MIBI SPECT. 

 

Conclusion: The MIBI-SPECT had better performance than ultrasonography for 

parathyroid adenoma localization. The combined MIBI SPECT and ultrasonography has 

the highest sensitivity for parathyroid adenoma detection (79%). An alternative strategy 

may be to use MIBI-SPECT initially, and to proceed to ultrasonography only in patients 

with negative MIBI- SPECT. This may avoid many ultrasonography procedures. 
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ABSTRACT 

 

Cerebellar tubers have been recognized as a feature of tuberous sclerosis complex (TSC), 

but the evolution of cerebellar tubers with brain maturation remains unclear. The aim of 

this study was to assess the evolution of MRI characteristics of cerebellar tubers in 

children with TSC longitudinally.  

 

The MRI features of cerebellar tubers including number, location, shape, enhancement, 

presence of hemorrhage, calcifications, retraction, and the longitudinal changes of these 

features were assessed in children with TSC.  

 

Cerebellar tubers were seen in 69/193 (35.8 %) cases. Cerebellar tubers were wedge 

shaped, nodular, or demonstrated folia distortion; 33/101 (32.7 %) cerebellar tubers 

showed enhancement, 29/101 (28.7 %) showed calcification, and 75/101 (74.3 %) had 

retraction abnormality. No lesion showed hemorrhage. One hundred fifty-two of our 

patients had more than one MRI examinations and were followed for a mean of 5.3 years 

from the time of their first MRI till their last study. Of those with follow-up MRI, 53 

patients had cerebellar tubers; 15/53 (28.3 %) patients and 20/101 (19.8 %) of the 

cerebellar tubers demonstrated an increase in size, enhancement, or calcification 

longitudinally. The majority of the increase in size, enhancement, or calcification 

occurred in the first 8 years of life. None of the cerebellar tubers showed a reduction in 

size or enhancement. There was no new cerebellar tuber.  

 

We have found an increase in size, enhancement, and calcification of cerebellar tubers 

which occurred mainly in the first 8 years of life. Further study that correlates the 

genetics and clinical manifestation with more advanced imaging of the cerebellar tubers 

may help us understand the underlying neurobiology of the changes in cerebellar tubers. 
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ABSTRACT 

 

Neopterin has been considered as an important marker of cellular inflammation. The 

primary objective of the current study was to determine the role of neopterin in 

cardiovascular disease and its association with other well known cardiac markers. The 

study was composed of total 200 subjects (100 confirmed coronary artery disease (CAD) 

patients, 50 recently diagnosed, and 50 managed CAD patients) both men and women 

and 100 healthy control individuals of matching age and weight. Serum neopterin 

analysis was done using commercial available ELISA kits. Other cardiac markers viz. 

troponin, creatine kinase (CK), CK MB isoenzyme (CKMB), lactate dehydrogenase 

(LDH), fibrinogen, C-reactive protein (CRP), alanine aminotransferase (ALT), and 

aspartate aminotransferase (AST) estimation was done by standard routine biochemical 

methods. Neopterin level was found to be remarkably enhanced by 150% and 513% in 

the recently diagnosed and managed CAD patients, respectively. CK level also showed a 

significant rise by 62% in the managed patients. However, recently diagnosed patients 

did not show any significant change. Moreover, cross correlation study showed 

statistically significant (P<0.01) change in neopterin and CK levels between recently and 

managed patients. In the other studied CAD markers such as CKMB, fibrinogen and 

LDH also showed a significant increase in both categories of patients. CRP level was also 

found to be significantly enhanced by 357% (P<0.01) and 341% (P<0.05) in recently 

diagnosed and managed patients respectively. Because of cost effectiveness, easy and 

quick analysis of neopterin in the serum sample, we propose neopterin as the prognostic 

as well as diagnostic biomarker of CAD before other markers could be tested especially 

in Saudi population. 
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ABSTRACT 

 

Patients on hemodialysis experience considerable psychological and physical stress due 

to the changes brought on by chronic kidney disease. Religion is often turned to in order 

to cope with illness and may buffer some of these stresses associated with illness. We 

describe here the religious activities of dialysis patients in Saudi Arabia and determined 

demographic, psychosocial, and physical health correlates. We administered an in-person 

questionnaire to 310 dialysis patients (99.4 % Muslim) in Jeddah, Saudi Arabia, that 

included the Muslim Religiosity Scale, Structured Clinical Interview for Depression, 

Hamilton Depression Rating Scale, Global Assessment of Functioning scale, and other 

established measures of psychosocial and physical health. Bivariate and multivariate 

analyses identified characteristics of patients who were more religiously involved. 

Religious practices and intrinsic religious beliefs were widespread. Religious 

involvement was more common among those who were older, better educated, had higher 

incomes, and were married. Overall psychological functioning was better and social 

support higher among those who were more religious. The religious also had better 

physical functioning, better cognitive functioning, and were less likely to smoke, despite 

having more severe overall illness and being on dialysis for longer than less religious 

patients. Religious involvement is correlated with better overall psychological 

functioning, greater social support, better physical and cognitive functioning, better 

health behavior, and longer duration of dialysis. Whether religion leads to or is a result of 

better mental and physical health will need to be determined by future longitudinal 

studies and clinical trials. 
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ABSTRACT 

 

Coronary Artery Calcium Score (CACS) is commonly used to riskstratify asymptomatic 

patients with intermediate risk for coronary artery disease (CAD) and in patients in whom 

treatment decisions are still uncertain. Coronary artery calcium is usually assessed via a 

non-contrast electrocardiographic (ECG) gated study and quantified using a score 

developed by Agatston et al. The score is based on the volume and density of calcium 

deposits and the X-ray attenuation coefficient. The CACS has been shown in many 

studies to predict outcomes. However, there is scarce data documenting the 

reproducibility of CACS using different software platforms. Thus, the aim of this analysis 

is to evaluate the reproducibility of CACS using two different commercial softwares. 
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ABSTRACT 
 

Aims: The primary objective of this study is to investigate the treatment of Graves' 

Disease (GD) with radioactive iodine (131I-NaI), presenting the clinical symptoms 

suffered from patients, and evaluating the level of triiodothyronine (T3), thyroxine (T4) 

and thyroid-stimulating hormone (TSH) before and after the therapy procedure. 

 

Study Design: This project is considered as a retrospective project, non-randomized, 

observational clinical case series. Clinical symptoms produced by GD were stratified 

according to patients’ gender and age, and a comparison between T3, T4 and TSH was 

done before and after the radioiodine therapy.  

 

Place and Duration of Study: This study was conducted under supervision of the 

Department of Nuclear Medicine, King Abdulaziz University Hospital (KAUH) and the 

Department of Diagnostic Radiology (KAU), Jeddah, KSA, from November 2012 to May 

2013.  

 

Methodology: The records of patients with clinical diagnosis of Thyrotoxicosis who 

were registered in the nuclear medicine department during academic year 2012-2013 to 

perform thyroid scan retrospectively were analyzed. Data from 21 patients was collected 

before and after the administration of radioiodine therapeutic activity. Thyroid 

scintigraphy and thyroid functional tests (TFT) were conducted on all patients enrolled in 

the present study. 

 

Results: The most common clinical symptoms produced by GD were tachycardia, weight 

loss, excessive sweating and tremors. A total of 90% of the patients were under anti-

thyroid drug medication before taking radioiodine therapy while 10% were not. TFT 

results showed that 95% of patients presented abnormal thyroid function. Aside from 

excessive sweating, no significant association between age and clinical symptoms was 

observed. A significant increase in TSH level and decrease in T3 and T4 was observed at 

three-months after therapy procedure. Within six months post-therapy, 60% of patients 

showed clinical symptoms of hypothyroidism, 30% presented TFT results compatible 

with normal thyroid function, and only 10% showed no response to treatment. 

Conclusion: Radioactive iodine is an excellent alternative for GD treatment compared to 

other therapeutic approaches, presenting less complication than surgery procedure and 

reverse possibility when patients are treated with anti-thyroid drug medication. 
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ABSTRACT 

 

Objectives: The objective of this review is to summarize and critically appraise existing 

evidence on the use of chart stimulated recall (CSR) and case-based discussion (CBD) as 

an assessment tool for medical trainees.  

 

Methods: Medline, Embase, CINAHL, PsycINFO, Educational Resources Information 

Centre (ERIC), Web of Science, and the Cochrane Central Register of Controlled Trials 

were searched for original articles on the use of CSR or CBD as an assessment method 

for trainees in all medical specialties.  

 

Results: Four qualitative and three observational non-comparative studies were eligible 

for this review. The number of patient-chart encounters needed to achieve sufficient 

reliability varied across studies. None of the included studies evaluated the content 

validity of the tool. Both trainees and assessors expressed high level of satisfaction with 

the tool; however, inadequate training, different interpretation of the scoring scales and 

skills needed to give feedback were addressed as limitations for conducting the 

assessment.  

 

Conclusion: There is still no compelling evidence for the use of patient's chart to 

evaluate medical trainees in the workplace. A body of evidence that is valid, reliable, and 

documents the educational effect in support of the use of patients' charts to assess 

medical trainees is needed. 
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ABSTRACT 

 

Purpose: To retrospectively assess the incidence of sub-serosal and uterine perforation of 

intra-uterine tandem in intracavitary high-dose-rate (HDR) brachytherapy for cervical 

cancer, and to evaluate its dosimetric implications on computed tomography (CT)-based 

treatment planning. 

 

Material and methods: Computed tomography images and brachytherapy plans of 

cervical cancer patients treated from February 2006 to December 2012 were reviewed for 

sub-optimal implants (sub-serosal and uterine perforation), and their correlation with 

cancer FIGO stage and patients’ age. For each patient, the plans showing sub-optimal 

insertion of intra-uterine tandem were analyzed and compared to plans with adequate 

insertion. The difference in dose coverage of clinical-target-volume (CTV) and variation 

of the dose delivered to organs-at-risk (OARs) rectum and bladder were evaluated. 

 

Results: A total of 231 brachytherapy plans for 82 patients were reviewed. We identified 

12 (14.6%) patients and 14 (6%) applications with uterine perforation, and 12 (14.6%) 

patients and 20 (8.6%) applications with sub-serosal insertion of tandem. Data analysis 

showed that advanced stage correlates with higher incidence of sub-optimal implants (p = 

0.005) but not the age (p = 0.18). Dose-volume-histograms (DVHs) analysis showed 

large variations for CTV dose coverage: D90 significantly decreased with average of –

115.7% ± 134.9% for uterine perforation and –65.2% ± 82.8% for sub-serosal insertion 

(p = 0.025). The rectum and bladder dose assessed by D2cc increased up to 70.3% and 

43.8%, respectively, when sub-optimal insertion of uterine tandem occurred. 

 

Conclusions: We report a low incidence of uterine perforation and sub-serosal insertion 

of uterine tandem in intracavitary HDR brachytherapy for cervical cancer. However, the 

effects on treatment plan dosimetry can be considerably detrimental. Therefore, we 

recommend image-guided insertion, at least for the challenging cases. 
 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

468 
 

Research Title: 
Utilization of Milk as an Oral Contrast Agent in CT Scan 

of the Abdomen 

Source: 

Advances in Computed Tomography 

Scientific Research Publishing Inc. 

Vol. 3, Issue 3, Page: 33-41 

ISSN: 2169-2483 

Month and Year of 

Publication: 
SEPT 2015 

Impact Factor: 0.29 

Affiliated Department(s): Radiology 

Author(s): 
Asma Badawood, Nisreen Alsioufi, Samar Fathuddin, 

Nabeel Mishah, Saddiq Jastaniah 

Correspondent’s Email: n/a 

 

ABSTRACT 

 

The present study aimed to evaluate using the whole milk as alternative oral contrast for 

the as-sessment of gastrointestinal CT enterography. Fifty patients undergo (18 female 

and 32 male) aged from 21 to 79 years (mean 45 years) undergo abdominal CT at the 

department of diagnostic radiology of King Abdulaziz University Hospital. They receive 

1 - 1.5 liter whole milk. Siemens SOMATOM definition CT Scan Machine with 64 slices 

and dual source was utilized to image all pa-tients in research population group where 

iodinated oral contrast media was replaced by a whole milk available in the local market. 

Patients were scanned as per the routine protocol used for CT Abdomen at KAUH-CT 

Unit: Helical Mode with 0.7 Pitch was performed on all paints in supine po-sition using a 

16-detector row scanner (Bright Speed S, General Electric-Milwaukee Wisconsin, USA). 

The following parameters were applied: collimation of 16 × 0.625 (1.25 - 3.75) mm, pitch 

of 3, Slice thickness: 5 mm, gantry rotation time of 400 mAs, tube voltage of 120 KV and 

scan time 11.05 second. The images of all cases were reviewed by two qualified 

radiologists. Conclusion: The present study suggested that whole milk was found to be an 

effective alternative negative contrast for the assessment of the jejunum, ileum and 

terminal ileum in CT enterography. It was excellent for gastric imaging and we 

recommended replacing milk as negative oral contrast since it is available and cost 

effective. Further research to be conducted with modified milk drinking timing for better 

large bowel distention. 
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ABSTRACT 

 

Objectives: Neurosurgery program trainers are continuously searching for new methods 

to evaluate trainees' competency besides number of cases and training duration. Recently, 

efforts are made on the development of reliable methods to teach competency as well as 

valid methods to measure teaching efficacy. Herein we propose the ""Resident's 

Operative Case Tracking and Evaluation System"" (ROCTES) for the assessment and 

monitoring of the resident's performance quality during each procedure. 

 

Methods: We developed a data based website and smart phones application for 

neurosurgical attending physicians, residents and resident review committee in our 

accredited neurosurgical institutions. ROCTES runs through five steps: Login (Resident), 

Case Entry, Login (Attending Physician), Case Approval & Evaluation and Report. The 

Resident enters each case record under ""Case Entry"" field and can ""save"", ""edit"" or 

""submit"" the case data to his Attending Physician. The later from his login profile will 

be able to ""approve and evaluate"" the resident's ""knowledge"", ""skills"" and 

""attitude"" ranking from 1 to 15 for that particular case; add his comments and then 

either ""save"", ""edit the data"" or ""submit"" the data which can be viewed by users as 

a ""report"". Program Directors can also ""login""to monitor the resident's progress. 

 

Results: The implementation of this communication tool should enable the filtering and 

retrieval of information needed for the better assessment and monitoring of residents' 

exposure to variety of cases in each training center. 

 

Conclusions:This proposed evaluation system will provide a transparent assessment for 

residency training programs and should convert trainees into competent neurosurgeons. 
 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

474 
 

Research Title: 
A Randomized, Controlled Clinical Trial of Honey-

Impregnated Dressing for Treating Diabetic Foot Ulcer 

Source: 

Jcpsp-Journal of the College of Physicians and Surgeons 

Pakistan 

Coll Physicians & Surgeons Pakistan 

Vol. 25, Issue 10, Page: 721-725 

ISSN: 1681-7168 

Month and Year of 

Publication: 
OCT 2015 

Impact Factor: 0.318 

Affiliated Department(s): 
Surgery; Cilical Biochemistry; Microbiology and Medical 

Parasitology 

Author(s): 
Muhammad Imran, Muhammad Barkaat Hussain, 

Mukhtiar Baig 

Correspondent’s Email: surgeonimran@gmail.coin 

 

ABSTRACT 

 

Objective: To investigate the effect of Ben-honey-impregnated dressing on diabetic foot 

ulcer and compare it with normal saline dressing.  

 

Study Design: A randomized, controlled trial.  

 

Place and Duration of Study: Sughra Shafi Medical Complex, Narowal, Pakistan and 

Bhatti International Trust (BIT) Hospital, Affiliated with Central Park Medical College, 

Lahore, from February 2006 to February 2010.  

 

Methodology: Patients with Wagner's grade 1 and 2 ulcers were enrolled. Those patients 

were divided in two groups; group A (n=179) treated with honey dressing and group B 

(n=169) treated with normal saline dressing. Outcome measures were calculated in terms 

of proportion of wounds completely healed (primary outcome), wound healing time, and 

deterioration of wounds. Patients were followed-up for a maximum of 120 days.  

 

Results: One hundred and thirty six wounds (75.97%) out of 179 were completely healed 

with honey dressing and 97 (57.39%) out of 169 wtih saline dressing (p=0.001). The 

median wound healing time was 18.00 (6 - 120) days (Median with IQR) in group A and 

29.00 (7 - 120) days (Median with IQR) in group B (p <0.001).  

 

Conclusion: The present results showed that honey is an effective dressing agent instead 

of conventional dressings, in treating patients of diabetic foot ulcer. 
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ABSTRACT 

 

Epilepsy is a non-communicable central nervous system disorder that affects over 60 

million people worldwide. The developments in epilepsy treatment face major hurdles 

due to drug resistance and disease recurrence after reduction in medication. Nano-

technological anti-epileptic drug (AED) delivery systems have recently garnered 

attention due to their ability to cross the blood brain barrier, improved selectivity and 

potential for sustained drug delivery to the brain. This review focuses on several nano-

based AED delivery systems, including liposomes, nano-emulsions, polymeric 

nanoparticles, solid-lipid nanoparticles and magnetic nanoparticles. Their limitations and 

future prospects in terms of AED delivery to the brain are also highlighted. It is hoped 

that the present communication will be helpful in the identification of potential AED 

delivery systems based on their advantages and disadvantages. 
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ABSTRACT 
 

Background: Genetically modified soya bean (GMSB) is a commercialized food. It has been 

shown to have adverse effects on fertility in animal trials. Extra virgin olive oil (EVOO) has 

many beneficial effects including anti-oxidant properties. The aim of this study is to elucidate 

if addition of EVOO ameliorates the adverse effects on reproductive organs of rats fed on 

GMSB containing diet.  

 

Methods: Forty adult male albino rats (150-180 g) of Sprague Dawley strain were separated 

into four groups of 10 rats each: Group 1 - control group fed on basal ration, Group 2 - fed on 

basal ration mixed with EVOO (30%), Group 3 - fed on basal ration mixed with GMSB 

(15%), and Group 4 - fed on basal ration mixed with GMSB (15%) and EVOO (30%). This 

feeding regimen was administered for 65 days. Blood samples were collected to analyze 

serum zinc, vitamin E, and testosterone levels. Histopathological and weight changes in sex 

organs were evaluated.  

 

Results: GMSB diet reduced weight of testis (0.669 +/- 0.06 vs. 1.7 +/- 90.06, p<0.001), 

epididymis (0.4899 +/- 0.03 vs. 0.79 +/- 0.03, p<0.001), prostate (0.04 +/- 90.009 vs. 0.689 

+/- 0.04, p<0.001), and seminal vesicles (0.0579 +/- 0.01 vs. 0.8 +/- 0.04, p<0.001). GMSB 

diet adversely affected sperm count (406 +/- 7.1 vs. 610 +/- 7.8, p<0.001), motility 

(p<0.001), and abnormality (p<0.001). GMSB diet also reduced serum zinc (p<0.05), vitamin 

E (p<0.05), and testosterone (p<0.05) concentrations. EVOO diet had no detrimental effect. 

Addition of EVOO to GMSB diet increased the serum zinc (pB0.05), vitamin E (pB0.05), 

and testosterone (pB0.05) levels and also restored the weights of testis (1.35 +/- 0.16 vs. 0.66 

+/- 0.06, p<0.01), epididymis (0.614 +/- 0.13 vs. 0.489 +/- 0.03, p<0.001), prostate (0.291 +/- 

0.09 vs. 0.04 +/- 0.009, p<0.001), seminal vesicle (0.516 +/- 0.18 vs. 0.057 +/- 0.01, 

p<0.001) along with sperm count (516 +/- 3.1 vs. 406 +/- 7.1, p<0.01), motility (p<0.01), and 

abnormality (p<0.05).  

 

Conclusion: EVOO ameliorates the adverse effects of GMSB on reproductive organs in 

adult male albino rats. This protective action of EVOO justifies its use against the oxidative 

damage induced by GMSB in reproductive organs. 
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ABSTRACT 

 

Background And Objectives: The epidemiology, clinical characteristics, and risk 

factors of aneurysmal subarachnoid hemorrhage (aSAH) in Saudi Arabia are still largely 

unknown. This retrospective cohort study was aimed to determine these features of the 

disease.  

 

Design And Settings: A retrospective cohort review was performed on all patients with 

aSAH who were treated and followed at King Abdulaziz University Hospital between 

July 2000 and December 2013.  

 

Patients And Methods: A quantitative methodology was used and data were collected 

on patients' age, gender, nationality, time to hospital presentation, clinical presentation, 

aneurysm characteristics, treatment, complications, and outcome.  

 

Results: A total of 41 patients with aSAH were included with a mean age of 43.2 (11.5) 

years; and males comprised 34.1%. Smoking and hypertension were the most common 

risk factors. Eight patients had known risk factors for aSAH, and were diagnosed using 

CT scans. An unfavorable outcome was associated with the presence of vasospasm 

(P<.001), cerebral edema (P=.001), and hydrocephalus (P=.003).  

 

Conclusion: A high occurrence of aSAH was observed in an age group younger than that 

reported in published reports. The pattern and outcome of aSAH were otherwise similar 

to prior reports. Future studies investigating these observations in other centers in the 

country can improve the prevention and treatment of this serious condition. 
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ABSTRACT 

 

Objective: To report the personal experiences of patients undergoing awake craniotomy 

for brain tumor resection.  

 

Methods: We carried out a qualitative descriptive survey of patients' experiences with 

awake craniotomies for brain tumor resection. The survey was conducted through a 

standard questionnaire form after the patient was discharged from the hospital.  

 

Results: Of the 9 patients who met the inclusion criteria and underwent awake 

craniotomy, 3 of those patients reported no recollection of the operation. Five patients 

had auditory recollections from the operation. Two-thirds (6/9) reported that they did not 

perceive pain. Five patients remembered the head clamp fixation, and 2 of those patients 

classified the pain from the clamp as moderate. None of the patients reported that the 

surgery was more difficult than anticipated.  

 

Conclusion: Awake craniotomy for surgical resection of brain tumors was well tolerated 

by patients. Most patients reported that they do not recall feeling pain during the 

operation. However, we feel that further work and exploration are needed in order to 

achieve better control of pain and discomfort during these types of operations. 
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ABSTRACT 

 

Background: The contribution of genetic factors to the development of breast cancer in 

the admixed and consanguineous population of the western region of Saudi Arabia is 

thought to be significant as the disease is early onset. The current protocols of continuous 

clinical follow-up of relatives of such patients are costly and cause a burden on the 

usually over-stretched medical resources. Discovering the significant contribution of 

BRCA1.2 mutations to breast cancer susceptibility allowed for the design of genetic tests 

that allows the medical practitioner to focus the care for those who need it most. 

However, BRCA1.2 mutations do not account for all breast cancer susceptibility genes 

and there are other genetic factors, known and unknown that may play a role in the 

development of such disease. The advent of whole-exome sequencing is offering a 

unique opportunity to identify the breast cancer susceptibility genes in each family of 

sufferers. The polymorphisms.mutations identified will then allow for personalizing the 

genetic screening tests accordingly. To this end, we have performed wholeexome 

sequencing of seven breast cancer patients with positive family history of the disease 

using the Agilent SureSelect T Whole-Exome Enrichment kit and sequencing on the 

SOLiD T platform.  

 

Results: We have identified several coding single nucleotide variations that were either 

novel or rare affecting genes controlling DNA repair in the BRCA1.2 pathway.  

 

Conclusion: The disruption of DNA repair pathways is very likely to contribute to breast 

cancer susceptibility in the Saudi population. 
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ABSTRACT 

 

Human immunodeficiency virus (HIV) infection associated aneurysmal vasculopathy is a 

rare complication of HIV infection affecting the pediatric and adult population. We 

present a case of a 7-year-old male child known to have a congenitally acquired HIV 

infection presenting with a ruptured left distal internal carotid artery fusiform aneurysm 

that was diagnosed on MRI scans 6 months prior to his presentation. He underwent 

craniotomy and successful aneurysm reconstruction. He had uncomplicated postoperative 

course and experienced a good recovery. This case is among the few reported pediatric 

cases of HIV-associated cerebral arteriopathy to undergo surgery. We also reviewed the 

relevant literature of this rare condition. 
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ABSTRACT 

 

Background: Follicular variant of papillary thyroid carcinoma (FVPTC) and follicular 

adenoma (FA) are histologically closely related tumors and differential diagnosis remains 

challenging. RNA expression profiling is an established method to unravel molecular 

mechanisms underlying the histopathology of diseases. 

 

Methods: BRAF mutational status was established by direct sequencing the hotspot 

region of exon 15 in six FVPTCs and seven FAs. Whole-transcript arrays were employed 

to generate expression profiles in six FVPTCs, seven FAs and seven normal thyroid 

tissue samples. The threshold of significance for differential expression on the gene and 

exon level was a p-value with a false discovery rate (FDR) < 0.05 and a fold change 

cutoff > 2. Two dimensional average linkage hierarchical clustering was generated using 

differentially expressed genes. Network, pathway, and alternative splicing utilities were 

employed to interpret significance of expression data on the gene and exon level. 

 

Results: Expression profiling in FVPTCs and FAs, all of which were negative for a 

BRAF mutation, revealed 55 transcripts that were significantly differentially expressed, 

40 of which were upregulated and 15 downregulated in FVPTCs vs. FAs. Amongst the 

most significantly upregulated genes in FVPTCs were GABA B receptor, 2 (GABBR2), 

neuronal cell adhesion molecule (NRCAM), extracellular matrix protein 1 (ECM1), 

heparan sulfate 6-O-sulfotransferase 2 (HS6ST2), and retinoid X receptor, gamma 

(RXRG). The most significantly downregulated genes in FVPTCs included interaction 

protein for cytohesin exchange factors 1 (IPCEF1), G protein-coupled receptor 155 

(GPR155), Purkinje cell protein 4 (PCP4), chondroitin sulfate N-

acetylgalactosaminyltransferase 1 (CSGALNACT1), and glutamate receptor interacting 

protein 1 (GRIP1). Alternative splicing analysis detected 87 genes, 52 of which were also 

included in the list of 55 differentially expressed genes. Network analysis demonstrated 

multiple interactions for a number of differentially expressed molecules including 

vitamin D (1,25- dihydroxyvitamin D3) receptor (VDR), SMAD family member 9 
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(SMAD9), v-kit Hardy-Zuckerman 4 feline sarcoma viral oncogene homolog (KIT), and 

RXRG. 

 

Conclusions: This is one of the first studies using whole-transcript expression arrays to 

compare expression profiles between FVPTCs and FAs. A set of differentially expressed 

genes has been identified that contains valuable candidate genes to differentiate both 

histopathologically related tumor types on the molecular level. 
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ABSTRACT 

 

Endovascular repair of blunt aortic injury is now a first-line approach in management. 

This can warrant coverage of the left subclavian artery (LSA), which could lead to 

posterior strokes. In this case report, we present a severe complication of endovascular 

repair of a traumatic aortic aneurysm. A 53-year-old man presented with blunt aortic 

injury, endovascular repair was carried out where the left subclavian artery was covered. 

The intervention had a 100% technical success. Twelve hours later, he was discovered to 

have quadriplegia, a CT scan showed a large left cerebellar infarction extending to the 

medulla oblongata and proximal spinal cord. Strokes complicate 3% of thoracic 

endovascular aortic repairs, 80% of those strokes occur in patients who had their LSA's 

covered. Most patients however, tolerate the coverage. Although our patient had a 

dominant right vertebral artery, and lacked risks for these strokes, he developed an 

extensive stroke that left him quadriplegic. 
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ABSTRACT 
 

Background: Whereas 40 % to 70 % of papillary thyroid carcinomas (PTCs) are 

characterized by a BRAF mutation (BRAF(mut)), unified biomarkers for the genetically 

heterogeneous group of BRAF wild type (BRAF(wt)) PTCs are not established yet. Using 

state-of-the-art technology we compared RNA expression profiles between conventional 

BRAF(wt) and BRAF(mut) PTCs.  
 

Methods: Microarrays covering 36,079 reference sequences were used to generate whole 

transcript expression profiles in 11 BRAF(wt) PTCs including five micro PTCs, 14 

BRAF(mut) PTCs, and 7 normal thyroid specimens. A p-value with a false discovery rate 

(FDR) < 0.05 and a fold change > 2 were used as a threshold of significance for differential 

expression. Network and pathway utilities were employed to interpret significance of 

expression data. BRAF mutational status was established by direct sequencing the hotspot 

region of exon 15.  
 

Results: We identified 237 annotated genes that were significantly differentially expressed 

between BRAF(wt) and BRAF(mut) PTCs. Of these, 110 genes were down-and 127 were 

upregulated in BRAF(wt) compared to BRAF(mut) PTCs. A number of molecules involved 

in thyroid hormone metabolism including thyroid peroxidase (TPO) were differentially 

expressed between both groups. Among cancer-associated molecules were ERBB3 that was 

downregulated and ERBB4 that was upregulated in BRAF(wt) PTCs. Two microRNAs were 

significantly differentially expressed of which miR492 bears predicted functions relevant to 

thyroid-specific molecules. The protein kinase A (PKA) and the G protein-coupled receptor 

pathways were identified as significantly related signaling cascades to the gene set of 237 

genes. Furthermore, a network of interacting molecules was predicted on basis of the 

differentially expressed gene set.  
 

Conclusions: The expression study focusing on affected genes that are differentially 

expressed between BRAF(wt) and BRAF(mut) conventional PTCs identified a number of 

molecules which are connected in a network and affect important canonical pathways. The 

identified gene set adds to our understanding of the tumor biology of BRAF(wt) and 

BRAF(mut) PTCs and contains genes/biomarkers of interest. 
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ABSTRACT 

 

Invasive ductal carcinoma of the breast is the most common cancer affecting women 

worldwide. The marked heterogeneity of breast cancer is matched only with the 

heterogeneity in its associated or causative factors. Breast cancer in Saudi Arabia is 

apparently an early onset with many of the affected females diagnosed before they reach 

the age of 50 years. One possible rationale underlying this observation is that 

consanguinity, which is widely spread in the Saudi community, is causing the 

accumulation of yet undetermined cancer susceptibility mutations. Another factor could 

be the accumulation of epigenetic aberrations caused by the shift toward a Western-like 

lifestyle in the past two decades. In order to shed some light into the molecular 

mechanisms underlying breast cancer in the Saudi community, we identified KLOTHO 

(KL) as a tumor-specific methylated gene using genome-wide methylation analysis of 

primary breast tumors utilizing the MBD-seq approach. KL methylation was frequent as 

it was detected in 55.3 % of breast cancer cases from Saudi Arabia (n = 179) using 

MethyLight assay. Furthermore, KL is downregulated in breast tumors with its 

expression induced following treatment with 5-azacytidine. The involvement of KL in 

breast cancer led us to investigate its relationship in the context of breast cancer, with one 

of the protagonists of its function, fibroblast growth factor receptor 4 (FGFR4). 

Overexpression of FGFR4 in breast cancer is frequent in our cohort and this 

overexpression is associated with poor overall survival. Interestingly, FGFR4 expression 

is higher in the absence of KL methylation and lower when KL is methylated and 

presumably silenced, which is suggestive of an intricate relationship between the two 

factors. In conclusion, our findings further implicate “metabolic” genes or pathways in 

breast cancer that are disrupted by epigenetic mechanisms and could provide new 

avenues for understanding this disease in a new context. 
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ABSTRACT 

 

Background: Gestational choriocarcinoma (GC) is a recognized clinicopathological 

subtype of gestational trophoblastic neoplasia that usually metastasizes hematogenously 

to highly vascular organs like the lung, liver, and brain. However, orbital metastasis to 

the choroid and lacrimal gland is a rare occurrence.  

 

Case Presentation: A 21-year-old female presented with headache and left orbital 

swelling one year after resection of a complete hydatidiform mole followed by adjuvant 

methotrexate chemotherapy. A metastatic imaging screening revealed multiple 

metastases in the lungs, brain, and adrenal gland, in addition to the choroid and lacrimal 

gland. Based on her modified WHO risk factors scoring she was started on chemotherapy 

and whole brain radiotherapy, which resulted in a complete response. At two-year follow-

up, serum b-HCG level was with normal limits; imaging surveillance was uneventful.  

 

Conclusion: We present the first case of lacrimal gland metastasis in a young girl from 

GC relapse. 
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ABSTRACT 

 

Background: Human immunodeficiency virus (HIV)–associated cerebral aneurysmal 

vasculopathy is a rare complication of HIV affecting pediatrics and adults and has been 

the subject of many case reports and case series. 

 

Methods: We performed a systematic literature search of PubMed, Embase, Scopus, 

Web of Science, Science Direct, and Google Scholar up to April 10, 2015. Our inclusion 

criteria encompassed all reported original case series and reports of HIV-associated 

cerebral aneurysms diagnosed radiologically, and we analyzed the clinical characteristics 

and management of the reported cases. 

 

Results: We identified 61 patients reported in the literature (45 pediatric and 16 adults). 

The median age was 9.8 and 36.5 of pediatric and adult patients, respectively. Weakness 

was the most common presenting symptom in adult and pediatric patients. The most 

common affected artery was the middle cerebral artery (MCA). Approximately, 87.2% of 

pediatric cases and 42.9% of adult cases were on antiretroviral therapy (ART) at 

presentation. The mortality rate was 60% and 35.7% among pediatric and adult patients, 

respectively. The optimal management is not well established. Variable response to ART 

was reported with possible survival benefits when antiretroviral therapy is initiated early. 

 

Conclusion: HIV-associated cerebral aneurysmal arteriopathy is associated with high 

mortality. The optimal management is not well established but early initiation of 

antiretroviral therapy may improve the survival rate in those patients. 
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ABSTRACT 

 

Background:  Although primary percutaneous coronary intervention is the 

recommended method of  reperfusion  for  ST-segment  elevation  myocardial  infarction  

patients,  thrombolytic  therapy  should  still  be  given  to  ST-segment  elevation  

myocardial  infarction  patients  when  anticipated  delay in percutaneous coronary 

intervention is more than 120 minutes from fi rst medical contact. 

 

Objective:  Th   e  aim  of  this  study  is  to  assess  improvement  of  door  to  needle  

time  in  cases  of  ST-segment elevation myocardial infarction aft er applying new 

clinical pathway for cases of ST-segment elevation myocardial infarction presenting to 

Emergency Department at King Abdulaziz University Hospital over one year period. 

 

Methods:   A  prospective  study  conducted  at  King  Abdulaziz  University  Hospital,  

Jeddah,  Saudi  Arabia, in patients with ST-segment elevation myocardial infarction who 

underwent thrombolysis from November 2012 to October 2013 to compare door to 

needle time obtained from this study with door to needle time from previous records 

during October 2010 till September 2011.Results:    A  total  of  93  patients  with  ST-

segment  elevation  myocardial  infarction  received  thrombolytic in Emergency 

Department. Mean age 50 years. Median door to Electrocardiogram 3  minutes,  median  

Electrocardiogram  to  thrombolytic  25  minutes  and  door  to  needle  time  30  minutes. 

54.8% of patients received thrombolytic within 30 minutes or less. 

 

Conclusions:    Improvement  in  door  to  needle  time  for  thrombolysis  of  cases  of  

ST-segment  elevation myocardial infarction has been achieved at King Abdulaziz 

University Hospital during the period of the study compared to previous data. 
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ABSTRACT 

 

Epidemiology of diabetic foot disorders in Saudi Arabia has not been well documented. 

We therefore performed a 1-year follow-up study to characterize the incidence of diabetic 

foot disorders, including peripheral arterial disease (PAD), peripheral neuropathy (PN), 

foot ulcer, gangrene, and amputation, among 556 diabetic patients in Saudi Arabia. All 

the disorders were diagnosed by standard objective diagnostic tools or diagnosed 

clinically by a specialized surgeon. Complication of foot ulcer (CFU) was defined as at 

least one of the following complications: foot ulcer, gangrene, and amputation. Diabetic 

foot disorder (DFD) was defined as at least one of the following complications: PAD, 

PN, foot ulcer, gangrene, and amputation. The 1-year cumulative incidence of PAD, PN, 

CFU, and DFD was 6.3, 9.2, 3.6, and 16.7 %, respectively. The 1-year cumulative 

incidence was 1.8 % for foot ulcer, 1.5 % for gangrene, and 0.6 % for amputation. Only 

one participant was diagnosed as more than one disorder. The longer duration of diabetes 

was associated with an increased incidence of PN and DFD. Relatively high incidences, 

as well as the duration of diabetes as the major risk factors for diabetic foot disorders 

were found in this Saudi population. 
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ABSTRACT 

 

To assess the efficacy of using autologous stromal vascular fraction (SVF) to promote 

healing of controlled fistula tracts in the management of postoperative upper 

gastrointestinal leakage. This is an experimental study conducted on 10 experimental 

rabbits. Animal models were divided into the SVF group which received an autologous 

SVF and the control group which did not receive the implantation. Surgery was 

performed on both groups to induce a gastric leak and create a controlled fistula tract 

between the leakage site in the stomach and the skin. After 2 weeks, surgery was 

performed on the SVF group to harvest, process and then implant the autologous SVF in 

the fistula tract. Animal models were followed up and their fistula tracts were evaluated 

for healing by gross and microscopic examination of the fistula tracts before the SVF 

implantation and at 24 hours, 1 week, 2 weeks and 3 weeks after implantation. The 

control group revealed no closure of fistula tracts by the 3rd week after implantation and 

there were no signs of inflammation or drainage. On the other hand, the SVF group 

showed signs of healing process with progressive closure of the fistula tract to about 95% 

by the 3rd week after implantation. The use of autologous SVF implantation to promote 

the healing of controlled fistula tracts seems to be a novel, safe and effective method in 

the management of postoperative upper gastrointestinal leakage. It could prevent 

reoperation and reduce hospital stay, morbidity and mortality. These results are 

promising and provide support for further clinical studies. 
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ABSTRACT 

 

Hepatic steatosis is the buildup of lipids within hepatocytes. It is the simplest stage in 

nonalcoholic fatty liver disease (NAFLD). It occurs in approximately 30% of the general 

population and as much as 90% of the obese population in the United States. It may 

progress to nonalcoholic steatohepatitis, which is a state of hepatocellular inflammation 

and damage in response to the accumulated fat. Liver biopsy remains the gold standard 

tool to diagnose and stage NAFLD. However, it comes with the risk of complications 

ranging from simple pain to life-threatening bleeding. It is also associated with sampling 

error. For these reasons, a variety of noninvasive radiological markers, including 

ultrasound, computed tomography, magnetic resonance spectroscopy, and the controlled 

attenuation parameter using transient elastography and Xenon-133 scan have been 

proposed to increase our ability to diagnose NAFLD, hence avoiding liver biopsy. The 

aim of this review is to discuss the utility and accuracy of using available noninvasive 

diagnostic modalities for fatty liver in NAFLD. 
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ABSTRACT 

 

Background: The aim of this study was to evaluate the long-term outcomes of patients 

with colorectal cancer liver metastasis (CRCLM) exhibiting disease progression after 

portal vein embolization (PVE).  

 

Methods: Patients with CRCLM requiring PVE before hepatectomy between 2003 and 

2014 were included. Clinical variables, and liver and tumour volumes determined by 

three-dimensional CT volumetry were assessed before and after PVE. Overall and 

disease-free survival data were obtained. Univariable and multivariable logistic 

regression analyses were performed to identify predictors of tumour progression after 

PVE.  

 

Results: Of 141 patients who underwent PVE, 93 (660 per cent) had tumour progression 

and 17 (121 per cent) developed new contralateral lesions. Significantly fewer patients 

had resectable disease in the group with disease progression than among those with stable 

disease: 43 (46 per cent) of 93 versus 36 (75 per cent) of 48 respectively (P = 0001). 

Median survival was similar in patients with and without tumour growth after PVE: 225 

versus 260months for patients with unresectable tumours (P = 0706) and 462 versus 

522months for those with resectable disease (P = 0953). However, disease-free survival 

for patients with tumour progression after PVE was shorter than that for patients with 

stable disease (60 versus 202months; P = 0045). Response to neoadjuvant chemotherapy 

was the only significant factor associated with tumour progression in multivariable 

analysis.  

 

Conclusion: Tumour progression after PVE did not affect overall survival, but patients 

with resected tumours who had tumour growth after embolization experienced earlier 

recurrence. A borderline response to neoadjuvant chemotherapy seemed to be associated 

with tumour progression after PVE. Tumour progression after portal vein embolization 

has no effect on survival 
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ABSTRACT 

 

Background: Currently, there is no universally accepted method to evaluate liver 

function post-orthotopic liver transplant (OLTx) and there are no early surrogate function 

markers to assess the impact of perioperative interventions in trial settings.  

 

Material/Methods: We studied the performance of the Schindl scoring system and 

modified it to better predict post-orthotopic liver transplantation outcomes, using total 

bilirubin levels, international normalized ratio (INR), and lactic acid, resulting in a post-

transplant liver function (PTLF) score. We retrospectively reviewed all adult liver 

transplants from deceased donors done between 1995 and 2012. Univariate and 

multivariate analyses were performed and Kaplan-Meier survival curves were obtained.  

 

Results: In total, 495 patients were included in the study. On multivariate analysis, PTLF 

score, defined as normal (score < 4) or dysfunctional (score 3 4), was the only significant 

variable for determining significant complications (P=0.014) and graft survival (P=002) 

during the perioperative period.  

 

Conclusions: PTLF score shows promise as an early surrogate marker of post-orthotopic 

liver transplantation mortality and morbidity by providing results within the first 7 days 

post-transplantation. PTLF score can potentially be used as a tool to assess the impact of 

perioperative interventions by predicting long-term outcomes early in the clinical course 

of transplant patients. 
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ABSTRACT 

 

Venous thromboembolic events (VTEs) are a major cause of post-operative morbidity 

and mortality. Our objective is to establish the prevalence of VTEs in kidney transplant 

recipients and assess its impact on graft survival. Data regarding renal transplant patients 

with VTEs from 1985 to 2010 were identified and analyzed. After excluding recipients of 

combined grafts and late VTE development, 1596 recipients were included in this 

analysis. The prevalence of post-operative VTEs and graft survival were determined. Cox 

regression was used to analyze the survival data and data on prognostic (confounding) 

variables. The observed prevalence of VTEs in kidney transplant recipients was 1.6%. Of 

the 1596 kidney recipients, 25 recipients who developed VTEs had a mean graft survival 

of 12.3 years (compared with 20.5 years in patients without). The hazard ratio was 1.1 

(95% confidence interval: 0.4-3.0, P = 0.447). The prevalence of VTEs post kidney 

transplantation is small. Although it did not reach statistical significance, it increased the 

risk of graft failure by 30%. 
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ABSTRACT 

 

Objective: Assessment of neurosurgical technical skills involved in the resection of 

cerebral tumors in operative environments is complex. Educators emphasize the need to 

develop and use objective and meaningful assessment tools that are reliable and valid for 

assessing trainees' progress in acquiring surgical skills. The purpose of this study was to 

develop proficiency performance benchmarks for a newly proposed set of objective 

measures (metrics) of neurosurgical technical skills performance during simulated brain 

tumor resection using a new virtual reality simulator (NeuroTouch).  

 

Design: Each participant performed the resection of 18 simulated brain tumors of 

different complexity using the NeuroTouch platform. Surgical performance was 

computed using Tier 1 and Tier 2 metrics derived from NeuroTouch simulator data 

consisting of (1) safety metrics, including (a) volume of surrounding simulated normal 

brain tissue removed, (b) sum of forces utilized, and (c) maximum force applied during 

tumor resection; (2) quality of operation metric, which involved the percentage of tumor 

removed; and (3) efficiency metrics, including (a) instrument total tip path lengths and 

(b) frequency of pedal activation.  

 

Setting: All studies were conducted in the Neurosurgical Simulation Research Centre, 

Montreal Neurological Institute and Hospital, McGill University, Montreal, Canada.  

 

Participants: A total of 33 participants were recruited, including 17 experts (board-

certified neurosurgeons) and 16 novices (7 senior and 9 junior neurosurgery residents).  

 

Results: The results demonstrated that ""expert"" neurosurgeons resected less 

surrounding simulated normal brain tissue and less tumor tissue than residents. These 

data are consistent with the concept that ""experts"" focused more on safety of the 

surgical procedure compared with novices. By analyzing experts' neurosurgical technical 

skills performance on these different metrics, we were able to establish benchmarks for 

goal proficiency performance training of neurosurgery residents.  
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Conclusion: This study furthers our understanding of expert neurosurgical performance 

during the resection of simulated virtual reality tumors and provides neurosurgical 

trainees with predefined proficiency performance benchmarks designed to maximize the 

learning of specific surgical technical skills. 
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ABSTRACT 

 

Background/Aims: Evidence-based medicine has established itself in the field of 

gastroenterology. In this study we aim to assess the types of study designs of 

gastroenterology-related articles published in Saudi scientific journals. Patients and  

 

Methods: An online review using PubMed was carried out to review gastroenterology-

related articles published in six Saudi medical journals in the time interval from 2003 to 

2012. To classify the level of evidence in these articles we employed the Oxford's levels 

of evidence. One-way analysis of variance was used to compare the levels of evidence 

between published articles.  

 

Results: A total of 721 gastroenterology-related articles were reviewed, of which 591 

articles met our inclusion criteria; 80.7% were level IV. The three most common types of 

studies we encountered were cross-sectional (33.9%), case reports (27.9%), and case 

series (18.8%). Forty-three percent of the published research was in the field of 

hepatobiliary and spleen. The total number of articles increased from 260 articles in the 

1st 5-year period (2003-2007) to 330 in the 2nd period (2008-2012). However, no 

statistically significant difference in the level of evidence was noted. In Annals of Saudi 

Medicine Journal, articles with level II increased from 0 to 10% with a P value 0.02.  

 

Conclusion: In our review of gastroenterology-related published articles in Saudi 

scientific journals, we observed an increase in the quantity of articles with the quality and 

level of evidence remaining unchanged. Further research is recommended to explore 

different reasons affecting the volume and quality of gastroenterology-related research in 

Saudi scientific journals. 
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ABSTRACT 
 

Background: Anal fissure is a common disease and has a myriad of treatment options. The 

aim of this study was to re-evaluate lateral subcutaneous sphincterotomy in the treatment of 

anal fissure. 

 

Patients and Methods: We retrospectively studied143 patients with chronic anal fissure at 

King Abdulaziz University Hospital between March 1995 and April 2011, to determine the 

outcome of lateral subcutaneous sphincterotomy. These patients were studied using file data, 

operative notes, post operative course, OPD follow up. Variables studied were age, sex, 

nationality, History of previous surgery, recurrence, open or closed sphincterotomy, healing 

of wound, duration of healing [weeks], post op pain, post op bleeding, incontinence of flatus, 

liquid or solid stool, length of incontinence, duration of surgery, and weather admitted or 

treated as a day case. 

 

Results: In our study the youngest patient was 18 years old and the oldest 67 years old with 

mean age 42.5 years. Majority were females 65% and males 35%. Saudis were 52.4% and 

non Saudis were 47.5%. 55.4% of patients had previous surgery. Recurrence occurred in 

5.4% of patients. 42.3% underwent closed surgery and 57.7% open surgery. Duration of 

operation was minimum 4 minutes and maximum 25 minutes with mean duration of 14.5 

minutes. 11.9% of patients needed admission while 88.1% were treated as day case. Healing 

occurred in 72.8% while 27.2% did not have healing of wounds. Majority of wound healed in 

one week-57.6% and 18.4 had healing in two weeks while longest healing occurred in 52 

weeks. Longest follow up was 180 weeks. Post op pain occurred in 50% of cases and no pain 

in 50% of cases. Post op bleeding occurred in 23.9% of patients. There was no incontinence 

in 80.4% of cases while 14.1 % of patients had incontinence of flatus, 4.3% of liquid stools 

1% incontinence of solid stool. Length of incontinence was one to sixteen weeks. In 16.3% 

cases incontinence was resolved and in 3.2% cases it did not resolve. 73.9% of patients 

expressed satisfaction of treatment while 17.3% were partially satisfied and 8.6% patients 

were not satisfied with the treatment. 

Conclusion: Lateral sphincterotomy is a safe, effective treatment of anal fissure and evolving 

as a gold standard treatment for chronic anal fissure." 
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ABSTRACT 

 

Objective: This study aims to identify possible risk factors for falls among Saudi 

postmenopausal women in a population-based study. 

 

Methods: Seven hundred seven postmenopausal women aged 50 years or older were 

followed in a prospective cohort study. Participant demographic characteristics, medical 

history, lifestyle factors, past-year history of falls, and physical activity (PA) scores were 

assessed. We recorded single and multiple falls, anthropometric parameters, five special 

physical performance tests, hormone levels, and bone mineral density measurements. 

Data on knee osteoarthritis (OA), lumbar spondylosis, and osteopenia were collected. 

Knee and lower back pain were assessed by interview, and cognition was assessed with 

Mini-Mental State Examination. 

 

Results: During the mean (SD) follow-up of 5.2 (1.3) years, 164 women (23.2%) 

reported at least one fall, of whom 73 women (10.3%) reported multiple falls. Six 

independent predictors of all falls were identified: PA score of 12.61 or lower (lowest 

quartile; odds ratio [OR], 4.10; 95% CI, 1.82-8.90); past-year history of falls (OR, 2.44; 

95% CI, 2.30-2.90); age 65 years or older (OR, 2.16; 95% CI, 1.30-3.12); presence of 

knee OA (OR, 1.56; 95% CI, 1.03- 2.34); handgrip strength of 13.88 kg or lower (lowest 

quartile; OR, 1.33; 95% CI, 1.09-1.64); and 8-ft walk test of 3.94 s or longer (highest 

quartile; OR, 1.18; 95% CI, 1.07-1.35). 

 

Conclusions: Poor PA score, past-year history of falls, age 65 years or older, presence of 

knee OA, poor handgrip strength, and prolonged time on the 8-ft walk test are risk factors 

for all falls among Saudi postmenopausal women. 
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ABSTRACT 

 

Hepatocellular carcinoma (HCC) is an epithelial tumor derived from hepatocytes; it 

accounts for 80% of all primary liver cancers and ranks globally as the fourth leading 

cause of cancer-related deaths. HCC treatment is a multidisciplinary and a multimodal 

task, with surgery in the form of liver resection and liver transplantation (LT) 

representing the only potentially curative modality. However, there are variable opinions 

and discussions about applying these surgical options and using other supporting 

treatments. This article is a narrative review that includes articles published from 1984 to 

2013 located by searching scientific databases such as PubMed, SCOPUS, and Elsevier, 

with the main keyword of hepatocellular carcinoma in addition to other keywords such as 

liver transplantation, liver resection, transarterial chemoembolization, portal vein 

embolization, bridging therapy, and downstaging. In this review, we focus mainly on the 

surgical treatment options offered for HCC, in order to illustrate the current relevant data 

available in the literature to help in applying these surgical options and to use other 

supporting treatment modalities when appropriate. 
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ABSTRACT 

 

Neurodegeneration is the progressive loss of neuronal structure and function, which 

ultimately leads to neurological disorders such as Alzheimer's disease (AD), Parkinson's 

disease (PD), multiple sclerosis, and Huntington's disease. Even after the recent 

significant advances in neurobiology, the above-mentioned disorders continue to haunt 

the global population. Several studies have suggested the role of specific environmental 

and genetic risk factors associated with these disorders. However, the exact mechanism 

associated with the progression of these disorders still needs to be elucidated. In the 

recent years, sophisticated research has revealed interesting association of prominent 

neurodegenerative disorders such as AD and PD with chronic diseases such as cancer, 

diabetes, and cardiovascular diseases. Several common molecular mechanisms such as 

generation of free radicals, oxidative DNA damage, aberrations in mitochondrial DNA, 

and dysregulation of apoptosis have been highlighted as possible points of connection. 

The present review summarizes the possible mechanism of coexistence of AD and PD 

with other chronic diseases. 
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ABSTRACT 

 

Objectives: To study factors that influence the desire to utilize breast reconstruction after 

mastectomy, and to investigate the barriers to reconstruction among women in Saudi 

Arabia.  

 

Methods: We conducted a cross-sectional study at 2 surgical centers in Jeddah, Saudi 

Arabia. A self-administered questionnaire was distributed to all breast cancer patients 

attending the surgery clinics for follow-up after mastectomy between January and March 

2013. Ninety-one patients met the study inclusion criteria. The first part of the 

questionnaire covered the demographic and socioeconomic information regarding factors 

that might influence the desire to utilize breast reconstruction including possible barriers. 

Multivariate logistic regression was used to determine the significant predictors of the 

desire to undergo reconstruction.  

 

Results: Overall, 16.5% of patients underwent breast reconstruction after mastectomy. 

Young age and high educational attainment were significantly associated with an 

increased desire to undergo reconstruction. The main barriers to reconstruction were the 

lack of adequate information on the procedure (63%), concerns on the complications of 

the procedure (68%), and concerns on the reconstruction interfering with the detection of 

recurrence (54%).  

 

Conclusion: Age and educational level were significant predictors of the desire to utilize 

breast reconstruction. Furthermore, modifiable barriers included the lack of knowledge 

and misconceptions on the procedure. Addressing these issues may increase the rate of 

breast reconstruction in Saudi Arabia. 
 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

503 
 

Research Title: 
The Dramatic Spread of Diabetes Mellitus Worldwide and 

Influence of Helicobacter pylori 

Source: 

General Medicine: Open Access 

OMICS Publishing Group 

Vol. 3, Issue 1, Page: 1-4 

ISSN: 2327-5146 

Month and Year of 

Publication: 
JAN 2015 

Impact Factor: n/a 

Affiliated Department(s): Surgery 

Author(s): 
SAM Nasrat, RM Nasrat, MM Nasrat, MA Ibrahim, AM 

Nasrat 

Correspondent’s Email: n/a 
 

ABSTRACT 
 

Objective: Demonstration of an influence of Helicobacter pylori in the dramatic spread of 

Diabetes mellitus (DM) among many patients during the last two decades. 

 

Background: The flare up of a lot of medical challenges related to H. pylori through immune 

or different unknown reasons made the medical world believe that H. pylori eradication 

should be a necessary attempt. These H. pylorirelated medical problems are sufficient to 

render the matter that H. pylori can reside hidden somewhere in the body be taken seriously. 

The spread of DM is rising in a dramatic way as the fire spreading in hey especially in 

developing countries giving the term ""diabetic epidemic"" an actual credibility. H. pylori 

could migrate or get forced to migrate to the colon leading to accumulation of profuse toxic 

amounts of ammonia unopposed or buffered by any acidity leading to biological stress to the 

body that could predispose to stress diabetes among disadvantaged susceptible people. 

 

Design: Prospective study. 

 

Setting: Balghsoon Clinic, Jeddah, Saudi Arabia.  

 

Patients & Methods: 18 cases of newly discovered DM associated with a definite history of 

H. pylori dyspepsia were included in this study. The study was held in Balghsoon Clinic in 

Jeddah during the period between May, 2011 and October, 2013. Traditional measures were 

used for the relief of dyspeptic symptoms, eradication of H. pylori, colon care and colon 

clear. 

 

Results: All patients expressed dramatic relief of their dyspeptic symptoms and the diabetic 

condition has been successfully and permanently corrected in 16 patients. 

 

Conclusion: In the light of the accurate determination of recent findings and statistics, a 

revision of the current guidelines for the management of H. pylori and newly discovered DM 

may be needed. It may be incorrect that the current world's burden of DM is on the account 

of type II diabetes. It seems that the antibiotic violence has obliged a domestic bug to become 

wild in sequels instead of getting rid of it. 
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ABSTRACT 

 

Objectives: To evaluate the feasibility of a minimally invasive technique using a 

titanium expandable device to achieve anatomical restoration of vertebral compression 

fractures (VCF) of the thoracolumbar spine.  

 

Methods: This prospective study included 27 patients diagnosed with VCF (Magerl 

classification A. 1.2, A. 1.3, and A. 3.1) of the thoracolumbar spine treated with 

percutaneous cement augmentation using the SpineJack (R) device. The study was 

conducted in Valladolid University Hospital, Valladolid, Spain from January to 

December 2012, with a minimum one-year follow up. Preoperative evaluation included 

visual analogue scale (VAS) for pain, and radiological assessment of the VCF using 3-

dimensional computed tomography (3D-CT) scans for measurements of vertebral heights 

and angles. The patients were followed at 3, 6, and 12 months with clinical VAS and 

radiological assessments.  

 

Results: The procedure was performed in 27 patients with a mean age of 55.9 +/- 17.3 

years, 55.6% females. All patients underwent surgery within 6 weeks from time of injury. 

No procedure related complications occurred. Pain measured by VAS score decreased 

from 7.0 preoperatively to 3.2 within 24 hours, and remained 2.2 at 3 months, 2.1 at 6 

months, and 1.5 at 12-months follow-up (p<0.05). Mean height restorations for the 

anterior was 3.56 mm, central was 2.49, and posterior vertebral was 1.28 mm, and 

maintained at 12-months follow-up (p=0.001).  

 

Conclusion: This new percutaneous technique for VCF has shown good clinical results 

in pain control and the possibility to reduce both vertebral kyphosis angles and fractured 

endplates seen in 3D-CT scans assessment method. Further studies are needed to confirm 

those results on larger cohorts with long-term follow up. 
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ABSTRACT 

 

Background: Breast cancer incidence rates are increasing at an alarming rate among 

Saudi Arabian females. Most molecular genetic discoveries on breast cancer and other 

cancers have arisen from studies examining European and American patients. However, 

possibility of specific changes in molecular signature among cancer patients of diverse 

ethnic groups remains largely unexplored. We performed transcriptomic profiling of 

surgically-resected breast tumors from 45 patients based in the Western region of Saudi 

Arabia using Affymetrix Gene 1.0 ST chip. Pathway and biological function-based 

clustering was apparent across the tissue samples.  

 

Results: Pathway analysis revealed canonical pathways that had not been previously 

implicated in breast cancer. Biological network analysis of differentially regulated genes 

revealed that Fatty acid binding protein 4, adipocyte (FABP4), adiponectin (ADIPOQ), 

and retinol binding protein 4 (RBP4) were most down regulated genes, sharing strong 

connection with the other molecules of lipid metabolism pathway. The marked biological 

difference in the signatures uncovered between the USA and Saudi samples underpins the 

importance of this study. Connectivity Map identified compounds that could reverse an 

observed gene expression signature  

 

Conclusions: This study describes, to our knowledge, the first genome-wide profiling of 

breast cancer from Saudi ethnic females. We demonstrate the involvement of the lipid 

metabolism pathway in the pathogenesis of breast cancer from this region. This finding 

also highlights the need for strategies to curb the increasing rates of incidence of this 

disease by educating the public about life-style risk factors such as unhealthy diet and 

obesity. 
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ABSTRACT 

 

Background: The term intussusception refers to invagination of a segment of the 

gastrointestinal tract into the lumen of an adjacent segment. This is a rare entity and it is 

more prevalent in children and less common in adults. The diagnosis of intussusception 

in adults is difficult as a result of the nonspecific signs and symptoms. As there are many 

common causes of acute abdomen, intussusception should be considered when more 

frequent etiologies have been ruled out. The laparoscopic approach offers both a 

diagnostic option and a therapeutic one for intussusception in adults.  

 

Case presentation: We report a forty-one year old male patient, who presented to our 

Emergency Department complaining of peri-umbilical pain associated with nausea and 

vomiting for 1 day. Diagnosed with transient small bowel intussusception without any 

obvious underlying pathology. This report is the first to present an intra-operative video 

showing the small bowel intussuscepting and reducing spontaneously. Furthermore, the 

authors present a review about this rare condition, including previously reported similar 

cases in literature.  

 

Conclusion: Transient intussusception is extremely rare and is a challenging condition. 

Imaging techniques, especially CT scan, are helpful in the diagnosis of intussusception. 

However, laparoscopy offers the advantage of distinguishing transient intussusception 

from persistent intussusception. 
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ABSTRACT 

 

Background: Vagus nerve stimulation (VNS) has been approved for the treatment of 

refractory partial epilepsy in adults and children over 12 years of age. Later on, its 

application expanded to include younger children and other types of epilepsy. We report 

our experience with this treatment modality for refractory epilepsy in Saudi Arabia.  

 

Design And Settings: Open-label, uncontrolled, retrospective study of patients with 

refractory epilepsy, who were treated with VNS in a tertiary care hospital from January 

2010 to June 2013.  

 

Patients And Methods: Collected data included 26 patients' demographics, epilepsy 

characteristics, seizure frequency, and treatment history. Patients with a follow-up 

duration of minimum 12 months were included in the analysis. The examined outcome 

measures were seizure reduction rates, antiepileptic drugs (AEDs) burden, and impact on 

patients' quality of life (QOL).  

 

Results: Onset of seizures was from birth to 30 years. Patients' ages at VNS implantation 

ranged from 4 to 38 years (18.9 [8.7] years). Epilepsy was classified as focal in 8 patients 

(30%), multifocal in 9 patients (35%), and generalized in 9 patients (35%). The average 

number of AEDs failed before VNS was 4.2 (1.4). Greater than 50% seizure reduction 

was achieved in 50% of patients at 3 months, 67% at 6 months, 73% at 12 months, and 

78% at 24 months. There was no significant reduction in AEDs burden during the same 

period. Subjective QOL improvement was reported by 72% of patients at 3 months, 83% 

at 6 months, 78% at 12 months, and 73% at 24 months after VNS. Minor adverse effects 

were reported in 27% of patients. One patient had the device replaced due to malfunction.  

 

Conclusion: The experience with VNS in a single center in Saudi Arabia confirms that it 

is a safe and effective adjunctive therapy for refractory epilepsy in adult and pediatric 

patients. 
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ABSTRACT 

 

Ureteroceles are cystic dilatations of the distal ureter that occur due to congenital ureteric 

wall weakness. They can be orthotopic, occurring in normal ureteric locations and most 

commonly seen in adults. On the other hand, heterotopic ureteroceles are located in 

ectopic ureters or in ectopic duplex renal systems, and are more common in children. 

Ureterocele causing obstruction in adults is less commonly reported. There are few case 

reports and small case series in the adult population that describe ureteral obstruction 

from ureteroceles, and only one published report of a ureterocele presenting as prolapsed 

mass containing stones during pregnancy. We describe a report of an adult presenting 

with an obstructing ureterocele and urosepsis during pregnancy. The ureter- ocele was 

successfully extirpated cystoscopically without radiation exposure to mother or fetus. We 

also review the varied presentations and management of obstructing ureteroceles in adults 

who have presented at our institution. 
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ABSTRACT 

 

Purpose of review: Partial nephrectomy provides equivalent long-term oncologic and 

superior functional outcomes as radical nephrectomy for T1a renal masses. Herein, we 

review the various vascular clamping techniques employed during minimally invasive 

partial nephrectomy, describe the evolution of our partial nephrectomy technique and 

provide an update on contemporary thinking about the impact of ischemia on renal 

function. 

 

Recent findings: Recently, partial nephrectomy surgical technique has shifted away from 

main artery clamping and towards minimizing/eliminating global renal ischemia during 

partial nephrectomy. Supported by high-fidelity three-dimensional imaging, novel 

anatomic-based partial nephrectomy techniques have recently been developed, wherein 

partial nephrectomy can now be performed with segmental, minimal or zero global 

ischemia to the renal remnant. Sequential innovations have included early unclamping, 

segmental clamping, super-selective clamping and now culminating in anatomic zero-

ischemia surgery. By eliminating ‘under-the-gun’ time pressure of ischemia for the 

surgeon, these techniques allow an unhurried, tightly contoured tumour excision with 

point-specific sutured haemostasis. Recent data indicate that zero-ischemia partial 

nephrectomy may provide better functional outcomes by minimizing/eliminating global 

ischemia and preserving greater vascularized kidney volume. 

 

Summary: Contemporary partial nephrectomy includes a spectrum of surgical 

techniques ranging from conventional-clamped to novel zero-ischemia approaches. 

Technique selection should be tailored to each individual case on the basis of tumour 

characteristics, surgical feasibility, surgeon experience, patient demographics and 

baseline renal function. 
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ABSTRACT 

 

Background: In men, bladder cancer (BC) is the fourth most common type of cancer and 

a leading cause of cancer-related death globally. p27Kip1 is a member of the Cip/Kip 

family of the cyclin kinase inhibitors superfamily (CKIs), which regulate cell cycle 

progression at the G1-S checkpoint. The expression of p27Kip1 has been shown to be 

associated with various human malignancies. The aim of the current study is to analyze 

the expression pattern of p27 in urothelial carcinoma of the bladder in Saudi cancer 

patients and correlate it with clinical outcome. 

 

Methods: Analysis of p27 expression was performed by immunohistochemistry using 

tissue microarray of bladder cancer specimens obtained 114 patients who underwent 

surgical resection for BC at King Abdulaziz University Hospital, KSA. The degree of 

immuno-reactivity was correlated with the patients’ clinical parameters including tumour 

type, grade, stage, and survival. Statistical analysis was performed using SPSS statistical 

software. 

 

Results: A total of 50% of patients (57 out of 114) showed positive expression of p27 

protein. Immunohistochemical staining of p27 antibody exhibited nuclear localization. 

Interestingly, loss of p27 expression correlated significantly with increased tumour grade 

(p = 0.0002) and muscle invasion (p = 0.014). No association was observed between p27 

levels and other pathological parameters (age, gender, stage, recurrence). More 

importantly patients with reduced p27 expression had trend toward poorer survival (p = 

0.069, log-rank test). 

 

Conclusion: This is the first study to describe the expression of p27 in bladder cancer 

patients of Arab origin. This data indicates that p27 plays an important role in bladder 

carcinogenesis and high p27 levels could help in the stratification and the management of 

high risk BC population. 
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ABSTRACT 

 

Aim: The present study was designed to investigate the effect of leptin on estrogen 

metabolism in prostatic cells.  

 

Main methods: Malignant (PC-3) and benign (BPH-1) human prostate cells were treated 

with 17-beta-hydroxyestradiol (1 mu M) alone or in combination with leptin (0.4, 4, 40 

ng/ml) for 72 h. Cell proliferation assay, immunocytochemical staining of estrogen 

receptor (ER), liquid chromatography-tandem mass spectrometry method (LC-MS) and 

semi-quantitative reverse transcriptase polymerase chain reaction (RT-PCR) were used.  

 

Key findings: Cell proliferation assay demonstrated that leptin caused significant growth 

potentiation in both cells. Immunocytochemical staining showed that leptin significantly 

increased the expression of ER-alpha and decreased that of ER-beta in PC-3 cells. LC-

MS method revealed that leptin increased the concentration 4-hydroxyestrone and/or 

decreased that of 2-methoxyestradiol, 4-methoxyestradiol and 2-methoxyestrone. 

Interestingly, RT-PCR showed that leptin significantly up-regulated the expression of 

aromatase and cytochrome P450 1B1 (CYP1B1) enzymes; however down-regulated the 

expression of catechol-o-methyltransferase (COMT) enzyme.  

 

Significance: These data indicate that leptin-induced proliferative effect in prostate cells 

might be partly attributed to estrogen metabolism. Thus, leptin might be a novel target for 

therapeutic intervention in prostatic disorders. 
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ABSTRACT 

 

Although the prevalence of Peyronie's disease (PD) is reported to be 3-9% in men, the 

true prevalence is likely higher due to under-reporting. Many treatment modalities have 

been described for PD with varying degrees of success. In this article, we review and 

summarize the current literature pertaining to all pharmacotherapies (oral, intralesional, 

iontophoresis, and topical) and minimally invasive treatments available for PD (vacuum, 

traction device, shock wave therapy, and radiation treatment). Additionally, we discuss 

emerging therapies for PD that are still in pre-clinical development, including stem cell 

therapy. 
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ABSTRACT 

 

Benign prostatic hyperplasia (BPH) is uncontrolled proliferation of prostate tissue. 

Metformin, a widely prescribed anti-diabetic agent, possesses anticancer activity through 

induction of apoptotic signaling and cell cycle arrest. This study aimed to investigate the 

protective effect of metformin against experimentally-induced BPH in rats. Treatment 

with 500 and 1000 mg/kg metformin orally for 14 days significantly inhibited 

testosterone-mediated increase in the prostate weight & prostate index (prostate 

weight/body weight [mg/g]) and attenuated the pathological alterations induced by 

testosterone. Mechanistically, metformin significantly protected against testosterone-

induced elevation of estrogen receptor-alpha (ER-alpha) and decrease of estrogen 

receptor-beta (ER-beta) expression, with no significant effect of androgen receptor (AR) 

and 5 alpha-reductase expression. It decreased mRNA expression of IGF-1 and IGF-1R 

and protein expression ratio of pAkt/total Akt induced by testosterone. Furthermore, it 

significantly ameliorated testosterone-induced reduction of mRNA expression Bax/Bcl-2 

ratio, P21 and phosphatase and tensin homolog (PTEN) and AMPK [PT-172] activity. In 

conclusion, these findings elucidate the effectiveness of metformin in preventing 

testosterone-induced BPH in rats. These results could be attributed, at least partly, to its 

ability to enhance expression ratio of ER-beta/ER-alpha, decrease IGF-1, IGF-1R and 

pAkt expressions, increase P21, PTEN, Bax/Bcl-2 expressions and activate AMPK with a 

subsequent inhibition of prostate proliferation. 
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ABSTRACT 

 

Purpose of review: Urological fistulas are an underestimated problem worldwide and 

have devastating consequences for patients. Many urological fistulas result from surgical 

complications and/or inadequate perinatal obstetric healthcare. Surgical correction is the 

standard treatment. This article reviews minimally invasive surgical approaches to 

manage urological fistulas with a particular emphasis on the robotic techniques of fistula 

correction. 

 

Recent findings: In recent years, many surgeons have explored a minimally invasive 

approach for the management of urological fistulas. Several studies have demonstrated 

the feasibility of laparoscopic surgery and the reproducibility of reconstructive surgery 

techniques. Introduction of the robotic platform has provided significant advantages 

given the improved dexterity and exceptional vision that it confers. 

 

Summary: Fistulas are a concern worldwide. Laparoscopic surgery correction has been 

developed through the efforts of several authors, and difficulties such as the increased 

learning curve have been overcome with innovations, including the robotic platform. 

Although minimally invasive surgery offers numerous advantages, the most successful 

approach remains the one with the surgeon is most familiar. 
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ABSTRACT 

 

The S100A8 and epidermal growth factor receptor (EGFR) proteins are proto-oncogenes 

that are strongly expressed in a number of cancer types. EGFR promotes cellular 

proliferation, differentiation, migration and survival by activating molecular pathways. 

Involvement of proinflammatory S100A8 in tumor cell differentiation and progression is 

largely unclear and not studied in kidney cancer (KC). S100A8 and EGFR are potential 

therapeutic biomarkers and anticancer drug targets for KC. In this study, we explored 

molecular mechanisms of interaction profiles of both molecules with potential anticancer 

drugs. We undertook transcriptional profiling in Saudi KCs using Affymetrix HuGene 

1.0 ST arrays. We identified 1478 significantly expressed genes, including S100A8 and 

EGFR overexpression, using cut-off p=value <0.05 and fold change >= 2. Additionally, 

we compared and confirmed our findings with expression data available at NCBI's GEO 

database. A significant number of genes associated with cancer showed involvement in 

cell cycle progression, DNA repair, tumor morphology, tissue development, and cell 

survival. Atherosclerosis signaling, leukocyte extravasation signaling, notch signaling, 

and IL-12 signaling were the most significantly disrupted signaling pathways. The 

present study provides an initial transcriptional profiling of Saudi KC patients. Our 

analysis suggests distinct transcriptomic signatures and pathways underlying molecular 

mechanisms of KC progression. Molecular docking analysis revealed that the kinase 

inhibitor "midostaurin" has amongst the selected drug targets, the best ligand properties 

to S100A8 and EGFR, with the implication that its binding inhibits downstream signaling 

in KC. This is the first structure-based docking study for the selected protein targets and 

anticancer drug, and the results indicate S100A8 and EGFR as attractive anticancer 

targets and midostaurin with effective drug properties for therapeutic intervention in KC. 
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ABSTRACT 

 

Orgasm and ejaculation are two separate physiological processes that are sometimes 

difficult to distinguish. Orgasm is an intense transient peak sensation of intense pleasure 

creating an altered state of consciousness associated with reported physical changes. 

Antegrade ejaculation is a complex physiological process that is composed of two phases 

(emission and expulsion), and is influenced by intricate neurological and hormonal 

pathways. Despite the many published research projects dealing with the physiology of 

orgasm and ejaculation, much about this topic is still unknown. Ejaculatory dysfunction 

is a common disorder, and currently has no definitive cure. Understanding the complex 

physiology of orgasm and ejaculation allows the development of therapeutic targets for 

ejaculatory dysfunction. In this article, we summarize the current literature on the 

physiology of orgasm and ejaculation, starting with a brief description of the anatomy of 

sex organs and the physiology of erection. Then, we describe the physiology of orgasm 

and ejaculation detailing the neuronal, neurochemical, and hormonal control of the 

ejaculation process. 
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ABSTRACT 
 

Objectives: To show the efficacy and safety of a novel modification of Studer's neobladder, 

herein defined as the fez procedure.  

 

Methods: The medical records of 21 children (mean age 9.4 1.3 years) who underwent the 

fez procedure at King Abdulaziz University Hospital, Jeddah, Saudi Arabia, to manage 

refractory poorly-compliant bladders and concomitantly obstructed megaureters were 

retrospectively reviewed. The patients had been previously managed by either preliminary 

cutaneous ureterostomy (17 patients) or temporary nephrostomy (four patients) to improve 

and stabilize the renal functions. The fez procedure entailed augmentation ileocystoplasty and 

the use of an afferent tubularized ileal loop for direct ureteroileal anastomosis. The 

augmented bladder together with the tubularized loop were fashioned as a fez with its tassel. 

The outcome measures were changes in cystometric capacity, bladder compliance, 

glomerular filtration rate, serum creatinine, technetium 99m-diethylene triamine pentaacetic 

acid diuretic renography (T1/2), ureteral diameter, vesicoureteral reflux, febrile urinary tract 

infections, continence and complications.  

 

Results: The mean study follow-up period was 52.5 +/- 12.8 months. Means of changes of 

cystometric capacity (273.2 +/- 60.9 mL) and bladder compliance (15.6 +/- 4.2 mL/cm H2O) 

were significant (P < 0.0001). Resolution of ureteral obstruction was documented with 

improved T1/2 and ureteral diameter (P < 0.0001, each) of all patients. The initially improved 

renal functions after ureterostomies or nephrostomies were maintained after fez surgery, with 

non-significant changes in the improved glomerular filtration rate (P = 0.22) and serum 

creatinine (P = 0.18). None of the patients experienced ureteral restenosis, vesicoureteral 

reflux, febrile urinary tract infections, incontinence or significant complications.  

 

Conclusions: The fez procedure represents a versatile and successful surgical option for 

these selected patients, as it offers improved bladder capacity/compliance, resolution of 

ureteral obstruction and vesicoureteral reflux, preservation of the renal function, control of 

urinary tract infections and urinary continence, and acceptable morbidity. 
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ABSTRACT 

 

Purpose: To describe our approach for port placement and robot docking for pelvic and 

kidney surgery (KS).  

 

Patients and Methods: We use a four-arm robotic approach and a 5 to 6 port placement 

consisting of: One 12-mm camera port, three 8-mm robotic ports, and one to two assistant 

ports. For radical prostatectomy, the working robotic ports run parallel below the level of 

the umbilicus. Radical cystectomy ports are more cephalad and above the level of the 

umbilicus. For transperitoneal KS, two bariatric robotic ports are used, aiming for an 

equilateral triangle configuration. With retroperitoneal (RN) KS, a balloon dilator and 

balloon port create the RN space; bariatric ports comprise the most anterior and posterior 

ports.  

 

Results: This technique has been used since 2010 on more than 2370 robotic urologic 

cases. To date, no procedure has needed patient or robot positioning while maintaining 

fourth arm functionality with minimal robotic arm clashing.  

 

Conclusions: Our approach of port placement and robot docking is reproducible and 

feasible for pelvic surgical procedures and KS. 
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ABSTRACT 

 

Stem cells (SCs) are undifferentiated cells that are capable of self-renewal and 

differentiation and that therefore contribute to the renewal and repair of tissues. Their 

capacity for division, differentiation, and tissue regeneration is highly dependent on the 

surrounding environment. Several preclinical and clinical studies have utilized SCs in 

urological disorders. In this article, we review the current status of SC use in benign 

urological diseases (erectile dysfunction, Peyronie disease, infertility, and urinary 

incontinence), and we summarize the results of the preclinical and clinical trials that have 

been conducted. 
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ABSTRACT 

 

Purpose: Multiparametric magnetic resonance imaging often underestimates or 

overestimates pathological cancer volume. We developed what is to our knowledge a 

novel method to estimate prostate cancer volume using magnetic resonance/ultrasound 

fusion, biopsy proven cancer core length. 

 

Materials and Methods: We retrospectively analyzed the records of 81 consecutive 

patients with magnetic resonance/ultrasound fusion, targeted biopsy proven, clinically 

localized prostate cancer who underwent subsequent radical prostatectomy. As 7 patients 

each had 2 visible lesions on magnetic resonance imaging, 88 lesions were analyzed. The 

dimensions and estimated volume of visible lesions were calculated using apparent 

diffusion coefficient maps. The modified formula to estimate cancer volume was defined 

as the formula of vertical stretching in the anteroposterior dimension of the magnetic 

resonance based 3-dimensional model, in which the imaging estimated lesion 

anteroposterior dimension was replaced by magnetic resonance/ultrasound targeted, 

biopsy proven cancer core length. Agreement of pathological cancer volume with 

magnetic resonance estimated volume or the novel modified volume was assessed using a 

Bland-Altman plot. 

 

Results: Magnetic resonance/ultrasound fusion, biopsy proven cancer core length was a 

stronger predictor of the actual pathological cancer anteroposterior dimension than 

magnetic resonance estimated lesion anteroposterior dimension (r = 0.824 vs 0.607, each 

p <0.001). Magnetic resonance/ultrasound targeted, biopsy proven cancer core length 

correlated with pathological cancer volume (r = 0.773, p <0.001). The modified formula 

to estimate cancer volume demonstrated a stronger correlation with pathological cancer 

volume than with magnetic resonance estimated volume (r = 0.824 vs 0.724, each p 

<0.001). Agreement of modified volume with pathological cancer volume was improved 

over that of magnetic resonance estimated volume on Bland-Altman plot analysis. 

Predictability was more enhanced in the subset of lesions with a volume of 2 ml or less 

(ie if spherical, the lesion was approximately 16 mm in diameter). 
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Conclusions: Combining magnetic resonance estimated cancer volume with magnetic 

resonance/ultrasound fusion, biopsy proven cancer core length improved cancer volume 

predictability. 
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ABSTRACT 

 

Sildenafil citrate (SC), a drug used to treat erectile dysfunction, is available in tablet form 

but has three major problems. First, the drug displays inadequate aqueous solubility, 

which delays the onset of its action. Second, the drug undergoes extensive first-pass 

metabolism, resulting in a low (40%) bioavailability. Third, the gastrointestinal effects of 

SC include dyspepsia and a burning sensation. The aim of this research was to prepare 

SC as a sublingual tablet utilizing soy polysaccharide as novel superdisintegrant to 

mitigate the abovementioned problems. The solubility of SC in various hydrophilic 

carrier solutions was estimated in order to prepare the drug as a coprecipitate. Sublingual 

tablets were prepared and evaluated for hardness, friability, drug content, wetting time, 

water absorption ratio, in vitro dispersion time, dissolution rate, and stability study. The 

pharmacokinetic study of the tablets was carried out on healthy volunteers. The results 

indicated that the co-precipitation of SC with polyvinylpyrollidone K30 enhanced the 

solubility of SC by more than eight folds. The tablet contained 8% soy polysaccharide as 

a superdisintegrant and provided a wetting time of 25 seconds, and in vitro dispersion 

times of 55 seconds. The drug release was found to be 95.6%. The prepared SC 

sublingual tablet also exhibited a rapid onset of action, and its bioavailability was 

enhanced 1.68-fold compared with that of the marketed tablets. It can be concluded that 

SC sublingual tablet is a promising formulation that results in higher solubility, faster 

dispersion and onset of action, higher release rate, and higher systemic bioavailability. 
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ABSTRACT 

 

Objective: To report our successful outcomes of genital split-thickness skin graft (STSG) 

in covering major skin loss and providing good functional and cosmetic outcomes.  

 

Materials And Methods: A retrospective chart review was performed for all adult 

urology patients who underwent STSG at our institution from 1998 to 2014. Patients had 

a wide range of disease etiologies, including tissue loss (eg post-Fournier's gangrene), 

lymphedema, buried penis, foreign body injection, and tumors.  

 

Results: A total of 54 patients were identified with the following breakdown of etiology: 

13 patients with tissue loss (eg post-Fournier's gangrene), 13 with lymphedema, 12 with 

buried penis, 8 with foreign body injection, 4 with hidradenitis suppurativa, and 4 with 

tumors. Fifty-two out of 54 patients had more than 90% graft take, with maintained or 

improved erection, normal voiding, good cosmetic outcome as judged by the patient and 

the examining surgeon, and normal mobility. One patient died at 3 months due to 

cardiovascular cause, and 1 patient had a poor take of the graft.  

 

Conclusion: We show the wide variety of indications for STSG use, the ease of the 

technique, and its successful outcomes. We believe this procedure should be offered to 

patients as a first-line treatment and also as a last resort when other more conservative 

approaches fail. 
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ABSTRACT 

 

Lycopene supplementation decreases oxidative stress and exhibits beneficial effects on 

bone health, but the mechanisms through which it alters bone metabolism in vivo remain 

unclear. The present study aims to evaluate the effects of lycopene treatment on 

postmenopausal osteoporosis. Six-month-old female Wistar rats (n = 264) were sham-

operated (SHAM) or ovariectomized (OVX). The SHAM group received oral vehicle 

only and the OVX rats were randomized into five groups receiving oral daily lycopene 

treatment (mg/kg body weight per day): 0 OVX (control), 15 OVX, 30 OVX, and 45 

OVX, and one group receiving alendronate (ALN) (2 μg/kg body weight per day), for 12 

weeks. Bone densitometry measurements, bone turnover markers, biomechanical testing, 

and histomorphometric analysis were conducted. Micro computed tomography was also 

used to evaluate changes in microarchitecture. Lycopene treatment suppressed the OVX-

induced increase in bone turnover, as indicated by changes in biomarkers of bone 

metabolism: serum osteocalcin (s-OC), serum N-terminal propeptide of type 1 collagen 

(s-PINP), serum crosslinked carboxyterminal telopeptides (s-CTX-1), and urinary 

deoxypyridinoline (u-DPD). Significant improvement in OVX-induced loss of bone 

mass, bone strength, and microarchitectural deterioration was observed in lycopene-

treated OVX animals. These effects were observed mainly at sites rich in trabecular bone, 

with less effect in cortical bone. Lycopene treatment down-regulated osteoclast 

differentiation concurrent with up-regulating osteoblast together with glutathione 

peroxidase (GPx) catalase (CAT) and superoxide dismutase (SOD) activities. These 

findings demonstrate that lycopene treatment in OVX rats primarily suppressed bone 

turnover to restore bone strength and microarchitecture. 
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ABSTRACT 

 

Background: Increased mesenchymal-epithelial transition factor gene (c-MET) 

expression in several human malignancies is related to increased tumour progression. The 

aim of the present study is to explore the relationship between immunohistochemical 

expression of c-MET in colorectal carcinoma (CRC) and the clinicopathological 

characteristics and follow up data, to compare the expression of c-MET in primary CRC 

and its metastasis in lymph nodes and to test its validity as independent prognostic factor.  

 

Methods: Hundred and thirty-five archival CRC and nodal metastases samples were 

collected from King Abdulaziz University Hospital, Saudi Arabia. Tissue microarrays 

were constructed and immunohistochemistry was done to detected c-MET protein 

expression. Appropriate statistical analysis was performed.  

 

Results: High c-MET immunostaining was significantly associated with tumour size 

larger than 5 cm (p < 0.003) and in left colon subsite (p < 0.05). There was no significant 

correlation between c-MET protein expression and age, sex, degree of differentiation, 

tumour invasion, presence of nodal metastasis, lymphovascular invasion, status of 

surgical resection margin, or presence of distant metastasis. Furthermore, no association 

between c-MET protein expression and disease free survival. High protein expression of 

c-MET is associated with the incidence of local disease recurrence (p < 0.012).  

 

Conclusion: c-MET is a new promising target that may help in understanding the 

pathogenesis of CRC, and to be used as independent prognostic biomarker to predict 

local disease recurrence in CRC. Further molecular in vitro and in vivo studies are 

required to pursue c-MET as potential molecular marker of metastases and test the 

possibility of its incorporation as a new targeted therapeutic target. 
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ABSTRACT 

 

Background: Colon and colorectal cancer (CRC) research has entered a new era with 

recent updates of molecular events and prognostic markers. Among other prognostic 

markers, exaggerated expression of nuclear CCND1 has key role in tumour pathogenesis 

and metastases of CRC and has also been claimed to predict response to treatment. 

 

Objectives: This study was designed to evaluate the prognostic and predictive value of 

CCND1 in CRC and the correlation of CCND1 expression with the different 

clinicopathological parameters. 

 

Methods: Paraffin blocks from 117 primary CRC were retrieved from the archives of the 

Department of Pathology at King Abdulaziz University. Tissue microarrays were 

designed and constructed. The immunostaining of CCND1 was performed and analysed. 

 

Results: There were more cases with low nuclear immunoexpression of CCND1in both 

primary tumours and nodal metastasis (p < 0.001). Cyclin D1 did not show association 

with clinicopathological features except with lymphovascular invasion. Low nuclear 

immunoexpression of CCND1 was associated with negative lymphovascular invasion (p 

= 0.046). There was no statistically significant correlation between CCND1 

immunoexpression and survival probability (Log Rank = 2.474, p = 0.116). 

 

Conclusion: Our study indicates that CCND1 immunoexpression cannot be used as a 

predictor of survival in CRC. It also shows no significant correlation with 

clinicopathological features except with lymphovascular invasion. 
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ABSTRACT 

 

Introduction: PAX 8 is a transcription factor that belongs to PAX gene family. The data 

on the diagnostic applications of PAX-8 is limited. In this study, the expression of PAX-8 

in colorectal, endometrial and ovarian carcinomas is evaluated.  

 

Material and methods: Tissue microarrays were prepared from archival of colorectal 

carcinomas (n: 133), endometrial carcinomas (n: 79) and ovarian carcinomas (75) 

obtained from the Department of Pathology at King Abdulaziz University Jeddah, Saudi 

Arabia. Tissue sections were immunostained using monoclonal antibodies to PAX-8. The 

immunohistochemical stains were scored semiquantitatively from 0 to 4+. 

 

Results: PAX-8 immunoexpression was detected in 132/ 154 (83%) of the Mullerian 

carcinomas (93 and 43% for non-mucinous and mucinous carcinomas, respectively). 

PAX-8 expression was found in all serous carcinomas from ovarian and endometrial 

origin. PAX-8 was not detected in any of the colorectal carcinoma.  

 

Conclusion: PAX-8 is a sensitive marker for non-mucinous carcinomas of Mullerian 

origin and it is a useful marker indifferentiating endometrial and ovarian carcinomas from 

colorectal carcinomas. 
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ABSTRACT 

 

Colorectal carcinoma is a significant source of major morbidity and mortality. Sonic 

hedgehog (Shh) is expressed in normal gastrointestinal tract mucosa and in many 

malignancies. The purpose of the present study is to investigate the relationship between 

Shh immunoexpression in CRC and clinicopathological characteristics. Paraffin blocks of 

155 primary CRCs and 37 nodal metastases were retrieved and tissue microarrays were 

constructed. Immunohistochemistry was performed using anti-Shh antibody. 

Immunostaining was scored and results were analysed in relation to the 

clinicopathological parameters. Shh was overexpressed in primary CRC (p = 0.02) and in 

nodal metastasis (p = 0.004). There was no difference between Shh immunoexpression in 

primary CRC and in nodal metastasis (p = 0.941). High Shh immunoexpression was 

associated with well differentiated tumours (p = 0.004). However, there was no 

association with other clinicopathological parameters. Shh overexpression was not 

associated disease free survival (log-rank = 0.079, p = 0.778). Shh is overexpressed in 

well differentiated CRC. However, Shh is not associated with other clinicopathological 

and prognostic factors. Loss of Shh may be associated with proliferation and loss of 

differentiation in CRC. Further molecular studies are required to address the potential 

importance of Shh signalling in CRC and to test Shh inhibitors and activators as potential 

therapeutic targets in CRC. 
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ABSTRACT 

 

H7N9 is a newly emerged avian influenza virus with a relatively high mortality rate in 

humans. At this time, there is no licensed vaccine for human protection. Development of 

analytical tools for H7N9 vaccine could facilitate vaccine development. Here, a 

universally conserved epitope in all H7 hemagglutinin (HA) sequences was identified 

through comprehensive bioinformatics analyses. The peptide epitope, RSGSSFYAEMK, 

(aa positions 149 to 159), is located on the head of the HA molecule. Antibodies 

generated against this universal H7 epitope were remarkably specific against H7 viral 

sequence with no detectable cross-reactivity to other HA subtypes. A new 

immunoblotting assay based on the universal H7 antibody was developed and compared 

with the traditional single radial immunodiffusion assay (SRID) for potency analyses of 

candidate H7N9 vaccines. This new assay was more sensitive and rapid compared to 

SRID. In addition to statistically acceptable precision and reproducibility, the new assay 

differs from many other alternative potency assays for influenza vaccine in that it is 

potentially stability-indicating, which is an important requirement for industry vaccine 

stability studies analyses. Furthermore, the robustness of this new assay was 

demonstrated by the quantitative determination of HA content in four H7N9 vaccines 

(split or inactivated) from different manufacturers. 
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ABSTRACT 

 

Epidemiology of diabetic foot disorders in Saudi Arabia has not been well documented. 

We therefore performed a 1-year follow-up study to characterize the incidence of diabetic 

foot disorders, including peripheral arterial disease (PAD), peripheral neuropathy (PN), 

foot ulcer, gangrene, and amputation, among 556 diabetic patients in Saudi Arabia. All 

the disorders were diagnosed by standard objective diagnostic tools or diagnosed 

clinically by a specialized surgeon. Complication of foot ulcer (CFU) was defined as at 

least one of the following complications: foot ulcer, gangrene, and amputation. Diabetic 

foot disorder (DFD) was defined as at least one of the following complications: PAD, 

PN, foot ulcer, gangrene, and amputation. The 1-year cumulative incidence of PAD, PN, 

CFU, and DFD was 6.3, 9.2, 3.6, and 16.7 %, respectively. The 1-year cumulative 

incidence was 1.8 % for foot ulcer, 1.5 % for gangrene, and 0.6 % for amputation. Only 

one participant was diagnosed as more than one disorder. The longer duration of diabetes 

was associated with an increased incidence of PN and DFD. Relatively high incidences, 

as well as the duration of diabetes as the major risk factors for diabetic foot disorders 

were found in this Saudi population. 
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ABSTRACT 

 

Although the prevalence of obesity and overweight in Saudi Arabia is high, studies of 

associated factors are lacking. This study aimed to investigate the relationship between 

socio-demographic and lifestyles factors and different measures of obesity amongst 

adults living in Jeddah. A cross sectional design was used employing a multi stage 

geographical cluster random sampling technique to select survey locations. Only families 

living in KSA for ≥ 5 years were included. Participants were interviewed about dietary 

and socio-demographic information, and their anthropometric measurements (weight, 

height, waist and hip circumference) were taken. Body mass index (BMI) and waist to 

hip ratio (WHR) were used as measures of general and abdominal obesity,  respectively. 

331 adults were included in the study; mean age ± SD was 37.12 ± 13.58.  General and 

central obesity were both inversely related to educational level, fast food consumption, 

number of snacks consumed and the level of physical activity. Central obesity was more 

prevalent in frequent breakfast consumers and smokers. Males who consumed less snacks 

and were physically inactive had higher odds of being generally obese, while those with 

increasing breakfast intake and decreasing fast food consumption were prone to central 

obesity. Females with a greater number of meals consumption had higher odds of general 

obesity while those who consumed less snacks and were physically inactive were prone 

to central obesity. The design of health programs and strategies to reduce the prevalence 

of obesity tailored to associated factors is a health priority. 
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ABSTRACT 

 

The 1000 Genomes Project set out to provide a comprehensive description of common 

human genetic variation by applying whole-genome sequencing to a diverse set of 

individuals from multiple populations. Here we report completion of the project, having 

reconstructed the genomes of 2,504 individuals from 26 populations using a combination 

of low-coverage whole-genome sequencing, deep exome sequencing, and dense 

microarray genotyping. We characterized a broad spectrum of genetic variation, in total 

over 88 million variants (84.7 million single nucleotide polymorphisms (SNPs), 3.6 

million short insertions/deletions (indels), and 60,000 structural variants), all phased onto 

high-quality haplotypes. This resource includes >99% of SNP variants with a frequency 

of >1% for a variety of ancestries. We describe the distribution of genetic variation across 

the global sample, and discuss the implications for common disease studies. 
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ABSTRACT 

 

Objectives: To describe the characteristics and prevalence of non-syndromic orofacial 

clefting (NSOFC) and assess the effects of parental consanguinity on NSOFC phenotypes 

in the 3 main cities of Saudi Arabia.   

 

Methods: All infants (114,035) born at 3 referral centers in Riyadh, and 6 hospitals in 

Jeddah and Madinah between January 2010 and December 2011 were screened. The 

NSOFC cases (n=133) were identified and data was collected through clinical 

examination and records, and information on consanguinity through parent interviews. 

The diagnosis was confirmed by reviewing medical records and contacting the infants' 

pediatricians. Control infants (n=233) matched for gender and born in the same hospitals 

during the same period, were selected. 

   

Results: The prevalence of NSOFC was 1.07/1000 births in Riyadh, and 1.17/1000 births 

overall; cleft lip (CL) was 0.47/1000 births, cleft lip and palate (CLP) was 0.42/1000 

births, and cleft palate (CP) was 0.28/1000 births. Cleft palate was significantly 

associated with consanguinity (p=0.047, odds ratio: 2.5, 95% confidence interval: 1 to 

6.46), particularly for first cousin marriages.   

 

Conclusion: The birth prevalence of NSOFC in Riyadh alone, and in the 3 main cities of 

Saudi Arabia were marginally lower than the mean global prevalence. While birth 

prevalence for CLP was comparable to global figures, the CL:CLP ratio was high, and 

only CP was significantly associated with consanguinity. 
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ABSTRACT 

 

Sjogren-Larsson syndrome (SLS) is a neurocutaneous disorder inherited in an autosomal 

recessive fashion. SLS patients are characterized by lipid metabolism error, primarily 

leading to cardinal signs of ichthyosis, spasticity and mental retardation. Additional signs 

include short stature, epilepsy, retinal abnormalities and photophobia. More than 90 

mutations of the ALDH3A2 gene have been reported for SLS, and such variants can be 

successfully detected at a rate of 94% by direct DNA sequencing. We performed direct 

sequencing of ALDH3A2 gene from the index patient, however, no mutation could be 

detected. HumanCytoSNPs12 array analysis and subsequent targeted single nucleotide 

polymorphism analysis revealed a novel deletion mutation at chromosome 17p11.2. This 

67-Kb region includes the first five coding exons of ALDH3A2, and is flanked by 

rs2245639 and rs962801. To the best of our knowledge, this mutation is novel and our 

findings broaden the mutation spectrum of ALDH3A2 causing SLS phenotype. 
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ABSTRACT 
 

Background: Catecholaminergic polymorphic ventricular tachycardia (CPVT) is a genetic 

disorder causing life-threatening arrhythmias whenever sympathetic activity increases. -

Blockers are the mainstay of therapy; when they fail, implantable cardioverter-defibrillators 

(ICDs) are used but often cause multiple shocks. Preliminary results with flecainide appear 

encouraging. We proposed left cardiac sympathetic denervation (LCSD) as useful additional 

therapy, but evidence remains anecdotal.  

 

Methods and Results: We report 63 patients with CPVT who underwent LCSD as 

secondary (n=54) or primary (n=9) prevention. The median post-LCSD follow-up was 37 

months. The 9 asymptomatic patients remained free of major cardiac events. Of the 54 

patients with prior major cardiac events either on (n=38) or off (n=16) optimal medical 

therapy, 13 (24%) had at least 1 recurrence: 0 patients had an aborted cardiac arrest, 2 

patients had syncope only, 10 patients had 1 appropriate ICD discharges, and 1 patient died 

suddenly. The 1- and 2-year cumulative event-free survival rates were 87% and 81%. The 

percentage of patients with major cardiac events despite optimal medical therapy (n=38) was 

reduced from 100% to 32% (P<0.001) after LCSD, and among 29 patients with a presurgical 

ICD, the rate of shocks dropped by 93% from 3.6 to 0.6 shocks per person per year 

(P<0.001). Patients with an incomplete LCSD (n=7) were more likely to experience major 

cardiac events after LCSD (71% versus 17%; P<0.01) than those with a complete LCSD.  

 

Conclusions: LCSD is an effective antifibrillatory intervention for patients with CPVT. 

Whenever syncope occurs despite optimal medical therapy, LCSD could be considered the 

next step rather than an ICD and could complement ICDs in patients with recurrent shocks. 
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ABSTRACT 
 

Background: Single-cell resequencing (SCRS) provides many biomedical advances in 

variations detection at the single-cell level, but it currently relies on whole genome 

amplification (WGA). Three methods are commonly used for WGA: multiple 

displacement amplification (MDA), degenerate-oligonucleotide-primed PCR (DOP-PCR) 

and multiple annealing and looping-based amplification cycles (MALBAC). However, a 

comprehensive comparison of variations detection performance between these WGA 

methods has not yet been performed.  

 

Results: We systematically compared the advantages and disadvantages of different 

WGA methods, focusing particularly on variations detection. Low-coverage whole-

genome sequencing revealed that DOP-PCR had the highest duplication ratio, but an 

even read distribution and the best reproducibility and accuracy for detection of copy-

number variations (CNVs). However, MDA had significantly higher genome recovery 

sensitivity (similar to 84 %) than DOP-PCR (similar to 6 %) and MALBAC (similar to 

52 %) at high sequencing depth. MALBAC and MDA had comparable single-nucleotide 

variations detection efficiency, false-positive ratio, and allele drop-out ratio. We further 

demonstrated that SCRS data amplified by either MDA or MALBAC from a gastric 

cancer cell line could accurately detect gastric cancer CNVs with comparable sensitivity 

and specificity, including amplifications of 12p11.22 (KRAS) and 9p24.1 (JAK2, 

CD274, and PDCD1LG2).  

 

Conclusions: Our findings provide a comprehensive comparison of variations detection 

performance using SCRS amplified by different WGA methods. It will guide researchers 

to determine which WGA method is best suited to individual experimental needs at 

single-cell level. 
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ABSTRACT 

 

Genetic cardiac diseases are major causes of morbidity and mortality. Although animal 

models have been created to provide some useful insights into the pathogenesis of genetic 

cardiac diseases, the significant species differences and the lack of genetic information 

for complex genetic diseases markedly attenuate the application values of such data. 

Generation of induced pluripotent stem cells (iPSCs) from patient-specific specimens and 

subsequent derivation of cardiomyocytes offer novel avenues to study the mechanisms 

underlying cardiac diseases, to identify new causative genes, and to provide insights into 

the disease aetiology. In recent years, the list of human iPSC-based models for genetic 

cardiac diseases has been expanding rapidly, although there are still remaining concerns 

on the level of functionality of iPSC-derived cardiomyocytes and their ability to be used 

for modeling complex cardiac diseases in adults. This review focuses on the development 

of cardiomyocyte induction from pluripotent stem cells, the recent progress in heart 

disease modeling using iPSC-derived cardiomyocytes, and the challenges associated with 

understanding complex genetic diseases. To address these issues, we examine the 

similarity between iPSC-derived cardiomyocytes and their ex vivo counterparts and how 

this relates to the method used to differentiate the pluripotent stem cells into a 

cardiomyocyte phenotype. We progress to examine categories of congenital cardiac 

abnormalities that are suitable for iPSC-based disease modeling. 
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ABSTRACT 

 

The human genome is diploid, and knowledge of the variants on each chromosome is 

important for the interpretation of genomic information. Here we report the assembly of a 

haplotype-resolved diploid genome without using a reference genome. Our pipeline relies 

on fosmid pooling together with whole-genome shotgun strategies, based solely on next-

generation sequencing and hierarchical assembly methods. We applied our sequencing 

method to the genome of an Asian individual and generated a 5.15-Gb assembled genome 

with a haplotype N50 of 484 kb. Our analysis identified previously undetected indels and 

7.49 Mb of novel coding sequences that could not be aligned to the human reference 

genome, which include at least six predicted genes. This haplotype-resolved genome 

represents the most complete de novo human genome assembly to date. Application of 

our approach to identify individual haplotype differences should aid in translating 

genotypes to phenotypes for the development of personalized medicine. 
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ABSTRACT 

 

Homozygosity has long been associated with rare, often devastating, Mendelian 

disorders, and Darwin was one of the first to recognize that inbreeding reduces 

evolutionary fitness. However, the effect of the more distant parental relatedness that is 

common in modern human populations is less well understood. Genomic data now allow 

us to investigate the effects of homozygosity on traits of public health importance by 

observing contiguous homozygous segments (runs of homozygosity), which are inferred 

to be homozygous along their complete length. Given the low levels of genome-wide 

homozygosity prevalent in most human populations, information is required on very large 

numbers of people to provide sufficient power. Here we use runs of homozygosity to 

study 16 health-related quantitative traits in 354,224 individuals from 102 cohorts, and 

find statistically significant associations between summed runs of homozygosity and four 

complex traits: height, forced expiratory lung volume in one second, general cognitive 

ability and educational attainment (P < 1 x 10(-300), 2.1 x 10(-6), 2.5 x 10(-10) and 1.8 x 

10(-10), respectively). In each case, increased homozygosity was associated with 

decreased trait value, equivalent to the offspring of first cousins being 1.2 cm shorter and 

having 10 months' less education. Similar effect sizes were found across four continental 

groups and populations with different degrees of genome-wide homozygosity, providing 

evidence that homozygosity, rather than confounding, directly contributes to phenotypic 

variance. Contrary to earlier reports in substantially smaller samples, no evidence was 

seen of an influence of genome-wide homozygosity on blood pressure and low density 

lipoprotein cholesterol, or ten other cardio-metabolic traits. Since directional dominance 

is predicted for traits under directional evolutionary selection, this study provides 

evidence that increased stature and cognitive function have been positively selected in 

human evolution, whereas many important risk factors for late-onset complex diseases 

may not have been. 
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ABSTRACT 

 

In recent years, several associations between common chronic human disorders and 

altered gut microbiome composition and function have been reported(1,2). In most of 

these reports, treatment regimens were not controlled for and conclusions could thus be 

confounded by the effects of various drugs on the microbiota, which may obscure 

microbial causes, protective factors or diagnostically relevant signals. Our study 

addresses disease and drug signatures in the human gut microbiome of type 2 diabetes 

mellitus (T2D). Two previous quantitative gut metagenomics studies of T2D patients that 

were unstratified for treatment yielded divergent conclusions regarding its associated gut 

microbial dysbiosis(3,4). Here we show, using 784 available human gut metagenomes, 

how antidiabetic medication confounds these results, and analyse in detail the effects of 

the most widely used antidiabetic drug metformin. We provide support for microbial 

mediation of the therapeutic effects of metformin through short-chain fatty acid 

production, as well as for potential microbiota-mediated mechanisms behind known 

intestinal adverse effects in the form of a relative increase in abundance of Escherichia 

species. Controlling for metformin treatment, we report a unified signature of gut 

microbiome shifts in T2D with a depletion of butyrate-producing taxa(3,4). These in turn 

cause functional microbiome shifts, in part alleviated by metformin-induced changes. 

Overall, the present study emphasizes the need to disentangle gut microbiota signatures 

of specific human diseases from those of medication. 
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ABSTRACT 
 

Background: Epigenetic mechanisms might be involved in the regulation of interindividual 

lipid level variability and thus may contribute to the cardiovascular risk profile. The aim of 

this study was to investigate the association between genome-wide DNA methylation and 

blood lipid levels high-density lipoprotein cholesterol, low-density lipoprotein cholesterol, 

triglycerides, and total cholesterol. Observed DNA methylation changes were also further 

analyzed to examine their relationship with previous hospitalized myocardial infarction.  
 

Methods and Results: Genome-wide DNA methylation patterns were determined in whole 

blood samples of 1776 subjects of the Cooperative Health Research in the Region of 

Augsburg F4 cohort using the Infinium HumanMethylation450 BeadChip (Illumina). Ten 

novel lipid-related CpG sites annotated to various genes including ABCG1, 

MIR33B/SREBF1, and TNIP1 were identified. CpG cg06500161, located in ABCG1, was 

associated in opposite directions with both high-density lipoprotein cholesterol (beta 

coefficient=-0.049; P=8.26E-17) and triglyceride levels (beta=0.070; P=1.21E-27). Eight 

associations were confirmed by replication in the Cooperative Health Research in the Region 

of Augsburg F3 study (n=499) and in the Invecchiare in Chianti, Aging in the Chianti Area 

study (n=472). Associations between triglyceride levels and SREBF1 and ABCG1 were also 

found in adipose tissue of the Multiple Tissue Human Expression Resource cohort (n=634). 

Expression analysis revealed an association between ABCG1 methylation and lipid levels 

that might be partly mediated by ABCG1 expression. DNA methylation of ABCG1 might 

also play a role in previous hospitalized myocardial infarction (odds ratio, 1.15; 95% 

confidence interval=1.06-1.25).  
 

Conclusions: Epigenetic modifications of the newly identified loci might regulate disturbed 

blood lipid levels and thus contribute to the development of complex lipid-related diseases. 
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ABSTRACT 

 

The gut microbiota is central to human health, but its establishment in early life has not 

been quantitatively and functionally examined. Applying metagenomic analysis on fecal 

samples from a large cohort of Swedish infants and their mothers, we characterized the 

gut microbiome during the first year of life and assessed the impact of mode of delivery 

and feeding on its establishment. In contrast to vaginally delivered infants, the gut 

microbiota of infants delivered by C-section showed significantly less resemblance to 

their mothers. Nutrition had a major impact on early microbiota composition and 

function, with cessation of breast-feeding, rather than introduction of solid food, being 

required for maturation into an adult-like microbiota. Microbiota composition and 

ecological network had distinctive features at each sampled stage, in accordance with 

functional maturation of the microbiome. Our findings establish a framework for 

understanding the interplay between the gut microbiome and the human body in early 

life. 
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ABSTRACT 

 

Background: Each year Muslims fast from dawn to sunset for 1 month (Ramadan). In 

Saudi Arabia, the sleep–wake cycle during Ramadan is severely disturbed and is 

associated with abolition of the circadian cortisol rhythm, exposing Saudis to 

continuously increased cortisol levels, which may influence the immune response. In 

addition to cortisol, sleep and fasting affect the secretion of parathyroid hormone (PTH) 

and hence bone metabolism. 

 

Methods: Our objective was to investigate the effect of Ramadan type fasting on 

secretory patterns of PTH, markers of bone metabolism, and serum immunoglobulins. 

Blood samples from healthy young volunteers were collected at 9 a.m. and 9 p.m. (± 1 

hour) before (Shaban) and 2 weeks into Ramadan. Calcium, phosphorus, magnesium, 

albumin, alkaline phosphatase, 25-OH vitamin D, intact PTH (iPTH), and 

immunoglobulin (Ig) A, M and G were measured. 

 

Results: During Ramadan, evening-adjusted calcium was higher (p = 0.036) and 

phosphate lower (p < 0.001) than the corresponding morning value. Moreover, the 

Ramadan mean morning phosphate was higher and the evening level lower was than 

Shabaan values (p = 0.010 and p <0.001, respectively), while mean iPTH level was 

decreased compared withthe morning value (p = 0.001), and the evening mean during 

Shabaan (p = 0.029). Mean IgG concentration was significantly lower during Ramadan (p 

= 0.003 and p = 0.021 for morning and evening, respectively). 

 

Conclusions: Changes in dietary practices during Ramadan modulated PTH secretion to 

a pattern which might be beneficial to bone health. Combined effects of fasting and 

disturbed sleep led to a noted decrease in IgG level. Therefore, a possible beneficial 

effect of fasting on bone turnover is combined with decreased immune response. 
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ABSTRACT 

 

Obesity is an important component of the pathophysiology of chronic diseases. 

Identifying epigenetic modifications associated with elevated adiposity, including DNA 

methylation variation, may point to genomic pathways that are dysregulated in numerous 

conditions. The Illumina 450K Bead Chip array was used to assay DNA methylation in 

leukocyte DNA obtained from 2097 African American adults in the Atherosclerosis Risk 

in Communities (ARIC) study. Mixed-effects regression models were used to test the 

association of methylation beta value with concurrent body mass index (BMI) and waist 

circumference (WC), and BMI change, adjusting for batch effects and potential 

confounders. Replication using whole-blood DNA from 2377 White adults in the 

Framingham Heart Study and CD4+ T cell DNA from 991 Whites in the Genetics of 

Lipid Lowering Drugs and Diet Network Study was followed by testing using adipose 

tissue DNA from 648 women in the Multiple Tissue Human Expression Resource cohort. 

Seventy-six BMI-related probes, 164 WC-related probes and 8 BMI change-related 

probes passed the threshold for significance in ARIC (P < 1 x 10(-7); Bonferroni), 

including probes in the recently reported HIF3A, CPT1A and ABCG1 regions. 

Replication using blood DNA was achieved for 37 BMI probes and 1 additional WC 

probe. Sixteen of these also replicated in adipose tissue, including 15 novel methylation 

findings near genes involved in lipid metabolism, immune response/cytokine signaling 

and other diverse pathways, including LGALS3BP, KDM2B, PBX1 and BBS2, among 

others. Adiposity traits are associated with DNA methylation at numerous CpG sites that 

replicate across studies despite variation in tissue type, ethnicity and analytic approaches. 
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ABSTRACT 

 

Perrault syndrome (PRLTS) is a clinically and genetically heterogeneous disorder. Both 

male and female patients suffer from sensory neuronal hearing loss in early childhood, 

and female patients are characterized by premature ovarian failure and infertility after 

puberty. Clinical diagnosis may not be possible in early life, because key features of 

PRLTS, for example infertility and premature ovarian failure, do not appear before 

puberty. Limb spasticity, muscle weakness, and intellectual disability have also been 

observed in PRLTS patients. Mutations in five genes, HSD17B4, HARS2, CLPP, 

LARS2, and C10orf2, have been reported in five subtypes of PRLTS. We discovered a 

consanguineous Saudi family with the PRLTS3 phenotype showing an autosomal 

recessive mode of inheritance. The patients had developed profound hearing loss, brain 

atrophy, and lower limb spasticity in early childhood. For molecular diagnosis, we 

complimented genome-wide homozygosity mapping with whole exome sequencing 

analyses and identified a novel homozygous mutation in exon 6 of CLPP at chromosome 

19p13.3. To our knowledge, early onset with regression is a unique feature of these 

PRLTS patients that has not been reported so far. This study broadens the clinical 

spectrum of PRLTS3. 
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ABSTRACT 

 

Femoral–facial syndrome (FFS) is a very rare multiple congenital anomaly syndrome. 

The authors describe a case of FFS in a 2-day-old infant of a diabetic mother. The 

phenotypic features include bilateral symmetrical femoral involvement with completely 

aplastic right-sided femur, severely hypoplastic left femur and unusual facial dysmorphic 

features without other skeleton/spinal and genitourinary anomalies. Cases of FFS need to 

be carefully evaluated because of the similarity between FFS and caudal dysgenesis, a 

condition frequently related to maternal diabetes and with other syndromes characterised 

by femoral hypoplasia and associated anomalies, which can pose a diagnostic challenge. 
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ABSTRACT 

 

Obesity is heritable and predisposes to many diseases. To understand the genetic basis of 

obesity better, here we conduct a genome-wide association study and Metabochip meta-

analysis of body mass index (BMI), a measure commonly used to define obesity and 

assess adiposity, in upto 339,224 individuals. This analysis identifies 97 BMI-associated 

loci (P < 5 x 10(-8)), 56 of which are novel. Five loci demonstrate clear evidence of 

several independent association signals, and many loci have significant effects on other 

metabolic phenotypes. The 97 loci account for similar to 2.7% of BMI variation, and 

genome-wide estimates suggest that common variation accounts for >20% of BMI 

variation. Pathway analyses provide strong support for a role of the central nervous 

systemin obesity susceptibility and implicate new genes and pathways, including those 

related to synaptic function, glutamate signalling, insulin secretion/action, energy 

metabolism, lipid biology and adipogenesis. 
 

 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

553 
 

Research Title: 

Genome-wide profiling of HPV integration in cervical 

cancer identifies clustered genomic hot spots and a 

potential microhomology-mediated integration 

mechanism 

Source: 

Nature Genetics 

Nature Publishing Group 

Vol. 47, Issue 2, Page: 158-163 

ISSN: 1546-1718 

Month and Year of 

Publication: 
FEB 2015 

Impact Factor: 29.352 

Affiliated Department(s): 
Princess Al-Jawhara Albrahim Center of Excellence in 

Hereditary Disorders Research 

Author(s): 

Zheng Hu, Da Zhu, Wei Wang, Weiyang Li, Wenlong Jia, 

Xi Zeng, Wencheng Ding, Lan Yu, Xiaoli Wang, Liming 

Wang, Hui Shen, Changlin Zhang, Hongjie Liu, Xiao Liu, 

Yi Zhao, Xiaodong Fang, Shuaicheng Li, Wei Chen, Tang 

Tang, Aisi Fu, Zou Wang, Gang Chen, Qinglei Gao, 

Shuang Li, Ling Xi, Changyu Wang, Shujie Liao, Xiangyi 

Ma, Peng Wu, Kezhen Li, Shixuan Wang, Jianfeng Zhou, 

Jun Wang, Xun Xu, Hui Wang, Ding Ma 

Correspondent’s Email: 
xuxun@genomics.cn; huit71@sohu.com; 

dingma424@yahoo.com 

 

ABSTRACT 

 

Human papillomavirus (HPV) integration is a key genetic event in cervical 

carcinogenesis(1). By conducting whole-genome sequencing and high-throughput viral 

integration detection, we identified 3,667 HPV integration breakpoints in 26 cervical 

intraepithelial neoplasias, 104 cervical carcinomas and five cell lines. Beyond 

recalculating frequencies for the previously reported frequent integration sites POU5F1B 

(9.7%), FHIT (8.7%), KLF12 (7.8%), KLF5 (6.8%), LRP1B (5.8%) and LEPREL1 

(4.9%), we discovered new hot spots HMGA2 (7.8%), DLG2 (4.9%) and SEMA3D 

(4.9%). Protein expression from FHIT and LRP1B was downregulated when HPV 

integrated in their introns. Protein expression from MYC and HMGA2 was elevated 

when HPV integrated into flanking regions. Moreover, microhomologous sequence 

between the human and HPV genomes was significantly enriched near integration 

breakpoints, indicating that fusion between viral and human DNA may have occurred by 

microhomology-mediated DNA repair pathways(2). Our data provide insights into HPV 

integration-driven cervical carcinogenesis. 
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ABSTRACT 
 

Background: Patterns of genetic and genomic variance are informative in inferring 

population history for human, model species and endangered populations.  

 

Results: Here the genome sequence of wild-born African cheetahs reveals extreme genomic 

depletion in SNV incidence, SNV density, SNVs of coding genes, MHC class I and II genes, 

and mitochondrial DNA SNVs. Cheetah genomes are on average 95 % homozygous 

compared to the genomes of the outbred domestic cat (24.08 % homozygous), Virunga 

Mountain Gorilla (78.12 %), inbred Abyssinian cat (62.63 %), Tasmanian devil, domestic 

dog and other mammalian species. Demographic estimators impute two ancestral population 

bottlenecks: one >100,000 years ago coincident with cheetah migrations out of the Americas 

and into Eurasia and Africa, and a second 11,084-12,589 years ago in Africa coincident with 

late Pleistocene large mammal extinctions. MHC class I gene loss and dramatic reduction in 

functional diversity of MHC genes would explain why cheetahs ablate skin graft rejection 

among unrelated individuals. Significant excess of non-synonymous mutations in AKAP4 (p 

< 0.02), a gene mediating spermatozoon development, indicates cheetah fixation of five 

function-damaging amino acid variants distinct from AKAP4 homologues of other Felidae or 

mammals; AKAP4 dysfunction may cause the cheetah's extremely high (>80 %) 

pleiomorphic sperm.  

 

Conclusions: The study provides an unprecedented genomic perspective for the rare cheetah, 

with potential relevance to the species' natural history, physiological adaptations and unique 

reproductive disposition. 
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ABSTRACT 
 

The evolution of eusociality is one of the major transitions in evolution, but the 

underlying genomic changes are unknown. We compared the genomes of 10 bee species 

that vary in social complexity, representing multiple independent transitions in social 

evolution, and report three major findings. First, many important genes show evidence of 

neutral evolution as a consequence of relaxed selection with increasing social complexity. 

Second, there is no single road map to eusociality; independent evolutionary transitions 

in sociality have independent genetic underpinnings. Third, though clearly independent in 

detail, these transitions do have similar general features, including an increase in 

constrained protein evolution accompanied by increases in the potential for gene 

regulation and decreases in diversity and abundance of transposable elements. Eusociality 

may arise through different mechanisms each time, but would likely always involve an 

increase in the complexity of gene networks. 
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ABSTRACT 

 

We sought to explore the genotype-phenotype of Jervell and Lange-Nielsen syndrome 

(JLNS) patients in Saudi Arabia. We have also assessed the plausible effect of 

consanguinity into the pathology of JLNS. Six families with at least one JLNS-affected 

member attended our clinic between 2011 and 2013. Retrospective and prospective 

clinical data were collected and genetic investigation was performed. Pathogenic 

mutations in the KCNQ1 gene were detected in all JLNS patients. The homozygous 

mutations detected were Leu273Phe, Asp202Asn, Ile567Thr, and c.1486_1487delCT and 

compound heterozygous mutations were c.820_ 830del and c.1251+1G>T. All living 

JLNS patients except one had a QTc of >500ms and a history of recurrent syncope. -

Blockers abolished the cardiac-related events in all patients except two siblings with 

homozygous Ile567Thr mutation. Four of the six mutations were originally reported in 

autosomal dominant long QT syndrome (LQTS) patients. Eighty percent of the 

heterozygote mutation carriers showed prolongation of QTc, but majority of these 

reported no symptoms attributable to arrhythmias. Mutations detected in this study will 

be advantageous in tribe and region-specific cascade screening of LQTS in Saudi Arabia. 
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ABSTRACT 

 

Background: Large mammals are capable of thermoregulation shortly after birth due to 

the presence of brown adipose tissue (BAT). The majority of BAT disappears after birth 

and is replaced by white adipose tissue (WAT).  

 

Results: We analyzed the postnatal transformation of adipose in sheep with a time course 

study of the perirenal adipose depot. We observed changes in tissue morphology, gene 

expression and metabolism within the first two weeks of postnatal life consistent with the 

expected transition from BAT to WAT. The transformation was characterized by 

massively decreased mitochondrial abundance and down-regulation of gene expression 

related to mitochondrial function and oxidative phosphorylation. Global gene expression 

profiling demonstrated that the time points grouped into three phases: a brown adipose 

phase, a transition phase and a white adipose phase. Between the brown adipose and the 

transition phase 170 genes were differentially expressed, and 717 genes were 

differentially expressed between the transition and the white adipose phase. Thirty-eight 

genes were shared among the two sets of differentially expressed genes. We identified a 

number of regulated transcription factors, including NR1H3, MYC, KLF4, ESR1, RELA 

and BCL6, which were linked to the overall changes in gene expression during the 

adipose tissue remodeling. Finally, the perirenal adipose tissue expressed both brown and 

brite/beige adipocyte marker genes at birth, the expression of which changed 

substantially over time.  

 

Conclusions: Using global gene expression profiling of the postnatal BAT to WAT 

transformation in sheep, we provide novel insight into adipose tissue plasticity in a large 

mammal, including identification of novel transcriptional components linked to adipose 

tissue remodeling. Moreover, our data set provides a useful resource for further studies in 

adipose tissue plasticity. 
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ABSTRACT 

 

Colorectal cancer, a commonly diagnosed cancer in the elderly, often develops slowly 

from benign polyps called adenoma. The gut microbiota is believed to be directly 

involved in colorectal carcinogenesis. The identity and functional capacity of the 

adenoma-or carcinoma-related gut microbe(s), however, have not been surveyed in a 

comprehensive manner. Here we perform a metagenome-wide association study 

(MGWAS) on stools from advanced adenoma and carcinoma patients and from healthy 

subjects, revealing microbial genes, strains and functions enriched in each group. An 

analysis of potential risk factors indicates that high intake of red meat relative to fruits 

and vegetables appears to associate with outgrowth of bacteria that might contribute to a 

more hostile gut environment. These findings suggest that faecal microbiome-based 

strategies may be useful for early diagnosis and treatment of colorectal adenoma or 

carcinoma. 
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ABSTRACT 

 

Logistic regression analysis based on data from 822 Han Chinese oldest old aged 92+ 

demonstrated that interactions between carrying FOXO1A-266 or FOXO3-310 or 

FOXO3-292 and tea drinking at around age 60 or at present time were significantly 

associated with lower risk of cognitive disability at advanced ages. Associations between 

tea drinking and reduced cognitive disability were much stronger among carriers of the 

genotypes of FOXO1A-266 or FOXO3-310 or FOXO3-292 compared with noncarriers, 

and it was reconfirmed by analysis of three-way interactions across FOXO genotypes, tea 

drinking at around age 60, and at present time. Based on prior findings from animal and 

human cell models, we postulate that intake of tea compounds may activate FOXO gene 

expression, which in turn may positively affect cognitive function in the oldest old 

population. Our empirical findings imply that the health benefits of particular nutritional 

interventions, including tea drinking, may, in part, depend upon individual genetic 

profiles. 
 

 

 

 

 

 

 



 King Abdulaziz University, Faculty of Medicine 
Publications 2015 

 

560 
 

Research Title: 

Identification of Two Homozygous Sequence Variants in 

the COL7A1 Gene Underlying Dystrophic Epidermolysis 

Bullosa by Whole-Exome Analysis in a Consanguineous 

Family 

Source: 

Annals of Human Genetics 

Wiley-Blackwell 

Vol. 79, Issue 5, Page: 350-356 

ISSN: 0003-4800 

Month and Year of 

Publication: 
SEPT 2015 

Impact Factor: 1.926 

Affiliated Department(s): 

Princess Al-Jawhara Albrahim Center of Excellence in 

Hereditary Disorders Research; Dermatology; Medical 

Genetics 

Author(s): 

Rehab Serafi, Musharraf Jelani, Mona M Almramhi, 

Hussein SA Mohamoud, Saleem Ahmed, Yaser M 

Alkhiary, Jianguo Zhang, Huanming Yang, Jumana Y 

Al‐Aama 

Correspondent’s Email: mjelani@kau.edu.sa 

 

ABSTRACT 

 

Dystrophic epidermolysis bullosa (DEB) is an inherited skin disorder with variable 

severity and heterogeneous genetic involvement. Diagnostic approaches for this condition 

include clinical evaluations and electron microscopy of patients' skin biopsies, followed 

by Sanger sequencing (SS) of a large gene (118 exons) that encodes the alpha chain of 

type VII collagen (COL7A1) located on Chromosome 3p21.1. However, the use of SS 

may hinder diagnostic efficiency and lead to delays because it is costly and time-

consuming. We evaluated a 5-generation consanguineous family with 3 affected 

individuals presenting the severe generalised DEB phenotype. Human whole-exome 

sequencing (WES) revealed 2 homozygous sequence variants: the previously reported 

variant p.Arg578* in exon 13 and a novel variant p.Arg2063Gln in exon 74 of the 

COL7A1 gene. Validation by SS, performed on all family members, confirmed the 

cosegregation of the 2 variants with the disease phenotype. To the best of our knowledge, 

2 homozygous COL7A1 variants have never been simultaneously reported in DEB 

patients; however, the upstream protein truncation variant is more likely to be disease-

causing than the novel missense variant. WES can be used as an efficient molecular 

diagnostic tool for evaluating autosomal recessive forms of DEB. 
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ABSTRACT 

 

We study genome-wide nucleotide diversity in three subspecies of extant chimpanzees 

using exome capture. After strict filtering, Single Nucleotide Polymorphisms and indels 

were called and genotyped for greater than 50% of exons at a mean coverage of 35x per 

individual. Central chimpanzees (Pan troglodytes troglodytes) are the most polymorphic 

(nucleotide diversity, theta(w) = 0.0023 per site) followed by Eastern (P. t. 

schweinfurthii) chimpanzees (theta(w) = 0.0016) and Western (P. t. verus) chimpanzees 

(theta(w) = 0.0008). A demographic scenario of divergence without gene flow fits the 

patterns of autosomal synonymous nucleotide diversity well except for a signal of recent 

gene flow from Western into Eastern chimpanzees. The striking contrast in X-linked 

versus autosomal polymorphism and divergence previously reported in Central 

chimpanzees is also found in Eastern and Western chimpanzees. We show that the 

direction of selection statistic exhibits a strong nonmonotonic relationship with the 

strength of purifying selection S, making it inappropriate for estimating S. We instead use 

counts in synonymous versus nonsynonymous frequency classes to infer the distribution 

of S coefficients acting on nonsynonymous mutations in each subspecies. The strength of 

purifying selection we infer is congruent with the differences in effective sizes of each 

subspecies: Central chimpanzees are undergoing the strongest purifying selection 

followed by Eastern and Western chimpanzees. Coding indels show stronger selection 

against indels changing the reading frame than observed in human populations. 
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ABSTRACT 

 

Genome-wide association studies (GWASs) for many complex diseases, including 

inflammatory bowel disease (IBD), produced hundreds of disease-associated loci-the 

majority of which are noncoding. The number of GWAS loci is increasing very rapidly, 

but the process of translating single nucleotide polymorphisms (SNPs) from these loci to 

genomic medicine is lagging. In this study, we investigated 4,734 variants from 152 IBD 

associated GWAS loci (IBD associated 152 lead noncoding SNPs identified from pooled 

GWAS results + 4,582 variants in strong linkage-disequilibrium (LD) (r(2) >= 0.8) for 

EUR population of 1K Genomes Project) using four publicly available bioinformatics 

tools, e.g. dbPSHP, CADD, GWAVA, and RegulomeDB, to annotate and prioritize 

putative regulatory variants. Of the 152 lead noncoding SNPs, around 11% are under 

strong negative selection (GERP++ RS >= 2); and similar to 30% are under balancing 

selection (Tajima's D score > 2) in CEU population (1K Genomes Project)-though these 

regions are positively selected (GERP++ RS < 0) in mammalian evolution. The analysis 

of 4,734 variants using three integrative annotation tools produced 929 putative 

functional SNPs, of which 18 SNPs (from 15 GWAS loci) are in concordance with all 

three classifiers. These prioritized noncoding SNPs may contribute to IBD pathogenesis 

by dysregulating the expression of nearby genes. This study showed the usefulness of 

integrative annotation for prioritizing fewer functional variants from a large number of 

GWAS markers. 
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ABSTRACT 

 

Venous thromboembolism (VTE), the third leading cause of cardiovascular mortality, is a 

complex thrombotic disorder with environmental and genetic determinants. Although 

several genetic variants have been found associated with VTE, they explain a minor 

proportion of VTE risk in cases. We undertook a meta-analysis of genome-wide 

association studies (GWASs) to identify additional VTE susceptibility genes. Twelve 

GWASs totaling 7,507 VTE case subjects and 52,632 control subjects formed our 

discovery stage where 6,751,884 SNPs were tested for association with VTE. Nine loci 

reached the genome-wide significance level of 5 x 10(-8) including six already known to 

associate with VTE (ABO, F2, F5, F11, FGG, and PROCR) and three unsuspected loci. 

SNPs mapping to these latter were selected for replication in three independent case-

control studies totaling 3,009 VTE-affected individuals and 2,586 control subjects. This 

strategy led to the identification and replication of two VTE-associated loci, TSPAN15 

and SLC44A2, with lead risk alleles associated with odds ratio for disease of 1.31 (p = 

1.67 x 10(-16)) and 1.21 (p = 2.75 x 10(-15)), respectively. The lead SNP at the 

TSPAN15 locus is the intronic rs78707713 and the lead SLC44A2 SNP is the non-

synonymous rs2288904 previously shown to associate with transfusion-related acute lung 

injury. We further showed that these two variants did not associate with known 

hemostatic plasma markers. TSPAN15 and SLC44A2 do not belong to conventional 

pathways for thrombosis and have not been associated to other cardiovascular diseases 

nor related quantitative biomarkers. Our findings uncovered unexpected actors of VTE 

etiology and pave the way for novel mechanistic concepts of VTE pathophysiology. 
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ABSTRACT 
 

Adversity, particularly in early life, can cause illness. Clues to the responsible 

mechanisms may lie with the discovery of molecular signatures of stress, some of which 

include alterations to an individual's somatic genome. Here, using genome sequences 

from 11,670 women, we observed a highly significant association between a stress-

related disease, major depression, and the amount of mtDNA (p = 9.00 x 10(-42), odds 

ratio 1.33 [95% confidence interval [CI] = 1.29-1.37]) and telomere length (p = 2.84 x 

10(-14), odds ratio 0.85 [95% CI = 0.81-0.89]). While both telomere length and mtDNA 

amount were associated with adverse life events, conditional regression analyses showed 

the molecular changes were contingent on the depressed state. We tested this hypothesis 

with experiments in mice, demonstrating that stress causes both molecular changes, 

which are partly reversible and can be elicited by the administration of corticosterone. 

Together, these results demonstrate that changes in the amount of mtDNA and telomere 

length are consequences of stress and entering a depressed state. These findings identify 

increased amounts of mtDNA as a molecular marker of MD and have important 

implications for understanding how stress causes the disease. 
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ABSTRACT 

 

Objective: To evaluate the potential for diagnosing colorectal cancer (CRC) from faecal 

metagenomes. 

 

Design: We performed metagenome-wide association studies on faecal samples from 74 

patients with CRC and 54 controls from China, and validated the results in 16 patients 

and 24 controls from Denmark. We further validated the biomarkers in two published 

cohorts from France and Austria. Finally, we employed targeted quantitative PCR 

(qPCR) assays to evaluate diagnostic potential of selected biomarkers in an independent 

Chinese cohort of 47 patients and 109 controls. 

 

Results: Besides confirming known associations of Fusobacterium nucleatum and 

Peptostreptococcus stomatis with CRC, we found significant associations with several 

species, including Parvimonas micra and Solobacterium moorei. We identified 20 

microbial gene markers that differentiated CRC and control microbiomes, and validated 4 

markers in the Danish cohort. In the French and Austrian cohorts, these four genes 

distinguished CRC metagenomes from controls with areas under the receiver-operating 

curve (AUC) of 0.72 and 0.77, respectively. qPCR measurements of two of these genes 

accurately classified patients with CRC in the independent Chinese cohort with 

AUC=0.84 and OR of 23. These genes were enriched in early-stage (I-II) patient 

microbiomes, highlighting the potential for using faecal metagenomic biomarkers for 
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early diagnosis of CRC. 

 

Conclusions: We present the first metagenomic profiling study of CRC faecal 

microbiomes to discover and validate microbial biomarkers in ethnically different 

cohorts, and to independently validate selected biomarkers using an affordable clinically 

relevant technology. Our study thus takes a step further towards affordable non-invasive 

early diagnostic biomarkers for CRC from faecal samples. 
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ABSTRACT 

 

Body fat distribution is a heritable trait and a well-established predictor of adverse 

metabolic outcomes, independent of overall adiposity. To increase our understanding of 

the genetic basis of body fat distribution and its molecular links to cardiometabolic traits, 

here we conduct genome-wide association meta-analyses of traits related to waist and hip 

circumferences in up to 224,459 individuals. We identify 49 loci (33 new) associated 

with waist-to-hip ratio adjusted for body mass index (BMI), and an additional 19 loci 

newly associated with related waist and hip circumference measures (P < 5 x 10(-8)). In 

total, 20 of the 49 waist-to-hip ratio adjusted for BMI loci show significant sexual 

dimorphism, 19 of which display a stronger effect in women. The identified loci were 

enriched for genes expressed in adipose tissue and for putative regulatory elements in 

adipocytes. Pathway analyses implicated adipogenesis, angiogenesis, transcriptional 

regulation and insulin resistance as processes affecting fat distribution, providing insight 

into potential pathophysiological mechanisms. 
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ABSTRACT 

 

Congenital generalized lipodystrophies (CGLs) are a heterogeneous group of rare, 

monogenic disorders characterized by loss of sub-cutaneous fat, muscular hypertrophy, 

acanthosis nigricans, hepatomegaly, cardiac arrhythmias, impaired metabolism and 

mental retardation. Four different but overlapping phenotypes (CGL1-4) have been 

identified, which are caused by mutations in AGPAT2 at 9q34.3, BSCL2 at 11q13, 

CAV1 at 7q31.1, and PTRF at 17q21.2. In this study, we performed genome-wide 

homozygosity mapping of two affected and one unaffected subject in a Saudi family 

using a 300K Human-CytoSNPs12v12.1 array with the Illumina iScan system. A 

common homozygous region at chromosome 17q22.1, from 34.4 to 45.3 Mb, was 

identified in both the affected individuals. The region is flanked by SNPs rs139433362 

and rs185263326, which encompass the PTRF gene. Bidirectional DNA sequencing of 

the PTRF gene covering all of the coding exons and exoneintron boundaries was 

performed in all family members. Sequencing analysis identified a novel homozygous 

nonsense mutation in the PTRF gene (c. 550G> T; p. Glu184*), leading to a premature 

stop codon. To the best of our knowledge, we present a novel mutation of PTRF from 

Saudi Arabia and our findings broaden the mutation spectrum of PTRF in the familial 

CGL4 phenotype. Homozygosity mapping coupled with candidate gene sequencing is an 

effective tool for identifying the causative pathogenic variants in familial cases. 
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ABSTRACT 

 

Despite the intense debate around the repeat instability reported on the large group of 

neurological disorders caused by trinucleotide repeat expansions, little is known about the 

mutation process underlying alleles in the normal range, diseases range, large normal 

alleles (LNAs). In this study, we assessed the CAG repeats at SCA17 in 188 clinical SCA 

patients and 100 individuals without any neurological signs. This highly polymorphic 

population displayed high variability in the CAG repeats and ranged from 19-38 CAG 

repeats in patients with mode of 20 and 19-32 CAG repeats in controls with mode of 24. 

The triplet repeat expansion was not detected in any of the 188 patients, as per the 

reference pathogenic range (> 43 repeats); however, 2.7% of the patients had > 33 CAG 

repeats with a clinical phenotype close to what is expected of SCA 17 patients. The 

findings of this study implicate a more sophisticated interpretation of SCA17 gene and 

raise the question about the diagnostic thresh hold between normal and expanded repeats 

in our population. 
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ABSTRACT 
 

Centipedes are one of the oldest venomous arthropods using toxin as their weapon to capture 

prey. But little attention was focused on them and only few centipede toxins were 

demonstrated with activity on ion channels. Therefore, more deep works are needed to 

understand the diversity of centipede venom. In the present study, we use peptidomics 

combined with cDNA library to uncover the diversity of centipede Scolopendra subspinipes 

mutilans L. Koch. 192 peptides were identified by LC-MS/MS and 79 precursors were 

deduced by cDNA library. Surprisingly, the signal peptides of centipede toxins were more 

complicated than any other animal toxins and even exhibited large differences in 

homologues. Meanwhile, a large number of variants generated by alternative cleavage sites 

were detected by mass spectra. Odd number of cystein (3, 5, 7) found in the mature peptides 

were seldom seen in peptide toxins. In additional, two novel cysteine frameworks (C-C-C-

CCC, C-C-C-C-CC-CC) were identified from 16 different cysteine frameworks from 

centipede peptides. Only 29 precursors have clear targets, while others may provide a 

potential diversity function for centipede. These findings highlight the extensive diversity of 

centipede toxins and provide powerful tools to understand the capture and defense weapon of 

centipede.  

 

Biological significance  

 

Peptide toxins from venomous animal have attracted increasing attentions due to their 

extraordinary chemical and pharmacological diversity. Centipedes are one of the most used 

Chinese traditional medicines, but little was known about the active components. The venom 

of Scolopendra subspinipes mutilans L. Koch is first deeply analyzed in this work and most 

of peptides were never discovered before. Interestingly, the number and arrangement of 

cysteine showed a larger different to known peptide toxins such spider or scorpion toxins. 

Moreover, only 29 peptides from this centipede venom were identified with known function. 

It suggested that our work not only important to understand the composition of centipede 

venom, but also provide many valuable peptides for potential biological functions. 
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ABSTRACT 

 

Major depressive disorder (MDD), one of the most frequently encountered forms 

ofmental illness and a leading cause of disability worldwide(1), poses a major challenge 

to genetic analysis. To date, no robustly replicated genetic loci have been identified(2), 

despite analysis of more than 9,000 cases(3). Here, using low-coverage whole-genome 

sequencing of 5,303 Chinese women with recurrent MDD selected to reduce phenotypic 

heterogeneity, and 5,337 controls screened to exclude MDD, we identified, and 

subsequently replicated in an independent sample, two loci contributing to risk of MDD 

on chromosome 10: one near the SIRT1 gene (P = 2.53 x 10(-10)), the other in an intron 

of the LHPP gene (P = 6.45 x10(-12)). Analysis of 4,509 cases with a severe subtype of 

MDD, melancholia, yielded an increased genetic signal at the SIRT1 locus. We attribute 

our success to the recruitment of relatively homogeneous cases with severe illness. 
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ABSTRACT 

 

Background: Postaxial polydactyly (PAP) is one of the commonest congenital 

malformations and usually is associated to several syndromes. There is no primary 

investigational strategy for PAP cases with single gene disorder in literature. PAP cases 

with single gene disorder can be classified according to common pathways and molecular 

basis. Molecular classification may help in diagnostic approach. 

 

Materials and Methods: All single gene disorders associated with PAP reported on 

PubMed and OMIM are analyzed and classified according to molecular basis. 

 

Results: Majority of genes related to cilia structure and functions are associated with 

PAP, so we classified them as ciliopathies and non-ciliopathies groups. Genes related to 

Shh–Gli3 pathway was the commonest group in non-ciliopathies. 

 

Conclusion: Genes related to cilia are most commonly related to PAP due to their 

indirect relationship to Shh–Gli3 signaling pathway. Initially, PAP may be the only 

clinical finding with ciliopathies so those cases need follow up. Proper diagnosis is 

helpful for management and genetic counseling. Molecular approach may help to define 

pleiotropy. 
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ABSTRACT 

 

Major depressive disorder (MDD), one of the most frequently encountered forms 

ofmental illness and a leading cause of disability worldwide(1), poses a major challenge 

to genetic analysis. To date, no robustly replicated genetic loci have been identified(2), 

despite analysis of more than 9,000 cases(3). Here, using low-coverage whole-genome 

sequencing of 5,303 Chinese women with recurrent MDD selected to reduce phenotypic 

heterogeneity, and 5,337 controls screened to exclude MDD, we identified, and 

subsequently replicated in an independent sample, two loci contributing to risk of MDD 

on chromosome 10: one near the SIRT1 gene (P = 2.53 x 10(-10)), the other in an intron 

of the LHPP gene (P = 6.45 x10(-12)). Analysis of 4,509 cases with a severe subtype of 

MDD, melancholia, yielded an increased genetic signal at the SIRT1 locus. We attribute 

our success to the recruitment of relatively homogeneous cases with severe illness. 
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ABSTRACT 

 

Background/aim: To evaluate the incidence of chromosomal abnormalities in couples 

who experience recurrent abortion and identify additional factors that may be predictive 

of abortion, such as parental age and unfavorable obstetric or abnormal semen analysis.  

 

Materials and methods: The present study examined 125 couples who had experienced 

recurrent abortion. All subjects provided a detailed personal medical history and ancestral 

history and underwent a physical examination. Women in the study group underwent 

biochemical testing and pelvic ultrasound examinations, and men underwent a semen 

analysis.  

 

Results: Among the 125 couples tested, 8 couples (6.4%) displayed a balanced 

translocation, among which 7 (5.6%) showed a reciprocal translocation and 1 (0.8%) 

showed a Robertsonian translocation. All carriers of these translocations were aged < 35 

years. A significant proportion of carriers reported a poor obstetric history and a past fetal 

malformation. All male carriers had a normal semen analysis.  

 

Conclusion: Couples who experience >= 2 pregnancy losses of unknown origin should 

undergo a cytogenetic analysis, and findings showing a chromosomal abnormality in 

either parent must be followed by genetic counseling. 
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ABSTRACT 

 

Nucleotide sequences of the C. roseus SRA database were assembled and translated in 

order to detect putative universal stress proteins (USPs). Based on the known conserved 

USPA domain, 24 Pfam putative USPA proteins in C. roseus were detected and arranged 

in six architectures. The USPA-like domain was detected in all architectures, while the 

protein kinase-like (or PK-like), tyrPK-like and/or U-box domains are shown 

downstream it. Three other domains were also shown to coexist with the USPA domain 

in C. roseus putative USPA sequences. These domains are tetratricopeptide repeat (or 

TPR), apolipophorin III (or apoLp-III) and Hsp90 co-chaperone Cdc37. Subsequent 

analysis divided USPA-like domains based on the ability to bind ATP. The multiple 

sequence alignment indicated the occurrence of eight C. roseus residues of known 

features of the bacterial 1MJH secondary structure. The data of the phylogenetic tree 

indicated several distinct groups of USPA-like domains confirming the presence of high 

level of sequence conservation between the plant and bacterial USPA-like sequences. 
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ABSTRACT 

 

The Tibetan hulless barley (Hordeum vulgare L. var. nudum), also called "Qingke" in 

Chinese and "Ne" in Tibetan, is the staple food for Tibetans and an important livestock 

feed in the Tibetan Plateau. The diploid nature and adaptation to diverse environments of 

the highland give it unique resources for genetic research and crop improvement. Here 

we produced a 3.89-Gb draft assembly of Tibetan hulless barley with 36,151 predicted 

protein-coding genes. Comparative analyses revealed the divergence times and synteny 

between barley and other representative Poaceae genomes. The expansion of the gene 

family related to stress responses was found in Tibetan hulless barley. Resequencing of 

10 barley accessions uncovered high levels of genetic variation in Tibetan wild barley 

and genetic divergence between Tibetan and non-Tibetan barley genomes. Selective 

sweep analyses demonstrate adaptive correlations of genes under selection with extensive 

environmental variables. Our results not only construct a genomic framework for crop 

improvement but also provide evolutionary insights of highland adaptation of Tibetan 

hulless barley. 
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ABSTRACT 

 

We carried out metagenomic shotgun sequencing and a metagenome-wide association 

study (MGWAS) of fecal, dental and salivary samples from a cohort of individuals with 

rheumatoid arthritis (RA) and healthy controls. Concordance was observed between the 

gut and oral microbiomes, suggesting overlap in the abundance and function of species at 

different body sites. Dysbiosis was detected in the gut and oral microbiomes of RA 

patients, but it was partially resolved after RA treatment. Alterations in the gut, dental or 

saliva microbiome distinguished individuals with RA from healthy controls, were 

correlated with clinical measures and could be used to stratify individuals on the basis of 

their response to therapy. In particular, Haemophilus spp. were depleted in individuals 

with RA at all three sites and negatively correlated with levels of serum autoantibodies, 

whereas Lactobacillus salivarius was over-represented in individuals with RA at all three 

sites and was present in increased amounts in cases of very active RA. Functionally, the 

redox environment, transport and metabolism of iron, sulfur, zinc and arginine were 

altered in the microbiota of individuals with RA. Molecular mimicry of human antigens 

related to RA was also detectable. Our results establish specific alterations in the gut and 

oral microbiomes in individuals with RA and suggest potential ways of using microbiome 

composition for prognosis and diagnosis. 
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ABSTRACT 

 

In the past 50 years there have been considerable efforts to identify the cellular receptor 

of hepatitis B virus (HBV). Recently, in vitro evidence from several groups has shown 

that the sodium-taurocholate cotransporting polypeptide (NTCP, which is encoded by 

SLC10A1 and transports bile acids into hepatic cells in enterohepatic recirculation) is a 

strong candidate. In particular, in vitro the p.Ser267Phe variation of SLC10A1 results in 

loss of HBV receptor function. We tested the role of NTCP as a receptor for HBV in 

chronic hepatitis B patients using a genetic association study. We selected SLC10A1 

variants from 189 exomes. We used Sanger sequencing to follow up the association of 

the various SLC10A1 variants in a Han Chinese cohort of 1899 chronic hepatitis B 

patients and 1828 healthy controls. We further investigated the potential impact of the 

p.Ser267Phe variant on NTCP function using structural analysis. The p.Ser267Phe 

variant was associated with healthy status (P=5.7 x 10(,)(-23) odds ratio=0.36) 

irrespective of hepatitis B virus surface antibody status (P=6.2 x 10(-21) and 1.5 x 10(-

10), respectively, when the cases were compared with hepatitis B virus surface antibody-

positive and -negative controls). The variation was also associated with a lower incidence 

of acute-on-chronic liver failure (P=0.007). The estimated heritability explained by this 

single variation was approximate to 3.2%. The population prevented fraction was around 

13.0% among the southern Chinese. Our structural modeling showed that the 

p.Ser267Phe variant might interfere with ligand binding, thereby preventing HBV from 

cellular entry. Conclusion: The p.Ser267Phe NTCP variant is significantly associated 

with resistance to chronic hepatitis B and a lower incidence of acute-on-chronic liver 

failure. Our results support that NTCP is a cellular receptor for HBV in human infection. 
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ABSTRACT 

 

The anti-anginal effects of allopurinol were assessed in experimental model rats of angina 

and their effects were evaluated with amlodipine. In the vasopressin-induced angina 

model, oral administration of allopurinol in dose of 10 mg/kg revealed remarkably 

analogous effects in comparison with amlodipine such as dose-dependent suppression of 

vasopressin-triggered time, duration and severity of ST depression. In addition, 

allopurinol produced dose dependent suppression of plasma Malondialdehyde (MDA) 

level, systolic blood pressure, cardiac contractility and cardiac oxygen consumption; 

while in contrast, amlodipine minimally suppressed the elevation of plasma MDA level. 

Endothelial NO synthase (eNOS) expression, serum nitrate were strikingly increased, 

however lipid profile was significantly reduced. Seemingly, allopurinol was found to be 

more potent than amlodipine - a calcium channel antagonist. To conclude, it was 

explicitly observed and verified that on the ischemic electrocardiography (ECG) changes 

in angina pectoris model in rats, allopurinol exerts a significant protective effects, 

reminiscent of enhancement of vascular oxidative stress, function of endothelial cells, 

improved coronary blood flow in addition to the potential enhancement in myocardial 

stress. Moreover, our findings were in conformity with several human studies. 
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ABSTRACT 

 

The contribution of rare and low-frequency variants to human traits is largely unexplored. 

Here we describe insights from sequencing whole genomes (low read depth, 7x) or 

exomes (high read depth, 80x) of nearly 10,000 individuals from population-based and 

disease collections. In extensively phenotyped cohorts we characterize over 24 million 

novel sequence variants, generate a highly accurate imputation reference panel and 

identify novel alleles associated with levels of triglycerides (APOB), adiponectin 

(ADIPOQ) and low-density lipoprotein cholesterol (LDLR and RGAG1) from single-

marker and rare variant aggregation tests. We describe population structure and 

functional annotation of rare and low-frequency variants, use the data to estimate the 

benefits of sequencing for association studies, and summarize lessons from disease-

specific collections. Finally, we make available an extensive resource, including 

individual-level genetic and phenotypic data and web-based tools to facilitate the 

exploration of association results. 
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ABSTRACT 

 

We applied digital gene expression profiling to determine the transcriptome of brown and 

white adipose tissues (BAT and WAT, respectively) during cold exposure. Male 

C57BL/6J mice were exposed to cold for 2 or 4 days. A notable induction of genes 

related to glucose uptake, glycolysis, glycogen metabolism, and the pentose phosphate 

pathway was observed in BAT from cold-exposed animals. In addition, glycerol-3-

phosphate dehydrogenase 1 expression was induced in BAT from cold-challenged mice, 

suggesting increased synthesis of glycerol from glucose. Similarly, expression of lactate 

dehydrogenases was induced by cold in BAT. Pyruvate dehydrogenase kinase 2 (Pdk2) 

and Pdk4 were expressed at significantly higher levels in BAT than in WAT, and Pdk2 

was induced in BAT by cold. Of notice, only a subset of the changes detected in BAT 

was observed in WAT. Based on changes in gene expression during cold exposure, we 

propose a model for the intermediary glucose metabolism in activated BAT: 1) fluxes 

through glycolysis and the pentose phosphate pathway are induced, the latter providing 

reducing equivalents for de novo fatty acid synthesis; 2) glycerol synthesis from glucose 

is increased, facilitating triacylglycerol synthesis/fatty acid re-esterification; 3) glycogen 

turnover and lactate production are increased; and 4) entry of glucose carbon into the 

tricarboxylic acid cycle is restricted by PDK2 and PDK4. In summary, our results 

demonstrate extensive and diverse gene expression changes related to glucose handling in 

activated BAT. 
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ABSTRACT 

 

Background: Hereditary spastic paraplegias (HSP), a group of genetically heterogeneous 

neurological disorders with more than 56 documented loci (SPG1-56), are described 

either as uncomplicated (or pure), or complicated where in addition to spasticity and 

weakness of lower extremeties, additional neurological symptoms are present, including 

dementia, loss of vision, epilepsy, mental retardation and ichthyosis. We identified a 

large consanguineous family of Indian descent with four affected members with 

childhood onset HSP (SPG54), presenting with upper and lower limb spasticity, mental 

retardation and agenesis of the corpus callosum. 

 

Results: A common region of homozygosity on chromosome 8 spanning seven 

megabases (Mb) was identified in the affected individuals using the Illumina human 

cytoSNP-12 DNA Analysis BeadChip Kit. Exome sequencing identified a homozygous 

stop gain mutation (pR287X) in the phospholipase A1 gene DDHD2, in the affected 

individuals, resulting in a premature stop codon and a severely truncated protein lacking 

the SAM and DDHD domains crucial for phosphoinositide binding and phospholipase 

activity. 

 

Conclusion: This mutation adds to the knowledge of HSP, suggests a possible founder 

effect for the pR287X mutation, and adds to the list of genes involved in lipid metabolism 

with a role in HSP and other neurodegenerative disorders. 
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ABSTRACT 

 

The development of efficient sequencing techniques has resulted in large numbers of 

genomes being available for evolutionary studies. However, only one genome is available 

for all amphibians, that of Xenopus tropicalis, which is distantly related from the majority 

of frogs. More than 96% of frogs belong to the Neobatrachia, and no genome exists for 

this group. This dearth of amphibian genomes greatly restricts genomic studies of 

amphibians and, more generally, our understanding of tetrapod genome evolution. To fill 

this gap, we provide the de novo genome of a Tibetan Plateau frog, Nanorana parkeri, 

and compare it to that of X. tropicalis and other vertebrates. This genome encodes more 

than 20,000 protein-coding genes, a number similar to that of Xenopus. Although the 

genome size of Nanorana is considerably larger than that of Xenopus (2.3 vs. 1.5 Gb), 

most of the difference is due to the respective number of transposable elements in the two 

genomes. The two frogs exhibit considerable conserved whole-genome synteny despite 

having diverged approximately 266 Ma, indicating a slow rate of DNA structural 

evolution in anurans. Multigenome synteny blocks further show that amphibians have 

fewer interchromosomal rearrangements than mammals but have a comparable rate of 

intrachromosomal rearrangements. Our analysis also identifies 11 Mb of anuran-specific 

highly conserved elements that will be useful for comparative genomic analyses of frogs. 

The Nanorana genome offers an improved understanding of evolution of tetrapod 

genomes and also provides a genomic reference for other evolutionary studies. 
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