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Clinical practice guidelines

Guidelines are designed to support the decision-making processes in patient care. The content of a guideline is
based on a systematic review of clinical evidence- the main source for evidence-based care.

The movement towards evidence-based healthcare has been gaining ground quickly over the past few years,
motivated by clinicians, politicians and management concerned about quality, consistency and costs. Clinical practice
guidelines based on standardised best practice, have been shown to be capable of supporting improvements in quality
and consistency in healthcare. Many have been developed, though the process is time- and resource-consuming.
Many have been disseminated, though largely in the relatively difficult to use format of narrative text. As yet they
have not had a major impact on medical practice, but their importance is growing.

Purposes of guidelines

- To describe appropriate care based on the best available scientific evidence and broad consensus.
- To reduce inappropriate variation in practice.

- To provide a more rational basis for referral.

- To provide a focus for continuing education.

- To promote efficient use of resources.

- To act as focus for quality control, including audit.

- To highlight shortcomings of existing literature and suggest appropriate future research.

Guidelines and protocols

Clinical protocols can be seen as more specific than guidelines, defined in greater detail. Protocols provide “a
comprehensive set of rigid criteria outlining the management steps for a single clinical condition or aspects of
organization”

Computerized guidelines

Computerized guidelines encode evidence-based recommendations for and can automatically generate
recommendations about what medical procedures to perform tailored for an individual patient. Computerized
guidelines offer benefits over and above those offered by paper-based guidelines:

- They offer a readily accessible reference, providing selective access to guideline knowledge.

- They help reveal errors in the content of a guideline.

- They help improve the clarity of a guideline, e.g. in decision criteria and clinical recommendations.
- They help offer better descriptions of patient states.

- They can automatically propose timely, patient-specific decision support and reminders.

Professor M. Hisham Al-Sibai
Editor-in-chief
Secretary General of the Arab Board of Health Specializations
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PSEUDOEXFOLIATION SYNDROME: PREVALENCE AND ITS
ASSOCIATION WITH SOME PARAMETERS
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ABSTRACT

Objective: Pseudoexfoliation (PXF) is a recognized
risk factor for developing cataract, glaucoma and lens
dislocation. PXF is also associated with increased risk
of complications during cataract surgery due to poor
mydriasis and zonular weakness. The aim of this study

is to report the prevalence of pseudoexfoliation among
Syrians attending the ophthalmology clinic of Aleppo
University Hospital.
Methods: A prospective study conducted in the period
from September 2014 to June 20135. A total of 500 patients
aged 40 years or older attending the general ophthalmic
clinic of Aleppo University Hospital in separated

*Zuhair Al Jaffal, MD; Chief Resident of Department of Ophthalmology at Aleppo University Hospital, Aleppo, Syria. E-mail:Aljaffalzuhair@gmail.com.

* Ammar Kayyali, MD; CIS, Chief of Department of Ophthalmology at Aleppo University Hospital, Aleppo, Syria.
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days were included in this study and examined by the
same ophthalmologist. A detailed evaluation including
ophthalmic and general history, slit lamp biomicroscopy,
intraocular pressure measurement, gonioscopy and
dilated eye examination were performed. Patients with
pseudoexfoliative material on the anterior lens surface
and/ or the pupillary margin in either or both eyes were
labeled as having PXF.

Results: Out of the 500 patients included, eight (1.6%)
patients had PXF. Out of 870 eyes included, ten (1.14%)
eyes had PXF. The age-adjusted prevalence of PXF in
those >40 years was 0.97% (95% CI: 0.28-1.67) when
calculated using the Syrian population as a standard,
and 1.34% (95% CI: 0.38-2.30) when calculated using
the WHO world population as a standard. Mean age
of PXF group was 71.50 years (SD 7.91, range 5§-
83 years). PXF was bilateral in 25% of cases. It was
significantly associated with cataract, glaucoma and
hearing loss. Of the PXF patients, 87.5% had cataract,
37.5% had glaucoma and 37.5% had hearing loss.

Conclusions: Pseudoexfoliation appears to be an
important disorder in older individuals in Syria because
it is associated with increased risk for developing
glaucoma, cataract and hearing loss.

INTRODUCTION

Pseudoexfoliation syndrome (PXF) was first reported
by Lindberg in 1917 in a Finnish population.' It is
characterized by the deposition of a distinctive fibrillar
material in the anterior segment of the eye,? Figure 1.
Pseudoexfoliation syndrome is frequently associated
with open angle glaucoma, known as pseudoexfoliation
glaucoma, which is the most common identifiable
form of secondary open angle glaucoma worldwide.?
Pseudoexfoliation is a known risk factor for developing
cataracts.” Complicating factors such as poor mydriasis,
zonular weakness, corneal endothelial dysfunction,
higher rate of vitreous loss, capsular phimosis, and
opacification have all been reported after cataract
surgery.*

Pseudoexfoliation is considered to be a systemic
disorder. Pseudoexfoliative material has been reported
in lungs, skin, liver, heart, kidney, gallbladder, blood
vessels, extra ocular muscles and meninges.® An

association between PXF and sensorineural deafness
has been reported.”!!

Pseudoexfoliation is rarely seen before the age of
40, and its prevalence increases markedly with age."?
Although it occurs in virtually every area of the world,
a considerable racial variation exists. Epidemiological
studies of PXF have been done in some areas in the
Middle East, but there is no data available on prevalence
of PXF in Syria.

Aleppo University Hospital (AUH) is the most
populous governorate medical center of Aleppo. The
aim of this hospital-based study is to estimate the
prevalence of PXF, provide a descriptive analysis
and assess whether PXF is associated with cataract,
glaucoma, hearing loss, diabetes mellitus and systemic
arterial hypertension.

METHODS

Actotal of 500 patients aged 40 years or older attending
the general ophthalmic clinic of Aleppo University
Hospital in the period from September 2014 to June
2015 in separated days were included in this study
and examined by the same ophthalmologist. The study
protocol was approved by the medical ethics committee
of Aleppo University.

Relevant details in medical and ocular history were
obtained from each patient including; history of systemic
arterial hypertension, diabetes mellitus, hearing loss,
intraocular surgery, visual problems, amblyopia and use
of corrective glasses and/or contact lenses. All patients
underwent complete ocular examination conducted by a
senior experienced ophthalmologist included slit lamp
biomicroscopy, intraocular pressure measurement,
gonioscopy, and dilated fundus examination.

Pseudoexfoliation was diagnosed clinically by the
presence of typical pseudoexfoliation material (PXM)
at the pupil border on undilated examination, on
anterior lens capsule on dilated examination, or on the
trabecular meshwork on gonioscopy, with or without
Sampaolesi’s line and pigment deposition in angle and/
or corneal endothelium.?
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The diagnosis of cataract was based on clinical
biomicroscopy and classified into cortical, nuclear, and
posterior subcapsular cataract."

Glaucoma was defined according to the criteria
of the International Society of Geographical and
Epidemiological Ophthalmology (ISGEO) classification
scheme.!* In that definition, criteria for a category 1
diagnosis (structural and functional evidence) were a
vertical cup/disc diameter ratio (VCDR) or an inter-
eye asymmetry in the VCDR of >97.5th percentile
for the normal population, or a neuroretinal rim width
reduced to <0.1 VCDR (between 11 to 1 o’clock or 5 to
7 o’clock), in addition to a definite visual field defect
consistent with glaucoma. Criteria for the category 2
diagnosis (advanced structural damage with unproven
visual field loss) were a VCDR or a VCDR asymmetry
>99.5th percentile for the normal population. Criteria
for a category 3 diagnosis (for eyes the optic nerve head
of which could not be examined or for which a visual
field examination was not possible) were a visual acuity
<3/60 combined with either an intraocular pressure
>99.5th percentile, or definite glaucoma medical records
such as filtering surgery history.'*

Any eye with previous cataract surgery, history of
severe ocular trauma, uveitis, corneal scars, and any
other ocular pathology that could have led to inability
of examining the anterior capsule was excluded. Any
patient whose both eyes met exclusion criteria was
excluded from the study.

The statistical analysis was performed using the
Statistical Program for the Social Sciences Version
19.0 (SPSS, Inc, Chicago, IL, USA). Means, standard
deviations (SDs) and 95% confidence intervals (Cls)
were obtained. A p-value of <0.05, measured by
Pearson’s Chi-square test, was considered to indicate
statistical significance.

Patients were divided into two groups; PXF and
non-PXF. For each group the sex distribution, mean
age and standard deviation (SD) were calculated. The
total number of eyes studied was 870. The PXF group
included 10 eyes and the non-PXF group included 860
eyes. Frequencies of cataract, glaucoma, hearing loss,

diabetes mellitus and systemic arterial hypertension in
both groups were estimated.

RESULTS

Out of 500 patients enrolled, 8 were diagnosed with
PXF. Thus the prevalence of PXF in those >40 years
was 1.6%. The age-adjusted prevalence of PXF in
those >40 years was 0.97% (95% CI: 0.28-1.67) when
calculated using the Syrian population as a standard,
and 1.34 (95% CI: 0.38-2.30) when calculated using the
WHO world population as a standard Table 1. Out of
870 eyes included, ten (1.14%) eyes had PXF.

Low CI | High CI
40-44 40 (0) 0.00 0.00 9.22
45-49 46 (0) 0.00 0.00 8.02
50-54 62 (0) 0.00 0.00 5.95
55-59 81 (1) 1.23 0.03 6.88
60-64 96 (0) 0.00 0.00 3.84
65-69 84 (2) 2.38 0.29 8.60
70-74 38 (1) 2.63 0.07 14.66
75-79 21 (3) 14.29 2.95 41.75
80-84 15 (1) 6.67 0.17 37.14
>85 17 (0) 0.00 0.00 21.70

500 (8)

Crude 1.60 0.69 3.15
Adjusted (Syrian) 0.97 0.28 1.67
Adjusted (WHO World) | 1.34 0.38 2.30

Table 1. Age distribution and age adjusted prevalence
of PXF in study group.

Of the 8 PXF patient included, 2 (25%) were females
and 6 (75%) were males. The association between PXF
and gender was not statistically significant (p=0.288).

Mean age of PXF group was 71.50 years (SD 7.91,
range 58-83 years). Mean age of non-PXF group was
59.76 years (SD 10.97, range 40-94 years). Prevalence
of PXF increased with age and was highest among
subjects aged >60 years.

Unilateral PXF was noted in 75% of the PXF group
and bilateral PXF was noted in 25%.



Journal of the Arab Board of Health Specializations Vol.16, No.4, 2015

Cataract was found in 87.5% of eyes with PXF, but
in only 46.5% of non-PXF eyes (p<0.029), indicating a
strong association between cataract and PXF, Table 2,
Figure 2.

Glaucoma was found in 37.50% of eyes in the PXF
group, but in only 2.4% of eyes in the non-PXF group.
The association between PXF and glaucoma was
statistically significant (p<0.001) Table 2, Figure 2.

Hearing loss was documented in 37.5% of PXF

patients and in only 2.4% of non-PXF. This association
between PXF and hearing loss was statistically
significant (p<0.001), Table 2, Figure 2. Diabetic was
found in 12.50% of patients in the PXF group, and in
16.3% of patients in the non-PXF group. The association
between PXF and diabetes mellituswas statistically
insignificant (p<1.0). Systemic arterial hypertension
was found in 37.5% of PXF group, and in 24.0% non-
PXF group. The association between PXF and Arterial
hypertension was statistically insignificant (p<0.40),
Table 2, Figure 2.

Figure 1. An eye with pséudoexfoliation showing the dandruff like pseudoexfoliation
material on the surface of the lens capsule.

%387.50
%45.50
%37.50  %37.50
%2.40
Cataract Glaucoma Hearing loss

PXF=Pseudoexfoliation.

%37.50 = PXF
B Non-PXF

%24.50
%16.30

Diabetes
mellitus

Systemic
hypertension

Figure 2. Prevalence of cataract, glaucoma, hearing loss, diabetes mellitus, systemic hypertension
among PXF vs non-PXF group.
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‘ PXF, n (%) ‘ Non-PXF, n (%) ‘ p-value
Cataract
Present 7 (87.5) 229 (46.5)
Absent 1(12.5) 263 (53.5) <0.029
Total 8 (100) 492 (100)
Glaucoma
Present 3(37.5) 12 (2.4)
Absent 5(62.5) 480 (97.6) <0.001
Total 8 (100) 492 (100)
Hearing loss
Present 3(37.5) 12 (2.4)
Absent 5(62.5) 480 (97.6) <0.001
Total 8 (100) 492 (100)
Diabetic
Present 1(12.5) 80 (16.3)
Absent 7 (87.5) 412 (83.7) <1.0
Total 8 (100) 492 (100)
Arterial hypertension
Present 3(37.5) 118 (24.0)
Absent 5(62.5) 374 (76.0) <0.40
Total 8 (100) 492 (100)

PXF=Pseudoexfoliation.
Table 2. Association between PXE and the studied
parameters.

DISCUUSION

The reported prevalence rate of PXF syndrome
in different populations shows extensive variations.
Prevalence rates of as low as 0% in Eskimos,'® and
as high as 38% in Navajo Indians were reported.'®
Framingham study showed that the prevalence of PXF
was 1.8%."7 Prevalence in Icelanders over 60 years
were 21%.!% In northern/western European countries
including England, Germany, and Norway prevalence of
4.0%,4.7%, and 6.3% have been reported respectively.'®

In a hospital based study conducted in Egypt,
the prevalence of pseudoexfoliation among patients
between 40-90 years was 4.14%." In another hospital
based study conducted in Jordan, the prevalence of
pseudoexfoliation among patients aged 40-90 years
was 9.1%.% In another study from Yemen the point
prevalence of PXF among patients undergoing cataract
surgery was 19.53%.%!

To the best of the authors’ knowledge, there are no
previous reports on the prevalence or characteristics
of PXF in Syria. The prevalence of pseudoexfoliation
among individuals aged 40 years or older in this study
is 1.6%. The prevalence of pseudoexfoliation among
examined eyes of patients aged 40 years or older in this
study is 1.14%.

One of the limitations of this study is being a hospital-
based rather than a population-based study. Over or
under-estimation of the prevalence of PXF and or co-
morbidities associated with PXF may be attributed to
the hospital based nature of the study.

In agreement with findings in other reports, our study
showed an increase in the prevalence of PXF with
advancing age.?>**

PXF was more common among males (6) than
in females (2). A similar finding was reported in the
prevalence of PXF among patients Egypt' and Yemen;?'
butthe association between PXF and gender was not
statistically significant. In a series by Kozartand Yanoff,
pseudoexfoliation syndrome was 3 times more common
in women than in men.?

We found that PXF was bilateral in (25%) of
cases, but in Egypt it was bilateral in the majority
of cases (82.2%)." Pseudoexfoliation syndrome
typically presents unilaterally, why this occurs remains
unknown. Pseudoexfoliation material can almost
always be demonstrated in fellow eyes on electron
microscopy and conjunctival biopsy. In a series by
Henry et al, the cumulative probability of a normal
fellow eye developing PEX increased over time, with
a 6.8% cumulative probability in 5 years and a 16.8%
cumulative probability in 10 years.?

A significant association between PXF and cataract
was also found in our study and is compatible with
findings in other studies.?**

The age-adjusted PXF rate (direct standardization
using the population estimates for the Syria and WHO
population as the standard) in our study population
for those 40 years of age or older was Approximately
similar to the Framingham Eye Study (1.9%)' and
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Visual Impairment Study (0.98%);?” and lower than the
rates the age-standardized rates of PXF reported in south
India (3.01%) reported by Thomas et al,?® in the Chennai
study (4.9%)* and Blue Mountains Eye Study (2.3%).%
However, the age-specific standardized PXF rates in
other population-based studies, one from southern
India,” central Iran*® and from Crete (Greece)®'
were high (7.6%, 9.4% and 16.1% respectively) in
comparison to those in our study.

A strong relationship between glaucoma and
PXF is known.?® Subjects with PXF had a two to
threefold increased risk for glaucoma according to
the Blue Mountains Eye Study.?? Other studies have
demonstrated that eyes with PXF had higher mean IOP
than eyes without PXF.'**” Moreover, Topouzis F et al.
reported increased likelihood of glaucoma at the same
IOP in subjects with PXF.** Our study is consistent with
the above as we found an increased risk for glaucoma in
patients with PXF. Our finding that 37.50% of eyes with
PXF had glaucoma reflects a comparable proportion to
that reported by Al-Bdour et al. in Jordan,?® and Tarek
A Shazly et al. in Egypt,"” yet higher that found by the
Blue Mountains Eye Study, which found incidences of
14.2%.?* This finding may reflect an overestimation,
which is one of the limitations of hospital-based studies.

One of the limitations of our study is that hearing
loss was assessed via detailed history taking. Some of
the patients had audiometry documented sensorineural
hearing loss, while others didn’t undergo audiometric
studies. Systemic hypertension was diagnosis with
only one record or via detailed medical history and
hypertensive retinopathy in funduscopy which aren’t
enough to make the diagnosis.

In our study hearing loss was found in 37.5% of
PXF patients. This association between PXF and
hearing loss was statistically significant. Cahill et al.
reported that a large proportion of patients with PXF
have sensorineural hearing loss in comparison to age-
matched controls, regardless of whether or not there
is associated glaucoma.” This was confirmed by other
studies from different Saudi Arabia, Canada, Turkey
and Iran.®!" Furthermore, in a recent study Turgut et al.
reported high prevalence of asymptomatic vestibular
dysfunction among patients with PXF.**

Although the material reported here has many
limitations, it adds some new information on the
prevalence and characteristics of PXF in a region where
data on PXF are scarce.

CONCLUSIONS

In conclusion we found the prevalence of PXF among
Syrians individuals attending ophthalmology clinic
aged 40 years or older to be 1.6%. This rate is similar
to other studies conducted in Visual Impairment Study
(0.98%), but lower than other studies conducted in other
Middle Eastern countries in Egypt (4.14%) and Jordan
(9.1%).Population-based study should be performed to
plan and tackle its complications, namely, cataract and
glaucoma.Ophthalmologists in Syria should focus on
the detection of PXF, especially considering the risks
for operative complications related to PXF and the
higher prevalence of glaucoma among PXF patients.
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ABSTRACT ACS with ST elevation acute myocardial infarction
(STEMI) is a cornerstone in management. Yemen

Objective: Rapid coronary revascularization after where no primary Percutaneous Coronary Intervention
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available, utilizing thrombolytic therapy is the main
tool for coronary reperfusion. The major objective
was to highlight the magnitude of ACS among Yemeni
patients, predisposing risk factors to ACS, the rate of
use of thrombolytic therapy, the morbidity and mortality
among those patients.

Methods: Gulf Race I is a prospective, multinational,
multicenter survey of patients hospitalized with the
final diagnosis of ACS in six Arabian Peninsula/Gulf
countries over a period of six month.

Results: 1054 Yemeni patients with ACS participated
in the Gulf Race I, only 218 patients had received
thrombolytic therapy out of 750 cases of STEMI or
newly developed LBBB. Those 218 patients represent
only 41% of all the cases (531 cases) eligible for
thrombolytic therapy. The mean age 55.9+11.01 years
and were mainly males. Streptokinase was commonly
thrombolytic used (95.4%). Smoking reported in 127
patient (58.3%), khat chewing in 163 patient (74.3%)
while arterial hypertension in 57 cases (26.1%) and
diabetes mellitus type Il in 54 patients (24.8%). The
mean door to needle in those patient was 59.1 minutes.
Heart failure in ACS group after thrombolytic therapy
was reported in 11.5% of the patients and death in 14
patients 6.4%.

Conclusions: ACS among Yemeni is one of the highest
in the area, in spite of low rate of using thrombolytic
therapy as a first line of revascularization in Yemen,
still the time of presentation of the patient with ACS
to the hospitals is late. Missing the golden hours for
thrombolytic therapy in Yemeni patients with ACS is
associated with high rate of morbidity and mortality.
Community and physician awareness programs are
needed for better management of ACS.

INTRODUCTION

The instant reestablishment of coronary blood flow is
the major goal in the treatment of (STEMI). Myocardial
reperfusionin STEMI is essential to myocardial salvage
and improved outcomes.' Reperfusion with restoration
of antegrade epicardial flow with either thrombolysis
or primary percutaneous coronary intervention (PCI)
reduces mortality in (STEMI).?

A meta-analysis comprising 23 studies, indicates
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that primary PCI is superior to thrombolysis in
reducing death nonfatal reinfarction, and stroke at
short -and long-term follow-ups. The result has led to
the recommendation of primary PCI as the first-choice
reperfusion therapy.? Countries with no facilities to
establish a primary PCI programs, thrombolytic therapy
remains the reperfusion method of choice. The benefits
of thrombolytic therapy in patients with AMI are well
established in the meta-analyses by Yusuf et al®, and by
the Fibrinolytic Therapy Trial lists (FTT) Collaborative
Group who showed that thrombolytic therapy decreases
mortality at 35 days by 1.9%.*

Yemen is one of the countries participated in (Gulf
Race -I), a limited resources country with no program
of primary PCI yet, exposure of the Gulf Race I data
regarding Yemeni patient with ACS aiming to highlight
the magnitude of ACS among Yemeni patients.

METHODS

GulfRace is a prospective, multinational, multicenter
survey of consecutive patients hospitalized with the
final diagnosis of ACS in six Arabian Peninsula/Gulf
countries over a period of six months. An attempt was
made to include everyone with the final diagnosis of
ACS, and there were no exclusion criteria. The study
received ethical approval from the institutional ethical
bodies in all participating countries. Over a six month
period which represents phase I Gulf Race. This
registry is a descriptive study of 65 medical centers
who confirmed their participation and enrolled patients
according to the survey inclusion criteria. Over all
participants’ numbers from all Gulf States were 8176
patients out of them there were 1054 Yemeni patients
with ACS pointing out the cases of ST Elevation Acute
Myocardial Infarction (STEMI) or newly developed
Left Bundle Branch Block (LBBB) who are eligible for
thrombolytic therapy.

Diagnosis of the different types of ACS and
definitions of data variables were based on the American
College of Cardiology (ACC) clinical data standards,
published in December 2001.°7 These definitions are
based on clinical presentations, electrocardiogram
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(ECQ) findings and cardiac biomarkers. Data collected
included patients’ demographics, past medical history,
provisional diagnosis on admission and final discharge
diagnosis, clinical features at hospital presentation,
ECG findings, laboratory investigations, early in-
hospital (administered within 24 hours of admission)
and discharge medications, use of cardiac procedures
and interventions, in-hospital outcomes and in-hospital
mortality. All management decisions were at the
discretion of the treating physician.® Data collected
were subjected to statistical analysis Continuous
variables are summarized as median and inter-quartile
ranges and compared using the Wilcoxon rank sum test.
Categorical variables are summarized as percentages
and compared using y’ tests. Step-wise, multivariable
logistic regression was used to identify independent
predictors of in-hospital morbidity and mortality, the
estimated odds ratio (OR) against age as a continuous
variable. All associations from the logistic regression
models are quantified as OR with 95% confidence
intervals. Analyses were performed with SPSS version
20 statistical package (IBM Corporation 1 New Orchard
Road Armonk, NewYork10504-1722 United States).

RESULTS

Out of 1054 Yemeni patients with ACS participated
in the Gulf Race Phase I over a six month period, only
218 patients had received thrombolytic therapy out of
750 cases of STEMI or newly developed LBBB. Those
218 patients represent only 28% on all cases of STEMI
or new LBBB eligible for thrombolytic therapy 264
patients (patients presented 12 hours or less from the
start of symptoms). Out of those 10 were subjected
to ad-hoc primary PCI by visiting teams. 218 patients
received thrombolytic therapy, 36 patients did not
receive any reperfusion therapy (13.6%) of all eligible
cases of thrombolytic therapy, this percentage represent
the shortfall of reperfusion therapy, Figure 1. The mean
age was 55.97+11.01 years, with a male predominance
(82.6%) in contrast with female patients, Table 1.

Streptokinase ~ was  the most commonly used
preparation among the thrombolytic drugs (95.4%)
followed by Reteplase (4.1%) and t-PA (0.5%)
respectively, Table 2. The clinical presentation shows
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prominent smoking habit in 127 patient (58.3%),
khat chewing in 163 patient (74.3%) while arterial
hypertension was documented in 57 cases (26.1%),
diabetes mellitus type II in 54 patients (24.8%),
hyperlipidemia mia in 22 patients (10.1%) and family
history of IHD was recorded in 34 cases (17%).

Patient baseline characteristics ?h¥§1?1€0?§2§2i§$2
No. (%) 218 (28%)
Age (Mean+SD) years 55.97+11.01
Male gender 180 (82.6%)
Diabetes mellitus 54 (24.8%)

Hypertension 57 (26.1%)
Hyperlipidemia 22 (10.1%)
Smoking habits 127 (57.3%)

Khat chewing 163 (74.3%)

Family history of IHD 34 (17%)
Prior PCI 7 (3.2%)

Old MI 19 (8.7%)

Prior CABG 3 (1.7%)

AMI=acute myocardial infarction, CABG=coronary artery bypass
grafting, IHD=ischemic heart disease.

PCl=percutaneous coronary intervention.

Table 1. Baseline clinical characteristics of STEMI
patients who received thrombolytic therapy.

Patients with history of previous MI was recorded
in 19 patients (8.7%) while 7 patients had PCI prior
to episodes of ACS and only three (1.7%) had CABG
in the past. Location of ST segment elevation in ECG
was predominantly in inferior leads (29.8%) followed
by extensive anterior leads (24.3%) and anterioseptal
leads (18.3%), Table 2. The mean door to needle in
those patient was 59.1 minutes (£102.6 SD).

Congestive heart failure was the most common sequel
in ACS group after thrombolytic therapy (11.5%),
while cardiogenic shock was documented in 9.2%,
tachyarrhythmia were noted in 6% and major bleeding
in one patient (0.5%). Mortality in 14 patients 6.4%.

DISCUSSION

Whereas the medical and technological improvement
in the last 3 decades has enhanced clinical outcomes in
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750 patients had
STEMI or New LBBB

\4

264 eligible for
reperfusion

496(66 %) presented > 12 h after symptom
onset

10 patients had primary PCI
218 patients received thrombolysis

36 eligible patients did not receive reperfusion
12.6 % shortfall

Figure 1. Thrombolytic therapy and missed opportunity for reperfusion.

Site of AMI Frequency %
Anterior+inferior 7 32
Antero-lateral 19 8.7
Antero-septal 40 18.3
Extensive anterior 53 24.3
High lateral 2 1

Inferior 65 29.8
Inferior+RV 9 4.1
Infero lateral 12 5.5
Inferior-posterior 9 4.1
Lateral 0.9

Table 2. Location of AMI in patients received
thrombolytic therapy.

Thrombolytic agent Frequency %
Streptokinase 208 95.4

Tissue Plasminogen Activator (tPA) 1 0.5
Reteplase 9 4.1

Table 3. Type of thrombolytic agent used.

patients presenting withacute STEMI, residual morbidity
and mortality are still high. Randomized controlled
trials of thrombolytic therapy have demonstrated the
benefit of initiating treatment as early as possible after
the onset of STEMI symptoms.”!° This is the first data
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from Yemen regarding reperfusion after ACS over 6
month period, Yemen represents a low income country
in middle east.!! Data from GulfRace I indicates that
nearly one-third of patients with STEMI in the Arabian
Gulf presented to the hospital 12 hours after symptom
onset. Morbidity and mortality related to this delay in
coronary reperfusion among those patients.'?

Yemen data analysis is consistent with data of the
Gulf-Race phase 1'* as well as previous reports from
other registries. The delayed presentation rate (>12
hours) 8.7%'*"> was reported in a supplementary study
of the National Registry of Myocardial Infarction
(NRMI). The GRACE registry indicated that only
70.5% of the cases had presented within 12 hours of
symptom onset.'¢

Cohen et al reported that 40% of acute STEMI
patients presented >12 hours after symptoms onset,
female gender and older age were independent
predictors of late presentation.”” Yemen data shows
the highest rate of late presentation, nearly 66% of
patients presented late. This could be related to the
socioeconomic status and literacy rate (65.3%)'® may
play an important role in late presentation. Advocacy
programs directed toward medical and patient
population may have impact the early presentation
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rate. The high reperfusion shortfall rate in Yemen data
13.6% may reflect the lack of organization of health
facility, the lack of national treatment protocols and
scarcity of training of medical teams. Many limitations
were noted in our study. Although our cohort included
nearly consecutive patients with suspected ACS, only
85% of the cases were included. Nearly 60% of the
study cohort had ejection fraction assessment, and only
a minority of patients underwent coronary angiography.
The socioeconomic status of patients and their literacy
rate were not included. In addition, there were no
information about the credentials of treating physicians
and the impact of specialized training on shortfall rate.

CONCLUSIONS

GulfRace I is an awakening call for practicing
cardiologists and health care providers in the Gulf.

Exposure of practice: doing well with certain aspects
of care, but doing poorly with other aspects.

There is a large gap between what is known and
what is done in daily practice. Cardiologists in the area
needed to get together to breach this gap. Prevalence of
ACS among Yemeni patients is one of the highest in the
area in spite of low rate of using thrombolytic therapy as
a first line of revascularization in Yemen. Still the time
of presentation of the patient with ACS to the hospitalsis
late. Missing the golden hours for thrombolytic therapy
in Yemeni patients with ACS is associated with high
rate of morbidity and mortality. Community and
physician awareness programs are needed to increase
the utilization of better management of ACS.
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ABSTRACT case fatality rate and cause specific mortality rate of end

stage renal disease ESRD, assess the human resources

Objective: This study aimed to assess the burden and logistics infrastructure, and assess some services
and develop a baseline data on ESRD in the southern quality indicators.

province through estimation the prevalence, incidence, Methods: A cross sectional study was done on 243
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hemodialysis patients at hemodialysis units of southern
provinces of Iraq (Basra, Missan and Thigar) during the
period from 1 January to 30 July 2012 were included.
Data collection was carried out using a questionnaire
filled through direct interview with the patients and
treating physicians and reviewing their case records.
Morbidity and mortality indicators were estimated
through reviewing the hemodialysis unit’s registries on
the end of 2012.

Results: The total number of cases was 243. Around
45% of them were from Basra, 22% were from Missan
and the remaining was from Thiqar. Males are 56.8%
slightly more than females 43.2%. Around two thirds
of the cases were below 60 years, and 64% of the
cases were of urban residence. The prevalence and
incidence of ESRD in Southern provinces were 98.5
pmp, and 78.8 pmp, respectively. The cause specific
mortality rate was 61.3 pmp, and the case fatality
ratio was 62.2%. Only 4.1% of HD patients had
transplantation during 2012. Death due to ESRD was
significantly increased with increasing age (p=0.000),
marital status, employment status and with the province
(p=0.01), while no significant association was found
with gender, education, and residence (p>0.05). The
HD unit to population ratio was 0.6 pmp, HD machine
to population ratio was 8.6 pmp, patients to machine
ratio was 11.4 and medical staff to patient ratio was
10.2. Only 13.6% had three HD session per week, the
majority of the cases (62.1%) had two HD sessions per
week, and 24.3% one HD session per week and the
average duration of HD session was 5.1 hours (£1.3).

Conculusions : We concluded that while the incidence
and prevalence of ESRD were almost comparable to
neighboring countries, but the extremely high case
fatality rate and poor infrastructure indicators are
reflecting the poor delivered services.

INTRODUCTION

Globally, there is noticeable increase in mortality and
morbidity of end stage renal disease, as a consequence
to increasing morbidity of chronic Non Communicable
Diseases (NCDs). In Iraq, little is known about the
prevalence of ESRD, little is known about the burden of
the disease and the capacity of the health system to deal
with the problem.
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There was shortage in the demand number of HD
beside the seriousness of the disease and its immense
social and economic impact were the justifications
behind conducting, studies were done in Baghdad on
2012 (1.4 pmp)' of hemodialysis unit to population
ratio. Other countries like Jordan had 72 Hemodialysis
Units in 2010, making Hemodialysis Units: Population
Ratio 12: 1.000.000.> In Saudi Arabia there was 177
Hemodialysis Units in 2010, making Hemodialysis
Units: Population Ratio of 7:1000000.3 In Iran there are
305 Hemodialysis Units in 2006, making Hemodialysis
Units: Population Ratio 4.24:1000000.* Similarly in
Turkey there were 754 Hemodialysis Units in 2008,
making Hemodialysis Units: Population Ratio of
10.41:1.000.000.°

The average recommended HD duration of 12 hours/
week.® In Iran, the frequency of three sessions per week
was 60%* in Jordan it was 49%.? Globally, despite
ongoing technical care, improvements in both dialysis
and overall patient care, the annual mortality rate of
patients with ESRD managed with thrice weekly HD
remains high (10-22%).7*

METHODS

A cross sectional study was conducted in the three
hemodialysis units of the major hospitals in the three
southern provinces in Iraq (Basra, Missan and Thiqar)
and all the patients with ESRD on regular hemodialysis
during first six months 2012 were included.

Hemodialysis related variables includes: first form
determine the number of the sessions per hour in a week of
each patient in the dialysis unit. Its recommended 12 hour
per week.® The second form the investigator was enrolled
the patient's admission during 2012 and before 2012 to
determine incidence and prevalence in each province using
the total population of each province obtained from the
statistics departments in the province HD unit. In addition
enrolled the outcome of ESRD in 2012 either done renal
transplantation or deceased cases to (determine the case
fatality rate and cause specific mortality rate this depend
on total population). Patients who had HD in the first half
of year were followed up in the second half of the same
year to determine the characteristics of the deceased cases
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and compare a lives with deceased cases. The third form
includes questions on the number of HD units, machines,
medical and paramedical staff in each province to assess
human resources and logistics infrastructure.

Statistical analysis data were analyzed using
“Statistical Package for Social Science”(SPSS)
software version 17. Appropriate tables were used
for presentation of the data. Chi square test was used
for assessment of the association between categorical
data. ANOVA and Tukey test were applied to reveal
the significance differences in average duration of
HD sessions between the three provinces. P<0.05 was
considered statistically significant.

RESULTS

The total number of cases was 243 during the first
six months of 2012 were identified in the three southern
provinces. The distribution of the study group by basic
demographic characteristics (Table 1). Males are slightly
more than females. Although the major proportion aged
60+ (36.2%), still around two thirds of the cases were
below this age and the mean age 53+8 years. Around
63.8% of the cases were of urban residence. Regarding
the occupation, while housewives constituted about
32.9% of the cases, the currently employed group
represented only 17.3%. Married patients represented
the majority (68.7%). Around 74.9% of the cases were
of low education (illiterate or primary school graduates).

As mentioned during the first six months 0f 2012, 243
cases were identified in the three provinces. This group
was followed for the whole 2012, (up to Dec/31%), 133
(54.7%) had deceased. A comparison was made between
deceased and alive patients by different demographic
characteristics; the results are presented in Table 2. The
proportion of deceased patients among the female group
was 61.9% compared to 49.3% among the males. The
difference is not statistically significant (p=0.06). The
proportion of dead patients was significantly increasing
with increasing age reaching the maximum among those
aged more than 60 years (p=0.000). The proportion
of deceased cases was significantly higher in Basra
(71.6%) as compared to Missan (50.9%) and Thiqar
(34.6%) (p=0.01). The proportion of deaths among
urban residents was 59.9% compared to 46.6% among
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Characteristics Categories Count %
Male 138 56.8
Gender
Female 105 43.2
40> 70 28.8
Age interval 40-59 85 35.0
60+ 88 36.2
Mean age Mean +sd 53+8
) Rural 88 36.2
Residence
Urban 155 63.8
Employed 42 17.3
. Non-employed 85 35.0
Occupation -
House wife 80 32.9
Retired 36 14.8
Single 29 11.9
. Married 167 68.7
Marital status :
Divorced 16 6.6
Widow 31 12.8
Low education 182 74.9
Int diat
Education fermediate 41 | 169
Education
Higher Education 20 8.2
. Yes 32 13.2
Exercise
No 211 86.8
Regular drinker 6 2.5
Occasional drinker 11 4.5
Alcohol -
Former drinker 11 4.5
Never drinker 215 88.5
Current smoker 6 2.5
Smoking Ex smoker 63 259
Never smoker 174 71.6

Table 1. Distribution of study group by
basic demographic characteristics.

rural residents (p=0.055). Regarding employment, the
highest proportion of death was among retired group
(72.2%) followed by the housewives (62.5%) (p=0.01).
Similarly the highest proportion of death was seen among
the widowed (71%) and divorced (68.7%) (p=0.01). No
statistical significant association was formed between
education status and fatal outcome (p=0.492).

Regarding the morbidity and mortality indicators,
all data of 2012 were used. The period prevalence was



Journal of the Arab Board of Health Specializations Vol.16, No.4, 2015

Alive*! Dead*? Total
Demographic characteristics No. (%) No. (%) No. (%) p-value
110 (45.2) 133(54.7) 243 (100)
Male 70 (50.7) 68 (49.3) 138 (100)
Gender 0.06
Female 40 (38.1) 65 (61.9) 105 (100)
<40 51(72.9) 19 (27.1) 70 (100)
Age 40-59 37 (43.5) 48 (56.5) 85 (100) 0.000
60 and more 22 (25.0) 66 (75.0) 88 (100)
Basra 31(28.4) 78 (71.6) 109(100)
Province Missan 26 (49.1) 27 (50.9) 53 (100) 0.01
Thigar 53 (65.4) 28 (34.6) 81(100)
) Rural 47 (53.4) 41 (46.6) 88 (100)
Residence 0.055
Urban 63 (40.6) 92 (59.4) 155(100)
Employed 23 (54.8) 19 (45.2) 42 (100)
Employment Non employed 47 (55.3) 38 (44.7) 85 (100) 0.01
status House wife 30 (37.5) 50 (62.5) 80 (100) '
Retired 10 (27.8) 26 (72.2) 36 (100)
Single 20 (69.0) 9(31.0) 29 (100)
) Married 76 (45.5) 91(54.5) 167 (100)
Marital status : 0.01
Divorced 5(31.3) 11 (68.7) 16 (100)
Widow 9 (29.0) 22 (71.0) 31(100)
Low 83 (45.6) 99 (54.4) 182 (100)
Education .
Status Intermediate 16 (39.0) 25 (61.0) 41 (100) 0.492
Higher 11 (55.0) 9 (45.0) 20 (100)

*1Alive patients who are enrolled in the study during first 6 months of the year 2012.

*Dead patients who are enrolled in the study when they are alive then follow of them during the second six months of the year 2012.

Table 2. The characteristics of deceased cases and comparison live and deceased cases.

Characteristics Basra Missan Thiqar Total
Total population® 2.600.000 920.000 1.454.200 4.974.200
No. of all cases registered in 2012 235 107 148 490
No. of cases before 2012 54 27 17 98
No. of new cases ,2012 181 80 131 392
*No. of death of ESRD 161 67 77 305
Period prevalence, 2012 /PMP 90.4 116.3 101.8 98.5
Incidence rate/ PMP 69.6 87.0 90.0 78.8
Cause specific mortality rate /PMP 61.9 72.8 52.9 61.3

% Case fatality ratio 68.5 62.6 52.0 62.2

Death of ESRD*, is the death of ESRD during 1%, Jan -31/Dec, 2012.

Table 3. Case fatality rate among ESRD patients in the southern provinces, Iraq, 2012.
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(98.5 pmp), and the highest was in Missan (116.3 pmp).
The incidence of ESRD was (78.8 pmp), the highest was
in Thigar (90 pmp). The mortality indicators showed
that ESRD specific mortality rate was (61.3 pmp), the
highest was in Missan (72.8 pmp). The case fatality ratio
was 62.2%); the highest was in Basra (68.5%), Table 3.

The proportion of transplants to incident cases was
highest in Thigar (5.3%) and lowest in Basra (3.3%)
and in general in the southern provinces of Iraq 4.1%
had done renal transplantation, Table 4.

The average weekly duration of HD sessions hours
(Table 5-A). In the three provinces was 5.1£1.34
the longest session was in Thiqar (6+1.7hr), and the
shortest was in Basra 3.8+1.15 hrs. ANOVA and Tukey
test were applied and revealed a statistically significant
difference in average duration of HD sessions between
Basra and Missan, Basra and Thigar (p=0.000), but no
significant difference between Missan and Thiqar (p=0.
41), Table 5-B.

The frequency of dialysis was reviewed in Table 6,
and it was found that only 13.6% received dialysis three
times a week. This proportion was higher in Thiqar
(21.0%) and lowest in Missan (7.5%). The majority of
the cases (62.1%) had two HD sessions per week, the
lowest being in Thiqar (58.0%), Table 6.

Measurement Basra | Missan | Thiqar | Total
Mean 3.798 5.66 6.000 5.1

Standard deviation 1.152 1.223 1.7 1.348
Lower bound 3.553 5309 | 5.614 | 4.825
Upper bound 4.043 6.012 6.386 | 5.48

Table 5-A. Average (+Standard deviation) duration of
hemodialysis session in the three provinces.

. Mean Stander .
Provinces . Sig
Difference Error
Basra Missan -1.8622" 21718 .000
Basra-Thiqar -2.2018" 23164 .000
Missan-Thiqar -.3396 26451 406

Table 5-B. Tukey test results.

Although there was a clear difference in the total
population in the three provinces, there is one single unit
in each province. The overall unit per population ratio
was 0.6 pmp. As expected, the highest was in Missan
(1.1 pmp), and the lowest was in Basra (0.4 pmp). The
total number of HD machines was 43, and the average
machine per population was 8.6 pmp; the highest was in
Missan (9.78 pmp), and the lowest was in Thiqar (6.87
pmp). The average patients to machine ratio was 11.4,
the highest was in Thiqar (14.8), and the lowest was in
Basra (9.8) as seen in Table 7.

Characteristics Basra Missan Thiqgar Total
Total population 2.600.000 920.000 1.454.200 4.974.200°
No of new cases in 2012 181 80 131 392
(%) Transplant count 6 (3.3%) 3 (3.8%) 7 (5.3%) 16 (4.1%)
Transplant pmp 23 3.2 4.8 32

Table 4. Distribution of the ESRD outcome who had a renal transplant during 2012.

Provinces
. . . ; Total
Frequency of dialysis Basra Missan Thigar

Count (%) Count (%) Count (%) Count (%)

Once a week 28 (25.7) 14 (26.4) 17 (21.0) 59 (24.3)
Twice a week 69 (63.3) 35 (66.0) 47 (58.0) 151 (62.1)

Thrice a week 12 (11.0) 4(7.5) 17 (21.0) 33 (13.6)
Total 109 (100.0) 53 (100) 81 (100) 243 (100.0)

Table 6. Distribution of the study group by frequency of hemodialysis/week and provinces.
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Characteristics Basra Missan Thiqar Total
Number units 1 1 1 3
Number of population 2.600.000 920.000 1.454.200 4.974.200°
Total patients number 235 107 148 490
Number of units pmp 0.4 1.1 0.7 0.6
Number of machines 24 9 10 43
Number of machines pmp 9.23 9.78 6.87 8.6
Ratio of patients to machines 9.8 11.8 14.8 11.4

Table 7. Hemodialysis units and hemodialysis machines to population and patient ratios

in the southern provinces, 2012.

Regarding human resources, it was found that the
total staff running the three units was 48. The average
ratio of patients to medical staff was 10.2:1, the highest
was in Thiqar (12.3:1), and the lowest was in Missan
(7.1:1). Table 8.

Characteristics | Basra | Missan | Thiqar | Total
Number of 21 15 12 48
medical staff
Total patient:

ot patients 235 | 107 148 | 490
number
Ratio of patient:

anooTpahients 15 1 74 123 | 102
to medical staff

Table 8. Ratios of patients to medical staff in
southern province of Iraq, 2012.

DISCUSUON

End Stage Renal Disease (ESRD) has assume
epidemic proportion worldwide hence its being regarded
as the major public health challenge mean while data
on incidence and prevalence of ESRD are available in
developed countries because of reliability and functional
renal registries, they are either unavailable or unreliable
in developing countries.

Sociodemographic

Gender: The sociodemographic characteristics of
HD patients show slight male preponderance. This is
similar to another study in Baghdad in 2008 with male
preponderance,'” as the males have a higher risk for
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the two main risk factors of ESTD (Hypertension and
Diabetes).!!

Age: Mean age of HD patients in this study was 53.8
years, in study conduct in Baghdad 2009 the mean age
was 46 year,'’ in Al Anbar province west of Iraq 2009
the mean age was 48 year,'? less than 30% of HD cases
were in the age group <40 years, and then the proportion
increase with increasing age, then age group 60 year
and above it reach 36.2%, ESRD is more common
among elderly persons than other age groups," this
is mostly attributed to the increased incidence of risk
factors for ESRD particularly hypertension and diabetes
mellitus, 141516

Marital status: High proportion of patients in this
study were married and widows, this similar study in
Iran'” while the majority of the females were found
to be housewives, this is consistent with employment
status of females in this part of Iraq.'®

Educational status: Around three quarters of HD
cases were of low education the illiteracy is widely
spread in south of Iraq (39%) so the figure is close to
the general population figures and only 22% of adult
population in Iraq has never attended school and more
than 9% have secondary school.'

Residence: most patients in the current study (63.2%)
were from urban areas. This is almost compatible with
the residence distribution of the population in the
southern provinces of Iraq by ministry of planning in
2008, they found 64.2% of the populations are urban.'®
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Smoking habits: In contrast to another study by
yacoub et al (2010)'° most of our HD patients were non
smoker. Variation in definition current smoker may be
responsible for such variation. The current figure of
smoker is much less than that of general population
prevalence of smoking 21.9% with proportion among
males was six folds than females."

Period prevalence

The period prevalence in the current study was 98.5
pmp; the highest was in Missan (116.3 pmp). In
Al-Anbar province west of Iraq, 2009, the prevalence
was 141 pmp,'? while the period prevalence of
Hemodialysis in Baghdad, 2009 was 64 pmp.!° Other
study in Baghdad 2012 point prevalence was 84 pmp
and in Ninwa 95 pmp.! The prevalence of ESRD
in Jordan was 421, and 456 pmp in 2008 and 2010
respectively.>? In Saudi Arabia the prevalence was
434 and 498 pmp in 2007 and 2010, respectively.*2!
In Turkey, the point prevalence (pmp), in 2004; (444),
2005; (491), 2007; (709), 2008; (756).>%* In Malaysia
the prevalence was 747, 8§12 pmp in 2009 and 2010
respectively.?? In Egypt the prevalence was 483 pmp
in 2008.” In the United Kingdom the prevalence was
293 in 2005, 311 in 2006, 323 in 2007, 342 in 2008 and
lastly 354 pmp in 2009.%¢

On comparing the population pyramid in Iraq with
other populations, it is reported that around 43.1%
of Iraqi populations are below the age of 15 years,”
compared to 15.3% in Europe, 19.6% in North America,
26.8% in South America, 40.3% in Africa, 25.1% in Asia,
and at global level, the world population under 15 years
old represent 26.3% of total population.” Since ESRD
is mostly an age related disorder as the main risk factors
are age related. We can anticipate a higher prevalence of
ESRD in population with higher proportion of elderly
people. Another factor that may explain the lower
prevalence in our society is the tendency in western
societies to provide early renal transplant therapy (RRT)
for patients with ESRD, and thus increasing the number
of patients receiving HD, meanwhile the availability
of renal replacement therapies is limited in low and
middle income countries. Most patients around the
world with chronic kidney disease will die from kidney
failure without receiving dialysis or transplantation.?’
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In western countries, an increase in the prevalence of
patients on RRT has been observed during the recent
past, this result from a decreased mortality rate on the
one hand and an increased in the incidence rate on the
other.*® Another reason for this low prevalence is the
poor services delivered to the ESRD patients in Iraq that
can lead to high case fatality rate in southern region.
The service delivered indicators showed a high Patient:
Machines Ratio, low Hemodialysis Units: Population
Ratio and low Hemodialysis Machines: Population
Ratio and short duration of HD, as compared to some
neighboring countries like Jordan, Saudi Arabia and
Turkey. The Hemodialysis Unit: Population Ratio in
Jordan,? Saudi Arabia® and Turkey was. 12:1000000,
7:1000000, 11:1000000 respectively, Hemodialysis
Machines: Population Ratio was 124:1000000, 177:
1000000, 202:1000000 respectively.?

Incidence The incidence of ESRD was 78.8 pmp, the
highest was in Thiqar (90 pmp). The incidence of RRT
in some countries of the developing world: in Egypt
190 PMP, in Saudi Arabia 130 PMP, Pakistan 40 PMP,
India 100 PMP, Argentine 120 PMP, Venezuela 120
PMP, and Mexico 340 PMP.?' The incidence of renal
failure is increasing all over the world, in UK 93 new
patients per millions were dialyzed in 2001. In USA,
336 new patients per millions are added each year.*? In
Yemen, in 2002, an incidence of 64 per million per year
was reported.*® So lower incidence was reported in the
current study as compared to Egypt, S. Arabia, India,
Argentine, Venezuela, USA and Mexico but higher
than that of Pakistan and Yemen. Under diagnosis,
possibility of early death shortly after diagnosis while
they are receiving peritoneal dialysis is possibility.

Case Fatality Ratio (CFR): The case fatality ratio
within 2012 was 62.2%, the highest was in Basra 68.5%.
age is significance with deceased cases ESRD. Published
reports demonstrated that the case fatality ratio in USA
is 22.8%, in Canada it was 17.9%, in Western Europe
it was 10.4 %.%* In Saudi Arabia during the year 1997
to 2000 the death rate per annum was varied from 3.5
to 19.5.% In 2004 in Taiwan CFR was 5.18 within two
years, and the cause mortality rate was 20.3 per 1000
person year.** The influencing factors for variation
in death rate are: age at which patients are inducted
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for maintenance hemodialysis program, associated
co-morbid condition.* late arrival with complications
at time of initiation of HD,*” and compliance with HD.*®
The high mortality in south of Iraq is also due to the
poor delivered services as indicated by the high Patient:
Machines Ratio, low Hemodialysis Units: Population
Ratio and low Hemodialysis Machines: Population
Ratio.

Infrastructure of HD units

1. Human resources: Human resources working
in HD units are unequally distributed throughout Iraqi
southern provinces. The current ratio of all medical staff
(including the specialized and non-specialized) in south
ofIraqis far from global ratio. This is another discrepancy
that may lead to poor quality of service offered to the
ESRD patients. In Jordan 2008, the total number of
Nephrologists caring of ESRD patients was 51 with the
average of 52 patients for each Nephrologist.?’ In Saudi
Arabia the total number of Consultant Nephrologists,
Nephrology Specialists, General Practitioner and Nurses
caring of ESRD patients was 172, 278, 246 and 3239
respectively in 2010.> Also in Turkey the number of
Specialist Physicians, General Practitioner and Nurses
caring for ESRD patients in 2008 was 733, 1051, and
4393, respectively.?

2. Hemodialysis unit and machinery resources:
The total number of Hemodialysis Centers in the south
of the Iraqi was three making very low ratio (0.6 pmp)
as compared with Baghdad in 2012 (1.4 pmp).' Other
countries like Jordan had 72 Hemodialysis Units in
2010, making Hemodialysis Units: Population Ratio 12:
1.000.000.? In Saudi Arabia there was 177 Hemodialysis
Units in 2010, making Hemodialysis Units: Population
Ratio of 7:1000000.3 In Iran there are 305 Hemodialysis
Units in 2006, making Hemodialysis Units: Population
Ratio 4.24:1000000.* Similarly in Turkey there were
754 Hemodialysis Units in 2008, making Hemodialysis
Units: Population Ratio of 10.41:1.000.000.> This low
ratio in southern provinces in Iraq is one of the causes
behind the high case fatality rate and low prevalence.

The total number of HD machines in southern
provinces of Iraq was 43 and the number of machines
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per million populations was 8.6. In Baghdad city, 2012,
the ratio was 27.25 machines /pmp, and in Ninawa it was
14.12 machines/pmp.' The ratio of patients to machines
in south region was 11.3. In Bagdad, 2012 this ratio was
3.09 patients: machine ratio, and in Ninawa it was 6.7
patients: machine ratio.!

Frequency and duration of HD: In southern
provinces of Iraq only 13.6% of the patients had three
sessions per week while 62.1% had twice per week and
24.3 had once per week. In Iran, the frequency of three
sessions per week was 60%?*; in Jordan it was 49%.2
Globally, despite ongoing technical care, improvements
in both dialysis and overall patient care, the annual
mortality rate of patients with ESRD managed with
thrice weekly HD remains high (10-22%).”® The low
proportion of thrice weekly dialysis in the current
study is one of the areas of poor services provided to
HD cases and hence the high mortality. As compared
to the recommended average HD duration of 12 hours/
week.® The mean duration of hemodialysis session was
(5.1+1.3 hrs/week). In Baghdad, the average duration
was 6.4 hours.'” In Jordan, the mean duration was 9.6
hrs/week.*® It is clear that the duration is far from the
adequate adding the indicator of poor delivered services
that lead to high case fatality ratio.

The average survival of HD patients in the three
provinces was 13.3 months. This is compared to 26
months in Baghdad in 2009'° and 4.3 years in Jordan,
2008.2

Renal transplantation: During the year 2012, the
proportion of transplants to incident cases was only
4.1%. In the Gulf Co-operation Council countries
(1994), the estimated incidence of ESRD was 75-120
new cases pmp per year, the proportion of transplants
to incident cases was 30%; still it was presumed that
about 60% of these patient need transplants (50-100
patients). While the ratio of transplantation per million
population in the south of Iraq was 3.2 which is lower
than GCC countries (in Bahrain 8 pmp, Kuwait 65 pmp,
Oman 38 pmp, Qatar 29 pmp, Saudi Arabia 21 pmp ,and
UAE 17 pmp)* and lower than the USA 2010 figure
of 50 pmp.*' The renal transplantation rate depends on
many economic and social factors.*
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CONCLUSIONS

Males had slightly higher proportion than females
and around two thirds of the patients were below the
age of 60 years. The prevalence and incidence of ESRD
in Southern provinces are 98.5 pmp, and 78.8 pmp,
respectively. The outcomes of ESRD the cause specific
mortality rate was 61.3 pmp, and the case fatality ratio
were 62.2%, Only 4.1% of HD patients in southern
provinces of Iraq had renal transplant annually. Death
due to ESRD high proportion with increasing age
and high proportions with marital status, employment
status and with provinces. The HD unit to population
ratio was 0.6 pmp. HD machine to population ratio
was 8.6 pmp, patients to machine ratio was 11.4:1 and
medical staff to patient ratio was 10.2:1. All were below
the international and regional figures. Average duration
of HD session was 5.1 hours per week; less than half of
the recommended duration, so we recommend that the
extremely high case fatality ratio and low quality services
should be addressed and approached the policy maker
to ensure strong political commitment towards ESRD
patients. Secondly the number of HD units, machines
and the medical staff should be increased to meet the
patient’s needs, and ensure 12 hours weekly HD. Thirdly
Develop Standardized Operation Procedures (SOPs) in
the HD units and ensure strict implementations of these
SOPs. Fourthly early detection of all patients at risk of
impaired renal function through screening to minimize
ESRD. Fifthly enhance renal transplantation in southern
part of Iraq. Seventhly provision of adequate number
of qualified medical and health personnel running HD
unit. Lastly developing a national registry of End stage
renal Disease.
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STUDY OF CRYPTOSPORIDIUM INFECTION AMONG CHILDREN
ATTENDING THE PEDIATRIC HOSPITAL IN DAMASCUS

Geied Aae b JUlY) adial cpealyl) JbY) ie ¢ 1531 bty madd) dul)
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ABSTRACT

Objective: The aim of this study was to estimate the prevalence of cryptosporidium among children attending the
Pediatric Hospital in Damascus.

Methods: 146 stool samples were collected from children attending the Pediatric Hospital in Damascus. Children
were aged under 5 years. The study was conducted during the period from August 2013 to December 2014. Information
about date of the sample collection, age, gender, symptoms, history of medications and previous hospitalization was
taken. Samples were examined visually and microscopically by wet mount. Fecal smears were prepared and stained
by modified Zeihl-Neelsen technique to detect the presence of cryptosporidium oocysts.

Results: Six samples out of 146 were positive which results in 4.1% infection rate among children attending the
Pediatric Hospital in Damascus city.

Conclusions: Our study showed that the prevalence of cryptosporidium among children is 4.1% which is
considerable compared to other parasites. We suggest routine stool examination for cryptosporidium by modified
Zeihl-Neelsen technique or other available methods and the necessary of improving the sewage system, providing
better water resources and the importance of health education to reduce the infection.
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THE RESULTS OF KIDNEY TRANSPLANTATION IN RECIPIENTS
OPERATED BY DJ-STENTED VERSUS NON-STENTED
URETERONEOCYSTOSTOMY

Assem Nasser, MD; Mahdi Dagher, MD; Ammar Raiy, MD
oAl slae L yLels 5380 3 juoli muole .o

ABSTRACT

Objective: To verify if the routine use of DJ-stent in kidney transplantation is worthwhile we performed a comparison
between stented versus non-stented ureteroneocystostomy in kidney transplant patients. We have evaluated the mean
graft function one-year postoperatively in addition to some clinical and surgical complications.

Methods: This study is performed in two centers of kidney transplantation in our university. From the beginning
of January 2010 until the end of December 2013 we had 220 patients (mean age was 39+7 years). All of them were
transplanted from living donors (related or non-related), with or without DJ-stenting. The follow up was one-year
postoperatively.

Results: No important differences were noted between the two groups (group 1 is DJ-stented, group 2 is non-stented).
These results are eligible regarding either graft function one-year postoperatively (creatine clearance=79+15 in
group 1 versus 8311 in group 2, p-value=0.08 or in clinical and surgical complications. Ureteral obstruction was
noted in 0.8% versus 5% in group 1 and group 2 respectively, p-value=0.9). Urinary leakage was found in 2% versus
8% in group 1 and 2 respectively, p-value=0.08. Urinary tract infections were documented in 45% of group 1 versus
35% of group 2, p-value =0.08. Gross hematuria was seen in 22% of group 1 versus 17% of group 2, p-value=0.12.
Irretitive lower urinary tract symptoms happened in 78% of group 1 versus 16% in group 2, p-value=0.03.

Conclusions: The follow-up demonstrated similar results between two groups, with one exception, regarding
irretitive lower urinary tract symptoms which were higher in stented group. We believe that a larger double-blinded
prospective study is more capable, if it is performed in the future, to answer the main question in this study: is
it worthwhile to use DJ-stent routinely in ureteroneocystostomy in kidney transplantation. In the mean while we
do not recommend the routine use of ureteral stent in kidney transplantation, otherwise just in selected cases as
compromised vascularity or difficult anstomosis.
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ABSTRACT INTRODUCTION

Abdominal pain is a common complaint in children, Abdominal pain is a common complaint in children.
virtually, every child will have abdominal pain Every child will have abdominal pain at some point in
at some point in his life. However, most cases are his life. However, most cases are mild, nonsurgical,
mild, nonsurgical, functional, and do not need functional, and does not need deep investigation.
deep investigations. For example; constipation, Mesenteric lymphadenitis, gastroenteritis and viral
gastroenteritis and viral syndrome are one of common syndromescan mimic acute appendicitis.! Nevertheless,
causes. Nevertheless, serious causes of abdominal serious surgical or medical causes of abdominal pain
pain can be misleading and present with almost same can be misleading and present with almost the same
complaint as per the mild causes. Acute appendicitis complaint as per the mild causes.
is the most common surgical cause of abdominal pain
in children. Yet; Diagnosis is missed in 25% of cases Acute appendicitis is the most common surgical
mainly due to atypical presentation. Here we report two cause of abdominal pain in children.? It explains 1% of
cases of acute appendicitis. The first case presented with abdominal pain in children visiting ED.* Nevertheless,
a picture of acute gastroenteritis without a clear signs Diagnosis of appendicitis is missed in 25% of cases,*
of acute appendicitis. The other one was of a very rare mainly due to atypical presentation.
presentation of acute appendicitis with acute urinary
retention. Here we report two cases of acute appendicitis with

*Ammar Shehadeh, MD; Pediatric Department, Pediatician, Hatta Hospital, Dubai, UAE. E-mail: ammarsh75@gmail.com.
*Mohammed Alaqqad, MD; Surgical Department, General Surgeon, Hatta Hospital, Dubai, UAE. E-mail:malaqad@gmail.com.
*Packirisamy Kannan, MD; Head of General Surgery, Senior Consultant, Hatta Hospital, Dubai, UAE. E-mail:pkannan@dha.gov.ae.
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atypical presentation. The first case was of a 7 years old
girl with a long history of recurrent constipation and
abdominal pain, presented with vomiting and diarrhea
that turned out to be acute appendicitis. Because of
the misleading history and examination, the patient
reached the stage of perforation before appendicitis
to be considered. Later the patient was operated and
appendectomy was done.

The second case was of an eight years deaf mute
child who presented with acute urinary retention, with
persistent pain due UTI. However, ultrasound showed a
large swollen appendix that was operated accordingly.

CASE PRESENTATION

The first case:

- First presentation: A 7 years old female presented with
vomiting for 2 days associated with abdominal pain and
diarrhea. The vomiting contained food particles non
bilious or bloody stain. The pain was at the periumbilical
region and there were loose motion about 5 to 6 times
per day. There was low grade fever from the start of the
acute symptoms, which was responding to antipyretics.
The patient had recurrent history of abdominal pain and
constipation. When the patient was examined at the
emergency department, she was felt to be well with no
sign of dehydration, no respiratory distress, normal vital
signs and the abdomen was soft and lax. Her laboratory
tests showed leukocytosis (white blood cells 12000) with
neutrophilia (87%). Her urine analysis was normal and
serum amylase was normal. The X-ray of the abdomen
was not significant. Abdominal ultrasound was not
available at that time. The patient was discharged on
oral rehydration with antiemetic drug.

- Second presentation: One day later patient came back
with persistent vomiting and abdominal pain. She didn’t
pass motion for the last 12 hours and looks sick. Clinically,
she was mildly dehydrated, with normal abdominal
contour and not distended. Generalized tenderness was
elected. Her potassium was low (3.1 mmol/l), white
blood cells (5900), neutrophils 71%, CRP 91 mg/dl. The
patient was admitted in the pediatric section and started
treatment as a gastroenteritis with hypokalemia. But
after 8 hours of admission, the patient was persistently
febrile, dehydrated and very ill. The abdomen became
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distended with guarding all over. Her abdominal X-ray
showed multiple air fluid levels with no gas in the lower
intestine. Ultrasound was afforded and findings were
with impression of dilated large intestinal bowel loops,
enlarged mesenteric lymph nodes and free peritoneal
fluid. So the ultrasound was suggestive of mesenteric
adenitis and that's why, referred to the pediatric surgery
hospital with diagnosis of peritonitis.

Thepatient was admitted there and repeated ultrasound
showed signs of ileus due to perforated appendix. Later
she was operated and kept for 8 days at the hospital.
She was covered with antibiotic. Repeated ultrasound
post operatively showed residual inflammatory changes
of the jejunal loops and small amount of fluid in lower
abdomen.

Histopathology report revealed acute suppurative
appendicitis with periappendicitis. Finally the patient
was discharged in a good health and on oral antibiotic
for 5 days.

The second case:

Eight years child presented to the ER with a complaint
of acute abdominal pain and mild fever for two days. He
is known to have Jervell and Lange-Nielsen syndrome.
He was deaf, mute; most of the history was taken from
the mother.

At the first presentation, he was diagnosed as urinary
tract infection and sent home with antibiotic and
antipyretic medicines.

The second day he came to the outpatient clinic with
persistent symptoms, not responding to the medical
treatment. For two days, he was complaining of mild
fever and abdominal pain that increased in intensity
in the last few hours before presentation. The pain
associated with poor appetite. There was no vomiting
and he passed motion recently.

It was very difficult to make a conclusion about urinary
symptoms, last urine passed, or any change in urine
color, as the child was going to toilet independently He
cannot communicate verbally and most of the history
was taken from the mother.
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There were no previous surgeries and no known
drug allergies. He was on propranolol for the prolonged
QT, which is a part of his Jervell and Lange-Nielsen
syndrome.

On examination, he was not pale, afebrile and with
normal vital signs, but we observed he was straining
and the mother said, he just passed urine. His abdomen
was distended below the umbilicus and tender with large
palpable bladder. The rest of systemic examination was
unremarkable.

Total blood count showed mild leukocytosis.
Urinary catheter was inserted for the acute urinary
retention and a urine sample was showing a marked
pyuria. Abdominal ultrasound was requested. During
observation the patient was still in pain even after fixing
the urinary catheter. His abdomen was very tender at
lower right quadrant. The abdominal ultrasound was
done and showed swollen inflamed appendix. Patient
was shifted to pediatric surgery and operated.

Therefore, the case was reported to be an acute
appendicitis presented with acute urinary retention. A
fairly difficult case to diagnose as the history was not
clear. No history from the patient could be taken and
the presentation was atypical. Presentation was more of
an acute urinary tract infection with retention, than of
acute appendicitis.

DISCUSSION

Acute abdominal pain is a common complaint in
children. It represents 8.1% of pediatric emergency
department or outpatient clinic visits.* Although, most
of'the cases are functional, physiologic and non-organic,
emergency surgical or medical causes should be ruled
out in every single case of abdominal pain. The most
difficult challenge is to make a timely diagnosis so that
treatment can be initiated and morbidity prevented.’

Acute appendicitis is the most common surgical
cause of abdominal pain in children;? it explains 1% of
abdominal pain in children visiting ED.* Nevertheless,
diagnosis of appendicitis is missed in 25% of cases.’

In children good history could be difficult. Children
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may not be able to describe the pain well, cannot
verbalise, or cannot accurately recall symptoms,
therefore, in many cases we depend on parents in taking
the history, or at least take a shared history from parents
and children. Taking history from the parents may not
give a clear idea about the real complaint.

The mission will be difficult when you are facing
poor history, lack of resources and vague recurrent
condition which mimic the diagnosis of appendicitis.
Many doctors recorded their experience with missed
appendicitis and explained why it was not clear.

A very recent study shows that the -classical
presentation of acute appendicitis with ahistory of pain
migration to the right lower quadrant, and tenderness
and rigidity in the right lower quadrant was present in
only 6% of patients with suspected appendicitis,” while,
a combination of the clinical features migration of
pain to the right lower quadrant and direct tenderness
in the right lower quadrant, was present in only 28%
of clinically suspected patients.” The discriminative
power of individual and combined clinical features
and laboratory test results for appendicitis is weak in
patients with suspected appendicitis.”®

Appendicitis is not an abdominal pain only, it is signs
and symptoms. A lot of doctors spent their lives to make
the diagnosis easy for us. For example, Alvarado scores
for the diagnosis of acute appendicitis in children, which
is shown in Table 1.°

Appendicitis is a serious surgical emergency, and
clinical evaluation can miss or falsely diagnose a
substantial percentage of cases, as in Kerstin and Schick
studies diagnosis of appendicitis is missed in 25% of
cases, while 25% of case undergone operation without
having the correct diagnosis.® Hence, the need for added
imaging evidence in diagnosing appendicitis. The
evidence shows that the routine use of imaging has a
positive effect and outcomes in patients with suspected
appendicitis.>!°

American College of Radiology has published a
consensus document on appropriateness criteria for
imaging evaluation f patients with acute pain in the
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Symtpoms Score
Migration of the pain 1
Anorxia 1
Nausea- vomiting 1
Signs
Tenderness in RIF 2
Rebound tenderness in RIF 1
Elevated temperature 1
Leuckocytosis 1
Shift to the left of 1
Neutrophils
Total 10
5-6 Possible
7-8 Propable
>9 Highly propable

Table 1. Alvarado score.

right lower quadrant. The consensus finds CT the most
appropriate for these patients.!! Recently the results of
a multicenter diagnostic accuracy study in over 1000
patients with acute abdominal pain, showing that initial
ultrasonography in all patients and additional CT in
case of negative or inconclusive ultrasonography was
the most sensitive imaging strategy to detect urgent
disease, while minimizing exposure to radiation.'

High resolution ultrasound is approved with good
results, easy done and can be repeated for serial follow
up. It has a specificity of 95%, a sensitivity of 80%, and
an accuracy of 90%.'

Mesenteric lymph adenitis, Meckel’s diverticulitis,
gastroenteritis, kidney disease, PID and a lot of other
diseases can mimic the clinical presentation of acute
appendicitis. Moreover, it is not possible accurately to
distinguish acute mesenteric lymphadenitis from acute
appendicitis in children using clinical evaluation alone,
ultrasound should be performed in equivocal cases.!*

Return back to our patient who had recurrent
constipation and her assessment was not helpful
on arrival. Clinical alverado score was the key to
closely follow up. She had anorexia, vomiting, fever,
leucocytosis, and leucocyte left shift. So it was at least
5. The missing points are the rebound or migratory pain
and right lower quadrant pain.
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The radiologist was not available at that time. And
even later when the ultrasound was done and showed
the enlarged lymph nodes and the appendix could not
be visualized.

This will support our suggestion to always depend on
the clinical evaluation, and consider Alvarado score for
a help, as imaging may not be available, inconclusive or
even misleading.

Regarding our second case, it is a rare, misleading
presentation of appendicitis, and it was really difficult
to diagnose especially that the child was deaf mute with
no reliable history. Similar to this case, a very few cases
were reported.

Noble and colleagues reported a similar case in 1990
and reviewed seven paediatric cases reported between
1932 and 1985. Most were male and an appendicular
abscess was the cause of the urinary retention. Noble
et al highlighted the problems of delayed diagnosis and
the need for repeat clinical abdominal examination after
bladder decompression to elicit any subtle signs which
might be present."

J M Preece in 2001, has described a case of a 3.5
years old boy, admitted with history of abdominal pain
associated with diarrhoea but no urinary symptoms.
He developed dysuria and went into acute urinary
retention confirmed by an ultrasound scan that also
showed moderate hydronephrosis without signs of
appendicitis; the child was transferred to the paediatric
urologist at a tertiary centre. Cystoscopy suggested
a pelvic tumour arising on the right, extending to the
midline with extensive involvement of the rectum. A
suprapubic catheter was inserted to decompress the
bladder. A computed tomography (CT) scan confirmed
an enhancing pelvic mass related to the bowel which
turned to be acute appendicitis.'®

Urinary retention is uncommon in children, especially
the young, and the diagnosis of appendicitis must always
be considered in such cases.

Perforated appendicitis occurs in 10-20% of cases.’
A substantial risk of perforation within 24 hours of
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onset was noted (7.7%), and was found to increase with
duration of symptoms, especially if the delay was more
than 2 days,'” while perforation was directly related
to the duration of symptoms before surgery. The risk
was associated more with prehospital delay than with
in-hospital delay.'® Therefore, delay in diagnosing
or operating acute appendicitis can have disastrous
consequences.

CONCLUSIONS

When the patient's history or clinical findings are
equivocal, always follow up the patient with repeated
examinations, evaluation, and imaging. As clinical
evaluation alone is not reliable enough to rule in or
out appendicitis, imaging alone without regarding the
clinical background cannot be conclusive. When the
patient present with unusual complaint that cannot be
explained by a common cause think of uncommon
causes like appendicitis.

Acute abdominal pain in children should not be
taken lightly and the patient should be closely observed
if diagnosis is not clear yet after history, examination
and imaging. Missing acute appendicitis is disastrous,
so when discharging the patient, we should consider
the possibility of having the early signs of appendicitis.
The parents should be given a detailed anticipatory
guidance, and an easy access to medical care was any
doubt or change in the condition.
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A CASE OF ANGIOMYOLIPOMA OF THE TESTIS
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ABSTRACT

A case of testicular angiomyolipoma is presented
herein. A 35-year old male with a history of one week
duration of painful left scrotal mass, with previous
diagnosis of epididymitis presented to the emergency
room with severe left scrotal pain. His scrotal sonography
demonstrated that his left testicle was heterogeneous
with evidence of left testicular infarction with multiple
abscess formation. Left orchedectomy performed and
the histopathologic study reported a tumor composed
of mature adipose tissue, tortuous thick walled blood
vessels and bundles of smooth muscle, corresponding
to testicular angiomyolipoma.This benign tumor is
rare and there are very few cases reported on at the
scrotal level. Its management should take into account
the size of the tumor, the presence of symptoms and
factors characteristic of the patient, particularly the

risk for hemorrhage; the majority of symptomatic
angiomyolipoma measure around 4 cm. Histopathologic
study regularly provides the definitive diagnosis.

INTRODUCTION

The majority of tumors of the testis is derived from
germ cells and account for 90-95%. Non-germ testicular
tumors constitute just 5% of all testicular neoplasms
mostly comprised of malignant lymphoma, Leydig
cell tumors and Sertoli cell tumors.! Angiomyolipoma
(AML) is a common benign mesenchymal tumor that
is usually found in the kindey.> AML in tissues other
than the kidney is rare and can affect the visceral organs
including the kidney, lung,? liver,* nasal cavity® small
and large intestine,® prostate and uterus, as well as the
retroperitoneum,”® pelvis,’ pancreas,'® skin,'!? testis,'?
and scrotum'*'>'%!7 and to our knowledge, very few

*Yasin Idweini, MD; PhD. FEBU. Urology Department, Al-Bashir Hospital, Amman, Jordan. E-mail: yasin_idweini@hotmail.com
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cases have been described in the testis to date. Here we
report a case of testicular AML in 32-year old man with
detailed findings.

Angiomyolipma is a rare tumor (0.13% to 0.3%
in the general population) that mainly involves the
kidneys, presents in women over 50 years of age,
and is particularly associated with tuberous sclerosis.
Originally described by Fischer in 1911, Morgan gave
it its present name in 1951. (AML) are mesenchymal
tumors of the kidney consisting of varying proportions
of vascular, immature smooth muscle and mature
fat cells. AML are only rarely malignant, with only
12 cases of malignant transformation reported in the
literature, and the vast majority are benign and do not
necessitate treatment unless they are very large and at
risk of bleeding.

They occur most commonly in the kidney and less
occasionally in the liver, bone, retroperitoneum, pelvis
and soft tissue. Though most AML occur sporadically,
they can also be associated with tuberous sclerosis
an autosomal dominant condition characterized by
seizures, mental retardation, skin lesions (ash leaf
spots) and hamartomas of other areas of the body. Less
commonly AML can be associated with von Hippel
Lindau, von Recklinghausen, or autosomal dominant
polycystic kidney disease.

CASE PRESENTATION

A 35-year old male with a history of one week duration
of painful left scrotal mass, with previous diagnosis
of epididymitis presented to the emergency room
with severe left scrotal pain. His scrotal sonography
demonstrated that his left testicle was heterogeneous
mainly hypoechoic inechopattern without evidence
of blood flow and evidence of left testicular infarction
with multiple abscess formation. The patient underwent
scrotal exploration which ended by left orchidectomy.
His pathologic examination of the mass revealed a
tumor composed of mature adipose tissue, tortuous thick
walled blood vessels and bundles of smooth muscle.
The tumor involving most of the testis with remnant
foci of epididymis also the tumor was involving the
spermatic cord. Areas of abscess formation with pus,

41

heamorrhage and granulation tissue formation were seen.
Immunhistochemistry of the lesion revealed smooth
muscle actin (SMA+) positively highlighted the smooth
muscle bundles, and endothelial marker CD34 positively
highlighted the vascular spaces, features corresponding
with angiomyolipoma. His tumor markers Beta HCG,
alphafeto protein, were within normal value, and his
abdominal CT scan revealed small Rt renal cortical cyst
in lower pole, multiple small sub cm paraaortic L.N
were noted with intact pelvi- abdominal solid organs.

DISCUSSION

Testicular AML is not officially listed in the
World Health Organization histological typing of
male testicular tumors. Therefore, the diagnosis and
treatment strategy for testicular AML has not been
established. Angiomyolipoma is an uncommon, benign
tumor that is rarely located in the scrotum. The first
case of AML in the testis has been described by Lane
et al in 2004, and reported a case of AML diagnosed
by microscopic findings without immunohistochemical
analysis. The tumor in the present case revealed a tumor
composed of mature adipose tissue, tortuous thick
walled blood vessels and bundles of smooth muscle,
the tumor involving most of the testis with remnant foci
of epididymis also tumor involving the spermatic cord,
in addition to the superimposed inflammatory process
as the presence of areas of abscess formation with pus,
hemorrhage and granulation tissue formation. This
atypical presentation of this case as emergency case of
acute scrotumwith abscess, led us to make the diagnosis
by pathologic examination and immunohistochemestry
of'the lesion which revealed smooth muscle actin (SMA)
and endothelial marker CD34 positively highlighted
the vascular spaces. In conclusion, pathological and
immunohistochemical study strongly indicated benign
testicular AML with a non-germ cell origin. Although
his abdomino-pelvic CT revealed para-aortic small
nodulesit was considered a manifestation of the
multicentric nature of AML or benign swelling due to
the previous inflammatory changes.

CONCLUSIONS

Angiomyolipoma is an uncommon, benign tumor that
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is rarely located in the scrotum. Its management should
take into account the size of the tumor the presence
of symptoms and factors characteristic of the patient,
particularly the risk for hemorrhage; the majority of
symptomatic angiomyolipoma measure around 4 cm.
Histopathologicstudy regularly provides the definitive
diagnosis.
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Medical Case

Achalasia with Megaesophagus

Jhe sy s ARG dad Alla

A 63-year-old man with a history of hypothyroidism presented with a 10-year history of dysphagia to solid foods
and liquids. He had had worsening of his symptoms for 6 months before presentation, with an associated weight
loss of 27 kg (60 Ib). An anterior-posterior radiograph of the chest obtained on admission while the patient was in
the upright position showed a mediastinal structure with internal debris (Panel A). Computed tomographic imaging
revealed food extending from the proximal esophagus to the esophagogastric junction (Panel B shows the coronal
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scan, Panel C the cross-section view, and Panel D the sagittal view). Esophagogastroduodenoscopy revealed a dilated

esophagus with food, and no strictures or masses were identified. The patient received a diagnosis of achalasia

causing megaesophagus. Achalasia is caused by impaired relaxation of the lower esophageal sphincter and typically

manifests as dysphagia to both solid foods and liquids. The patient underwent esophagectomy with a gastric pull-

through procedure, and a jejunal feeding tube was placed. Eight months later, he had good oral intake and the tube
was removed.
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Chinemerem Okwara, M.D.and David Cangemi, M.D.
University of Texas Southwestern Medical Center, Dallas, TX
Image for clinical medicine. N Engl J Med 2015; 373:e30.December 17, 2015
Prepared and translated by Samir Aldalati

44



Journal of the Arab Board of Health Specializations Vol.16, No.4, 2015

Hotoctod Alstracts

PediatriCs..ccoccrrenrrecccsscrsnnneeiccssssnnassecsssssnsansssscsssens (P46)
*Thyroid dysfunction in neonates born to mothers who have
undergone hysterosalpingography involving an oil-soluble
iodinated contrast medium.

*Impact of thrombophilia on the risk of hypoxic-ischemic
encephalopathy in term neonates.

*Vasculitis as an adverse event following immunization:
Systematic literature review.

*Relationship between vitamin D receptor (VDR)
polymorphisms and the efficacy of recombinant human
growth hormone (thGH) treatment in children with idiopathic
short stature.

* Axillary, oral, and rectal routes of temperature measurement
during treatment of acute Kawasaki disease.

Obstetrics And Gynecology........cooceeeesscaesccscnanees (P51)
*Timing of umbilical cord clamping among infants born at 22
through 27 weeks’ gestation.

*Glyceryl trinitrate for the treatment of preterm labor.
*Blood loss in elective cesarean section: is there a difference
related to the type of anesthesia?

*First trimester prediction of HELLP syndrome.

*Accuracy of three-dimensional multislice view Doppler in
diagnosis of morbid adherent placenta.
SUIGEIYuueiereressarcssaressnsessssrssssssssssssssssssssossassssassssnss (P55)
*Contrast-enhanced sonography for the identification of
benign and malignant thyroid nodules.

*Chronic NSAIDs use increases the risk of a second hip
fracture in patients after hip fracture surgery.

* Alcohol exposure, injury, and death in trauma patients.
*Clinical significance of para-aortic lymph node dissection
for advanced or metastatic colorectal cancer in the current era
of modern chemotherapy.

Cardiovascular Diseases......cccceercneeereccccscnanssences (P59)
*The current role of Omega-3 fatty acids in the management
of atrial fibrillation.

*Clinical benefit of adenosine as an adjunct to reperfusion in
ST-elevation myocardial infarction patients.

Pulmonary DiSeases.......cccceererecsssaricssssercssssasscsans (P61)
*Role of oxidative stress and serum lipid levels in stable
chronic obstructive pulmonary disease.
Gastroenterology......ceeeereeseeseeseesecssnessensneees (P62)
*Hepatitis C virus infection associated with an increased risk

45

of deep vein thrombosis.

*Association between coeliac disease and risk of any
malignancy and gastrointestinal malignancy.

I\ 11 0] (07 (P64)
*Monthly oral methylprednisolone pulse treatment in
progressive multiple sclerosis.

*Vestibular function impairment in Alzheimer’s disease.
Endocrinology..........coeeieccssnricsssnsncscsnsnncssnsncscnnes (P66)
*Short-term and long-term effects of dipeptidyl peptidase-4
inhibitors in type 2 diabetes mellitus patients with renal
impairment.

*Sitagliptin increases acute pancreatitis risk within 2 years of
its initiation.

Rheumatology And Orthopedics........ccceeerueeennne (P68)
*The efficacy of parathyroid hormone analogues in
combination with bisphosphonates for the treatment of
osteoporosis.

*Effect of antituberculous drugs on serum uric acid and urine
uric acid excretion.

Hematology And Oncology........ccccceeeerccnercscnnnes P70)
*Long-term coffee consumption and risk of gastric cancer.
*Targeting the tumor microenvironment to improve natural
killer cell-based immunotherapies.

Urology And Nephrology..........cueeueenieecsnneennne (P72)
*Increased risk of end-stage renal disease (ESRD) requiring
chronic dialysis is associated with use of nonsteroidal anti-
inflammatory drugs (NSAIDs).
Dermatology....c.ccceieeccnricscnricscsansessssnsssssssssssssasses P73)
*Propranolol therapy for the treatment of genital infantile
hemangioma.
Otorhinolaryngology.......c..ceeeeeeccncescnercsasnssasscnnns (P74)
*Protection from blood aerosol contamination when
managing epistaxis.

*Management of venous pulsatile tinnitus with normal
otoscopic findings.

L 11011 P75)
*Reduced brain cannabinoid receptor availability in
schizophrenia.

*Differentiating the bipolar disorders from borderline
personality disorder.
Ophthalmology......cccocererecnricscnnicscsnnrcsscnnsisscnassne P77)
*Connexin43 in retinal injury and disease



Journal of the Arab Board of Health Specializations Vol.16, No.4, 2015

Pediatrics
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Thyroid dysfunction in neonates born to mothers who have undergone
hysterosalpingography involving an oil-soluble iodinated contrast medium
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Satoh M, et al.
Horm Res Paediatr 2015 Sep 25.

Background/Aims: Patients developing neonatal thyroid dysfunction following maternal hysterosalpingography
(HSG) involving the use of oil-soluble iodinated contrast medium (ethiodized oil) have been reported. The present
study aimed to investigate the frequency and risk factors for neonatal thyroid dysfunction following HSG.
Methods: We studied 212 infants born to mothers who had become pregnant after undergoing HSG involving the
use of ethiodized oil.

Results: Five of the 212 infants tested positive during congenital hypothyroidism screening; this frequency (2.4%)
was higher than the recall rate among first congenital hypothyroidism screening results (0.7%) in Tokyo, Japan. Two
of the 5 screening-positive infants showed hypothyroidism, and 3 showed hyperthyrotropinemia. The urinary iodine
concentrations in 4 out of the 5 screening-positive infants were 1.150, 940, 1.570, and 319 pg/l. The subjects were
divided into thyroid dysfunction (n=5) and normal thyroid function (n=207) groups. The median dosage of ethiodized
oil in the thyroid dysfunction group was significantly higher than in the normal thyroid function group (20 vs. 8 ml,
p=0.033).

Conclusion: When infertile women undergo HSG, the dosage of oil-soluble iodinated contrast medium should be as
low as possible to minimize the risk of fetal or neonatal thyroid dysfunction.
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Impact of thrombophilia on the risk of hypoxic-ischemic
encephalopathy in term neonates

@MUY Sl PMis) jhi e Al caly) il
Jaad) alady adligal) dis sl el

Abdel Aziz NH, et al.
Clin Appl Thromb Hemost 2015 Sep 23.

Background: The incidence of neonatal hypoxic-ischemic encephalopathy (HIE) is reportedly high in countries with
limited resources. Its pathogenesis is multifactorial. A role for thrombophilia has been described in different patterns
of preterm and full-term perinatal brain injury.

Aim: This study aims to identify risk factors associated with neonatal HIE and also to determine the contributions of
genetic thrombophilia in the development of neonatal HIE.

Methods: Sixty-seven neonates with HIE and 67 controls were enrolled in the study. Clinical history and examination
were undertaken. Patients and controls were tested for the presence of factor V G1691A and prothrombin G20210A
mutations. In addition, protein S, protein C, and antithrombin III levels were assessed.

Results: Parental consanguinity and performing emergency cesarean section (CS) were significant risk factors
for neonatal HIE (odds ratio [OR] 6.5, 95% confidence interval [CI] 2.6-15.3, p<0.001, OR 12.6, 95% CI 2.52-
63.3, p=0.002, respectively). No significant difference was found regarding maternal age and parity. About 33% of
cases and 6% of controls were found to have at least 1 thrombophilic factor (P<0.001). Factor V G1691A mutation
significantly increased the risk of neonatal HIE (OR 4.5, 95% CI 1.4-14.5, p=0.012), while prothrombin G 20210A
mutation and protein C deficiency were not.

Conclusion: Parental consanguinity, emergency CS, and factor V mutation may contribute to the higher risk of
developing neonatal HIE.
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Vasculitis as an adverse event following immunization:
Systematic literature review

dghal) ey giiial) b dngda daalie taoiall) s sy il ilis L6 Gilgal

Bonetto C, et al.
Vaccine 2015 Sep 19.

Background: Several types of vasculitis have been observed and reported in temporal association with the
administration of various vaccines. A systematic review of current evidence is lacking.

Objective: This systematic literature review aimed to assess available evidence and current reporting practice of
vasculitides as adverse events following immunization (AEFI).

Methods: We reviewed the literature from 1st January 1994 to 30th June 2014. This review comprises randomized
controlled trials, observational studies, case series, case reports, reviews and comments regardless of vaccine and
target population.

Results: The initial search resulted in the identification of 6656 articles. Of these, 157 articles were assessed for
eligibility and 75 studies were considered for analysis, including 6 retrospective/observational studies, 2 randomized
controlled trials, 7 reviews, 11 case series, 46 case reports and 3 comments. Most of the larger, higher quality studies
found no casual association between vaccination and subsequent development of vasculitis, including several studies
on Kawasaki disease and Henoch-Schonlein purpura (IgA vasculitis). Smaller case series reported a few cases of
vasculitis following BCG and vaccines against influenza and hepatitis. Only 24% of the articles reported using a case
definition of vasculitis.

Conclusions: Existing literature does not allow establishing a causative link between vaccination and vasculitides.
Further investigations were strengthened by the use of standardized case definitions and methods for data collection,
analysis and presentation to improve data comparability and interpretation of vasculitis cases following immunization.
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Relationship between vitamin D receptor (VDR) polymorphisms and the efficacy
of recombinant human growth hormone (rhGH) treatment
in children with idiopathic short stature
rhGH csilal) )il salll 0 sasgs Aadlaal) Adlady D (aalill) Jiitna 8 A0S0 Aanndl) (s ANl
JUbY) die Gl J sgaae Aalil) juad el B

Wang W, et al.
Genet Mol Res 2015 Sep 8;14(3):10507-14.

Polymorphisms in the vitamin D receptor (VDR) gene are associated with idiopathic short stature (ISS) in several
countries. This study aimed to identify a possible correlation between polymorphisms in the VDR promoter in
Chinese children with ISS and the efficacy of the recombinant human growth hormone (thGH) treatment. Pre-
pubertal children with ISS and healthy age- and gender-matched children (N=95 each) were enrolled in this study.
Two single nucleotide polymorphisms (SNPs) in the VDR promoter (rs11568820 at the Cdx-2-binding site upstream
of exon le and rs4516035 at -1012 upstream of exon 1a) were typed. The growth velocity, standard deviation score
(SDS) of height for chronological age, height SDS for bone age, predicted adult height, and serum insulin-like
growth factor 1 (IGF-1) and IGF-binding protein 3 (IGFBP-3) levels of the ISS patients were determined before
and 6 months after rhGH treatment. No significant differences were observed in the genotype frequencies between
the ISS cases and controls. After rhGH treatment, the growth velocity of the A/G genotype at the Cdx-2-binding site
SNP locus was significantly higher than that of the G/G genotype; the IGF-1 and IGFBP-3 levels were also higher
in the treated group than the untreated group. However, these changes were independent of the VDR-promoter
genotype. Polymorphisms in the VDR promoter may not result in the pathogenesis of ISS in Chinese children. The
A/G genotype showed a significantly higher growth velocity than the G/G genotype, and may represent a short-term
marker of growth potential.
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Axillary, oral, and rectal routes of temperature measurement
during treatment of acute Kawasaki disease
) s b b Apainally dysadl ciulaif) k)
Aald) LSHIslS 513 Aadlas ¥4

Kanegaye JT, et al.
Pediatr Infect Dis J 2015 Sep 21.

Background: Important therapeutic decisions are made based on the presence or absence of fever in patients with
Kawasaki disease (KD), yet no standard method or threshold exists for temperature measurement during the diagnosis
and treatment of these patients. We sought to compare surface and internal (rectal or oral) routes of temperature
measurement for the detection of fever as a marker of treatment resistance.

Methods: From a randomized, placebo-controlled trial of infliximab as an adjunct to primary intravenous
immunoglobulin treatment for acute KD, we collected concurrent (within 5 minutes) axillary and internal
temperature measurements and performed receiver-operating characteristic and Bland-Altman analyses. We
also determined the ability of surface temperatures to detect treatment resistance defined by internal temperature
measurements.

Results: Among 452 oral-axillary and 439 rectal-axillary pairs from 159 patients, mean axillary temperatures were
0.25°C and 0.43°C lower than oral and rectal temperatures and had high receiver-operating characteristic areas-
under-curves. However, axillary temperatures >38.0°C had limited sensitivity to detect fever defined by internal
temperatures. Axillary thresholds of 37.5°C and 37.2°C provided maximal sensitivity and specificity to detect oral
and rectal temperatures >38.0°C, respectively.

Conclusions: Axillary temperatures are an insensitive metric for fevers defining treatment resistance. Clinical trials
should adopt temperature measurement by the oral or rectal routes for adjudication of treatment resistance in KD.
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Obstetrics And Gynecology
Al Qe ad il

Timing of umbilical cord clamping among infants born
at 22 through 27 weeks’ gestation
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Backes CH, et al.
J Perinatol 2015 Sep 24.

Objective: To investigate the safety, feasibility and efficacy of delayed cord clamping (DCC) compared with
immediate cord clamping (ICC) at delivery among infants born at 22 to 27 weeks' gestation.

Study design: This was a pilot, randomized, controlled trial in which women in labor with singleton pregnancies at
22 to 27 weeks' gestation were randomly assigned to ICC (cord clamped at 5 to 10 s) or DCC (30 to 45 s).

Results: Forty mother-infant pairs were randomized. Infants in the ICC and DCC groups had mean gestational ages
(GA) of 24.6 and 24.4 weeks, respectively. No differences were observed between the groups across all available
safety measures, although infants in the DCC group had higher admission temperatures than infants in the ICC group
(97.4 vs 96.2 °F, p=0.04). During the first 24 h of life, blood pressures were lower in the ICC group than in the DCC
group (p<0.05), despite a threefold greater incidence of treatment for hypotension (45% vs 12%, P<0.01). Infants in
the ICC group had increased numbers of red blood transfusions (in first 28 days of life) than infants in DCC group
(4.1£3.9 vs 2.8+2.2, p=0.04).

Conclusion: Among infants born at an average GA of 24 weeks', DCC appears safe, logistically feasible, and offers
hematological and circulatory advantages compared with ICC. A more comprehensive appraisal of this practice is
needed.
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Glyceryl trinitrate for the treatment of preterm labor
Ols¥) 0@ paliall c¥la Aallea A glyceryl trinitrate alaiia)

Caliskan S, et al.
J Turk Ger Gynecol Assoc 2015 Jul 14;16(3):174-8.

Objective: This study was conducted to compare the tocolytic efficacy of glyceryl trinitrate (GTN) with that of
magnesium sulfate (MgS04) and to investigate serum nitric oxide metabolites before and after tocolysis.

Material and methods: In total, 48 women between 27 and 34 weeks' gestation with threatened preterm labor and
intact membranes were randomly allocated to receive either GTN or MgSO4 tocolysis. Main outcome measures
included tocolytic efficacy and maternal side effect(s) of the tocolytic agent. Obstetric and neonatal outcomes as well
as pretreatment and posttreatment nitric oxide (NO) metabolites were assessed.

Results: Forty-one patients were included into the final analysis. Uterine contraction cessation times were 3.66+1.28
and 6.83+3.47 hours for GTN and MgSO4 groups, respectively. Similarly, maternal side effects were significantly
lower in the GTN group than in the MgSO4 group, and no serious maternal side effects were recorded. Serum NO
metabolite levels before treatment were significantly lower in the treatment groups than in the controls. Serum nitrite
levels were significantly increased after tocolytic treatment both in MgSO4 and GTN groups.

Conclusion: GTN effectively delays preterm delivery and reduces neonatal morbidity and mortality with less
maternal side effects and seems to be an effective and safe alternative to MgSO4.
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Blood loss in elective cesarean section: is there
a difference related to the type of anesthesia?
Cadinall padil) Jaady Allaia cilby B aagi Ja 1 AuAEY) 4 padl) Aleal) JDA aal) o)ad

Aksoy H, et al.
J Turk Ger Gynecol Assoc 2015 Jul 14;16(3):158-63.

Objective: We aimed to compare the effect of general and spinal anesthesia on maternal blood loss in elective
cesarean section (CS).
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Material and Methods: This was a prospective randomized study and included 418 healthy pregnant women with
a term uncomplicated singleton pregnancy between 37 and 41 weeks of gestation. The study participants were
randomly divided into two groups: the general anesthesia group and spinal anesthesia group. CSs were all performed
using the same surgical technique, and within the groups, the same anesthetic procedures were used (either general
or spinal). The primary outcome for this study was operative blood loss. Hemoglobin and hematocrit concentrations
were compared between the two groups.

Results: The preoperative hemoglobin and hematocrit levels were similar in the both groups (p=0.08 and p=0.239,
respectively). Significantly lower operative blood loss was achieved using spinal anesthesia versus general anesthesia
during elective CS. The differences between preoperative and postoperative blood values for both the study groups
were statistically significant (p<0.001).

Conclusion: This study demonstrates that spinal anesthesia is associated with a lower risk of operative blood loss
than general anesthesia in low risk patients undergoing elective CS.
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First trimester prediction of HELLP syndrome
Jaall ¢ Jo¥) Gl A HELLP dajdiay aiil)

Oliveira N, et al.
Prenat Diagn 2015 Sep 24.

Objective: To evaluate first trimester maternal characteristics and biomarkers in pregnancies that subsequently
develop HELLP (hemolysis, elevated liver enzymes and low platelets) syndrome.

Method: Maternal history, biochemical and biophysical parameters were compared between women who
developed HELLP, preeclampsia (PE) without HELLP and controls. After determination of significant variables
through univariate analysis a first trimester prediction model was obtained by applying logistic regression analysis.
Performance of the model was evaluated.

Results: Twenty participants with HELLP were compared with 147 patients that developed PE without HELLP
and 2810 controls. Women with HELLP were more likely Caucasian, nulliparous and presented a higher MAP
when compared with controls. As opposing to women who developed HELLP, women who developed PE without
HELLP were more likely of African American origin and presented an even higher first trimester MAP. Enrollment
biochemical and biophysical parameters were similar between HELLP and PE or controls. Ethnicity, nulliparity,
history of previous PE, history of previous HELLP syndrome and first trimester MAP were primary risk factors. A
prediction rule for HELLP syndrome had an area under the curve of 0.80, with 75% sensitivity for 79% specificity.
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Conclusion: The majority of pregnancies that develop HELLP syndrome can be predicted in the first trimester.
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Accuracy of three-dimensional multislice view Doppler
in diagnosis of morbid adherent placenta

L yal) Abailal) dapiiall s (adls B ilpdd) daia dla) AOG ligal) | gua 480

Abdel Moniem AM, et al.
J Turk Ger Gynecol Assoc 2015 Jul 14;16(3):126-36.

Objective: To detect the accuracy of the three-dimensional multislice view (3D MSV) Doppler in the diagnosis of
morbid adherent placenta (MAP).

Material and methods: Fifty pregnant women at >28 weeks gestation with suspected MAP were included in this
prospective study. Two dimensional (2D) trans-abdominal gray-scale ultrasound scan was performed for the subjects
to confirm the gestational age, placental location, and findings suggestive of MAP, followed by the 3D power Doppler
and then the 3D MSV Doppler to confirm the diagnosis of MAP. Intraoperative findings and histopathology results of
removed uteri in cases managed by emergency hysterectomy were compared with preoperative sonographic findings
to detect the accuracy of the 3D MSV Doppler in the diagnosis of MAP.

Results: The 3D MSV Doppler increased the accuracy and predictive values of the diagnostic criteria of MAP
compared with the 3D power Doppler. The sensitivity and negative predictive value (NPV) (79.6% and 82.2%,
respectively) of crowded vessels over the peripheral sub-placental zone to detect difficult placental separation and
considerable intraoperative blood loss in cases of MAP using the 3D power Doppler was increased to 82.6% and 84%,
respectively, using the 3D MSV Doppler. In addition, the sensitivity, specificity, and positive predictive value (PPV)
(90.9%, 68.8%, and 47%, respectively) of the disruption of the uterine serosa-bladder interface for the detection of
emergency hysterectomy in cases of MAP using the 3D power Doppler was increased to 100%, 71.8%, and 50%,
respectively, using the 3D MSV Doppler.

Conclusion: The 3D MSV Doppler is a useful adjunctive tool to the 3D power Doppler or color Doppler to refine
the diagnosis of MAP.
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Contrast-enhanced sonography for the identification
of benign and malignant thyroid nodules
Lpally Aaglead) 48500 claBal) CRAST AL Salay jaal) Afigal) (398 7 loa¥l yaguall) aladiini

Ma X, et al.
J Clin Ultrasound 2015 Sep 24.

Purpose: The use of contrast-enhanced sonography (CEUS) has yielded promising results in the differentiation of
thyroid nodules. We conducted this meta-analysis to assess its performance in identifying and distinguishing between
benign and malignant thyroid nodules.

Methods: PubMed, Medline, Embase, and the Cochrane Library were searched for studies published through the
end of December 2013. Sensitivity, specificity, positive and negative likelihood ratios, diagnostic odds ratio, and area
under the curve were calculated.

Results: A total of 13 studies were included in this meta-analysis. For the diagnosis of malignant thyroid nodules
worldwide, the overall mean rates of sensitivity and specificity of CEUS were 90% (95% confidence interval [CI],
88-93%) and 86% (95% CI, 83-89%), respectively. The summary diagnostic odds ratio was 52.83 (95% CI, 21.71-
128.55), and the area under the curve for the summary receiver operating characteristic curve was 0.94 (95% CI,
0.90-0.98).

Conclusions: This meta-analysis indicates that CEUS may be a valuable supplemental method, with high rates of
sensitivity and specificity, to use for identifying and distinguishing between benign and malignant thyroid nodules.
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Chronic NSAIDs use increases the risk of a second hip fracture
in patients after hip fracture surgery
OB S rgan gl g g il 8 Gl bl Gpajall aladia)
Laba Aallaall dljgl) s o 2ic gl b

Huang KC, et al.
Baltimore Medicine 2015 Sep;94(38):e1566.

Nonsteroidal anti-inflammatory drugs (NSAIDs) control musculoskeletal pain, but they also cause adverse side effects.
The aim of this study is to explore the impact of chronic NSAIDs use on the risk of a second hip fracture (SHFx) after
hip fracture surgery. This population-based case-cohort study used the Taiwan National Health Insurance Research
Database (NHIRD), which contains data from >99% of the population. From a random sample of 1 million enrollees,
we identified 34,725 patients >40 years who sustained a first hip fracture and underwent hip fracture surgery between
1999 and 2009. Chronic NSAIDs use is defined as taking NSAIDs for at least 14 days a month for at least 3 months.
The main outcome measure is an SHFx. Propensity-score matching was used to control for confounding. Our results
revealed that chronic NSAIDs use was a significant risk factor for an SHFx in patients after hip fracture surgery and
for adverse side effects that might last for 12 months. Compared with the nonchronic-use cohort (n=29,764), the
adjusted hazard ratio of an SHFx was 2.15 (95% CI: 2.07-2.33) for the chronic-use cohort (n=4961). The 10-year
Kaplan-Meier survival analyses showed that chronic NSAIDs use presented a positive year-postsurgery-dependency
effect on the risk of an SHFx in all the selected subgroups of patients (all P<0.011). In conclusion, chronic NSAIDs
use increases the risk of an SHFx after hip fracture surgery. Avoiding chronic NSAIDs use must be emphasized in
clinical practice.
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Alcohol exposure, injury, and death in trauma patients
gl oy die aldlly LW dag Jsasl) Jalii G ABL)

Afshar M, et al.
J Trauma Acute Care Surg 2015 Oct;79(4):643-8.

Background: The association of alcohol use with in-hospital trauma deaths remains unclear. This study identifies
the association of blood alcohol content (BAC) with in-hospital death accounting for injury severity and mechanism.
Methods: This study involves a historical cohort of 46,222 admissions to a statewide trauma center between January
1, 2002, and October 31, 2011. Blood alcohol was evaluated as an ordinal variable: 1 mg/dL to 100 mg/dL as
moderate blood alcohol, 101 mg/dL to 230 mg/dL as high blood alcohol, and greater than 230 mg/dL as very high
blood alcohol.

Results: Blood alcohol was recorded in 44,502 patients (96.3%). Moderate blood alcohol was associated with an
increased odds for both penetrating mechanism (odds ratio [OR], 2.22; 95% confidence interval [CI], 2.04-2.42)
and severe injury (OR, 1.25; 95% CI, 1.16-1.35). Very high blood alcohol had a decreased odds for penetrating
mechanism (OR, 0.75; 95% CI, 0.67-0.85) compared with the undetectable blood alcohol group. An inverse U-shaped
association was shown for severe injury and penetrating mechanism by alcohol group (p<0.001). Moderate blood
alcohol had an increased odds for in-hospital death (OR, 1.50; 95% CI, 1.25-1.79), and the odds decreased for very
high blood alcohol (OR, 0.69; 95% CI, 0.54-0.87). An inverse U-shaped association was also shown for in-hospital
death by alcohol group (p<0.001). Model discrimination for in-hospital death had an area under the receiver operating
characteristic curve of 0.64 (95% ClI, 0.63-0.65).

Conclusion: Injury severity and mechanism are strong intermediate outcomes between alcohol and death. Severe
injury itself carried the greatest odds for death, and with the moderate BAC group at greatest odds for severe injury
and the very high BAC group at the lowest odds for severe injury. The result was a similar inverse-U shaped curve
for odds for in-hospital death. Clear associations between blood alcohol and in-hospital death cannot be analyzed
without consideration for the different injuries by blood alcohol groups.
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Clinical significance of para-aortic lymph node dissection for advanced
or metastatic colorectal cancer in the current era of modern chemotherapy
Ay of Aesiiall A B gl Jen Apglialll shal) fabodit 4 ) Arand)
Ayaal) Apilaasl) cladiaal che Al Aial) b aicually 08580 Ol (30

Arimoto A, et al.
Dig Surg 2015 Sep 25;32(6):439-44.

Backgroud/aims: Surgical resection is not generally indicated for para-aortic lymph node (PALN) metastasis from
colorectal cancer. However, the clinical significance of PALN dissection (PALND) in the current era of modern
chemotherapy has not been fully discussed.

Methods: Between November 2006 and February 2013, 14 patients underwent PALND for colorectal cancer and
were proven as having pathological PALN metastasis. The median follow-up was 33.2 months.

Results: Primary location was the right-colon in 2 patients, and the left-colon or rectum in 12 patients. The timing
of metastasis was metachronous in 5 patients and synchronous in 9 patients. Eleven patients (79%) received
perioperative aggressive modern chemotherapy. Neoadjuvant chemotherapy with targeted drugs was introduced in
9 patients (64%) and 6 patients received adjuvant chemotherapy. Recurrence after PALND occurred in 12 patients
(86%). The most common site was the lung in 6 patients (43%). The 1- and 3-year disease-free survivals were 39.3
and 7.9%, respectively. The 3-year overall survival were 41.2%.

Conclusion: The recurrence rate after PALND for strictly selected patients was quite high even in the current era of
modern chemotherapy. However, some patients achieved long-term survival or could be cured. Therefore, we should
re-evaluate the efficacy of PALND in a larger prospective study.
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The current role of Omega-3 fatty acids in the management of atrial fibrillation
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Christou GA, et al.
Int J Mol Sci 2015 Sep 22;16(9):22870-87.

Background: The main dietary source of omega-3 polyunsaturated fatty acids (n-3 PUFA) is fish, which contains
eicosapentaenoic acid (EPA) and docosahexaenoic acid (DHA). In the present manuscript, we aimed to review the
current evidence regarding the clinical role of n-3 PUFA in the prevention of atrial fibrillation (AF) and the possible
underlying mechanisms.

Methods: A literature search based on PubMed listings was performed using «Omega-3 fatty acids» and «atrial
fibrilation» as key search terms.

Results: n-3 PUFA have been shown to attenuate structural atrial remodeling, prolong atrial effective refractory
period through the prevention of reentry and suppress ectopic firing from pulmonary veins. Dietary fish intake has
been found to have no effect on the incidence of AF in the majority of studies. Circulating DHA has been consistently
reported to be inversely associated with AF risk, whereas EPA has no such effect. The majority of studies investigating
the impact of n-3 PUFA supplementation on the incidence of AF following cardiac surgery reported no benefit,
though most of them did not use n-3 PUFA pretreatment for adequate duration. Studies using adequate four-week
pretreatment with n-3 PUFA before cardioversion of AF showed a reduction of the AF incidence.

Conclusions: Although n-3 PUFA have antiarrhythmogenic properties, their clinical efficacy on the prevention of AF
is not consistently supported. Further well-designed studies are needed to overcome the limitations of the existing
studies and provide robust conclusions.

Uaea e g5 Cua (n-3 PUFA) omega-3 gLl aaeie davall (mgeall cwloll) 50330 jaad) cladd) jiey syl 441
caseall (gl Heall Jsa 38 giall J3Yall dralye ) 48)6l) 028 Cargi .(DHA) docosahexaenoic (aess (EPA) eicosapentaenoic

Ly ¢ )ys Al Vs 3V Glisl) e 44 8 (n-3 PUFA) omega-3 g i) saaeie dassall
(‘;:9531\ Olia)ll) 5 (omega-3 g LuifPUl sasmie dasall asasll) aladiul PubMed il 8 dpkll cfygliall (4 Sy eha) 8 i) g5k
Jladl) lananl) 57 AUl «cnilisd) 8 Lypiadl ol ale) Alee Cadss b )5 omega-3 & LuaDUI Baasie dawsall (i saall el @us
S il Grgan e LAl 48130 dyeal) e dlad) Jol el ol A5l 53)03) (e i) Japiil) Laiing Jsaall sale) aie e 433U
Tl o ety (1 lingll sk shd g e Bl Lais ohsdl 3 DHA (aes lisise of Die 2yl a8 ciluball alase 8
omega-3 g L) sadala davall (ageally daclall dAsllaal) Ll e latinly el s Sluhall alaea o) LEPA (aes Al 8 LAl 1
& LuaDUI Baawie dawall (i seall 22355 o) lulyall o3a alis o a2l o ald A el ol Alil) Ashiall aey 031 Glis )l Gigaa e
@\,\L.j day)Y Jiah 4818 504 omega-3 g LA Baratie Al (i ganlly dadlaall iiida Al luhyall o) LA8IS 304l Aadladll J& omega-3

59



Journal of the Arab Board of Health Specializations Vol.16, No.4, 2015

) Gl Gian L laali cueld i) Glisgll 8 AR i el 08

& Al gllas oY) comega-3 & LUl 3aaie denall (i geall A0l lpada™ 3abiae pailiad dgag (e p)ll o ralalifin)
ilsial) luball Sl gne e liall Tyl Aulle Sluball e a5l sha) Gang - Slubal G Guie IS8 a5 Al 31 il G )
smsdl 138 Um Aanla claliid Y Jpeaglly Wla

Clinical benefit of adenosine as an adjunct to reperfusion
in ST-elevation myocardial infarction patients
Aol sale) Ao sacluall adenosine sUasy 4yl 32518
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Bulluck H, et al.
Int J Cardiol 2015 Sep 9;202:228-37.

Background: Adenosine administered as an adjunct to reperfusion can reduce coronary no-reflow and limit
myocardial infarct (MI) size in ST-segment elevation myocardial infarction (STEMI) patients. Whether adjunctive
adenosine therapy can improve clinical outcomes in reperfused STEMI patients is not clear and is investigated in this
meta-analysis of 13 randomized controlled trials (RCTs).

Methods: We performed an up-to-date search for all RCTs investigating adenosine as an adjunct to reperfusion
in STEMI patients. We calculated pooled relative risks using a fixed-effect meta-analysis assessing the impact of
adjunctive adenosine therapy on major clinical endpoint including all-cause mortality, non-fatal myocardial infarction,
and heart failure. Surrogate markers of reperfusion were also analyzed.

Results: 13 RCTs (4273 STEMI patients) were identified and divided into 2 subgroups: intracoronary adenosine
versus control (8 RCTs) and intravenous adenosine versus control (5 RCTs). In patients administered intracoronary
adenosine, the incidence of heart failure was significantly lower (risk ratio [RR] 0.44 [95% CI 0.25-0.78], P=0.005)
and the incidence of coronary no-reflow was reduced (RR for TIMI flow'3 postreperfusion 0.68 [95% CI 0.47-0.99],
P=0.04). There was no difference in heart failure incidence in the intravenous adenosine group but most RCTs in
this subgroup were from the thrombolysis era. There was no difference in non-fatal MI or all-cause mortality in both
subgroups.

Conclusion: We find evidence of improved clinical outcome in terms of less heart failure in STEMI patients
administered intracoronary adenosine as an adjunct to reperfusion. This finding will need to be confirmed in a large
adequately powered prospective RCT.
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Pulmonary Diseases

4yl alpe)

Role of oxidative stress and serum lipid levels
in stable chronic obstructive pulmonary disease

craral) Sbead) 5550 g0 (ha B jinal) AL B Jaall A agaddl) il glag Apsasil) 3ad) g8

Can U, et al.
J Chin Med Assoc 2015 Sep 29.

Bsckground: Chronic obstructive pulmonary disease (COPD) has been associated with increased oxidative stress
or reduced antioxidant resources. The main goal of this study was to evaluate the levels of serum ischemia-modified
albumin (IMA), oxidized low-density lipoprotein (ox-LDL), total oxidant status (TOS), and total antioxidant status
in patients with stable COPD, compared with a control group.

Methods: This study was performed on 51 patients with stable COPD (42 men and 9 women; mean age 56.92+3.0
years) and 45 healthy control participants (32 men and 13 women; 54.8+3.8 years). The levels of serum lipids, IMA,
total antioxidant status, TOS, and ox-LDL were measured in all participants.

Results: The levels of serum IMA, ox-LDL, and TOS were significantly higher in patients with COPD than those in
control individuals. There was no difference between the levels of serum total antioxidant status, triglycerides, total
cholesterol, and low-density lipoprotein cholesterol (LDL-C) of patients with COPD and those of control individuals.
Serum high-density lipoprotein cholesterol levels were significantly lower in patients with COPD than in control
individuals.

Conclusion: Our study indicated that serum IMA, ox-LDL, and TOS may be increased as a result of chronic hypoxia,
inflammation, and oxidative stress in patients with severe and very severe stable COPD. Our findings also revealed
that IMA is higher in patients with Global Initiative for Chronic Obstructive Lung Disease Stages II, III, and 1V,
while TOS and ox-LDL are higher in patients with Global Initiative for Chronic Obstructive Lung Disease Stage IV.
Measurements of serum IMA, TOS, and ox-LDL levels may be useful markers in the evaluation of stable COPD.
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Gastroenterology
dacagll Ll

Hepatitis C virus infection associated
with an increased risk of deep vein thrombosis

Grand) (g8l JEAY e 3345 e € Sl gl g ks OUIY) (3805

Wang CC,et al.
Medicine (Baltimore) 2015 Sep;94(38):e1585.

The association between the hepatitis C virus (HCV) infection and the risk of myocardial infarction (MI) and stroke
has been previously investigated. However, the association between the HCV infection and the risk of venous
thromboembolism (VTE) has not been extensively discussed. Using the Longitudinal Health Insurance Database
2000 (LHID2000), we selected 3686 patients with newly diagnosed HCV infection. We randomly selected 14,744
people with no HCV or hepatitis B virus (HBV) infection as comparison group and frequency matched them with
patients with HCV infection according to their age, sex, and index year. The incidence density rates and hazard
ratios (HRs) of deep vein thrombosis (DVT) and pulmonary embolism (PE) were calculated until the end of 2011.
The mean follow-up duration of 5.14 years for the HCV cohort and 5.61 years for the non-HCV cohort, the overall
incidence density rates of DVT were 7.92 and 3.51 per 10.000 person-years in the non-HCV group, and the HCV
groups, respectively (crude HR=2.25; 95% confidence interval [CI]=1.21-4.21). After adjusted for age, sex, and
comorbidities, the risk of DVT remained significantly higher in the HCV group than in the non-HCV group (adjusted
HR=1.96; 95% CI=1.03-3.73). The overall incidence density rates of PE in the HCV and non-HCV groups were not
significantly different (crude HR=2.20; 95% CI=0.94-5.14). HCV infection is associated with the risk of DVT in a
long-term follow-up period.
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Association between coeliac disease and risk of any malignancy
and gastrointestinal malignancy

Gald Sy ggal) ganall Jued) clildy Lages LAY Jhdy B3 slal) G A8Nal)

HanY, et al.
Medicine (Baltimore) 2015 Sep;94(38):e1612.

Coeliac disease (CD) is reported to be associated with risk of malignancy; however, this association remains
unclear. We aimed to systematically evaluate the association between CD and risk of all malignancies as well as
gastrointestinal (GI) malignancy specifically. The PUBMED and EMBASE databases were searched to identify
eligible studies from 1960 to March 2015, without restriction. Two reviewers independently performed the study
inclusion and data extraction methods. Odds ratios (ORs), risk ratios, or standardized incidence ratios were pooled
using either a fixed- or a random-effects model. Sensitivity and subgroup analyses were used to explore sources of
heterogeneity. A total of 17 studies were included in this meta-analysis. The pooled OR for risk of all malignancies
was 1.25 (95% confidence interval [CI] 1.09-1.44), whereas the pooled OR for risk of GI malignancy was 1.60 (95%
CI 1.39-1.84) and suggested an inverse association with CD. Moreover, patients with CD were at a higher risk of
esophageal cancer (pooled OR=3.72, 95% CI 1.90-7.28) and small intestinal carcinoma (pooled OR=14.41, 95%
CI 5.53-37.60), whereas no significant associations were observed for other GI cancers, including gastric, colorectal,
liver, and pancreatic cancers. Subgroup analyses also indicated that the results were influenced by the CD diagnostic
method, as well as the follow-up time after CD diagnosis.CD was associated with increased risk of all malignancies
as well as GI malignancies, including esophageal cancer and small intestinal carcinoma.
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Neurology
Lanl) )Yl

Monthly oral methylprednisolone pulse treatment
in progressive multiple sclerosis

sl qaleail) (e A el A 3 (5 9adl) methylprednisolone o 4y yedd) dpial) dallaal)

Ratzer R, et al.
Mult Scler 2015 Oct 2.

Background: There is a large unmet need for treatments for patients with progressive multiple sclerosis (MS).
Phase 2 studies with cerebrospinal fluid (CSF) biomarker outcomes may be well suited for the initial evaluation of
efficacious treatments.

Objective: To evaluate the effect of monthly oral methylprednisolone pulse treatment on intrathecal inflammation in
progressive MS.

Methods: In this open-label phase 2A study, 15 primary progressive and 15 secondary progressive MS patients
received oral methylprednisolone pulse treatment for 60 weeks. Primary outcome was changes in CSF concentrations
of osteopontin. Secondary outcomes were other CSF biomarkers of inflammation, axonal damage and demyelination;
clinical scores; magnetic resonance imaging measures of disease activity, magnetization transfer ratio (MTR) and
diffusion tensor imaging (DTI); motor evoked potentials; and bone density scans.

Results: We found no change in the CSF concentration of osteopontin, but we observed significant improvement
in clinical scores, MTR, DTI and some secondary CSF outcome measures. Adverse events were well-known side
effects to methylprednisolone.

Conclusion: Monthly methylprednisolone pulse treatment was safe, but had no effect on the primary outcome.
However, improvements in secondary clinical and MRI outcome measures suggest that this treatment regimen may
have a beneficial effect in progressive MS.
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Vestibular function impairment in Alzheimer’s disease
a3l 61 (Bl b Lplaall Adagl) aals

Nakamagoe K, et al.
J Alzheimers Dis 2015 Jul 9;47(1):185-96.

Background: Falls and fractures due to impaired balance in patients with Alzheimer’s disease (AD) have an adverse
effect on the clinical course of the disease.

Objective: To evaluate balance impairment in AD from the viewpoint of vestibular functional impairment.
Methods: The subjects were 12 patients with AD, 12 dementia-free elderly adults, and 12 younger adults. Vestibular
function was assessed using a stepping test, caloric nystagmus, and a visual suppression (VS) test.

Results: The stepping test was abnormal in 9 of the 12 patients in the AD group. An abnormal stepping test was
not associated with self-reported dizziness or tendency to fall. Significant VS abnormalities were present in the AD
group. The suppression rate of VS was lower in AD patients with either a tendency to fall or constructional apraxia
than in AD patients without either. The velocity of the rapid phase of caloric nystagmus before the VS test was similar
in the AD group and the elderly control group. Significant abnormalities of both caloric nystagmus and VS were not
present in either the elderly or the younger control groups.

Conclusion: AD could involve impairments in the vestibular control of balance. The VS test is useful for assessing
the tendency to fall in AD. Impairment of VS in AD might arise from cerebral vestibular cortex impairment rather
than comorbid peripheral vestibular disorders.
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Endocrinology
axall 203l alyal

Short-term and long-term effects of dipeptidyl peptidase-4 inhibitors
in type 2 diabetes mellitus patients with renal impairment
dipeptidyl peptidase-4 cUafial ady) dlyghy 1aY) §juab )il
G582l 35y e @Sl plall B Jaail) e die

LiR, etal.
Diabetes Metab Res Rev 2015 Oct 3.

Purpose: To assess the short-term and long-term effects of dipeptidyl peptidase-4 (DPP-4) inhibitors in type 2
diabetes mellitus (T2DM) patients with renal impairment (RI).

Methods: A meta-analysis of randomized clinical trials (RCTs) of DPP-4 inhibitor interventions in T2DM patients
with RI was performed. PubMed, Embase, Cochrane Library and ClinicalTrials.gov were searched through the end of
March 2015. RCTs were selected if (1) DPP-4 inhibitors were compared with a placebo or other active-comparators,
(2) the treatment duration was >12 weeks and (3) data regarding changes in haemoglobin Alc (HbAlc), changes in
fasting plasma glucose (FPG) or hypoglycaemia adverse events (AEs) were reported.

Results: Compared with the control-group, DPP-4 inhibitors were associated with a greater HbAlc reduction in
both the short-term [mean differences (MD)=-0.45, 95% confidence intervals (CI) (-0.57, -0.33), P<0.0001] and
long-term [MD=-0.33, 95% CI (-0.63, -0.03), P=0.03] treatments. However, the long-term greater reduction in
HbAlc with DPP-4 inhibitor treatment was only significant when the control treatment comprised placebo plus
stable background treatment (SBT), but not glipizide plus SBT. DPP-4 inhibitors were associated with a greater FPG
reduction [MD =-12.59, 95% CI (-22.01, -3.17), P=0.009] over the short-term; however, this effect was not present
over the long-term. Regarding the hypoglycaemia AEs assessment, the long-term treatment data indicated there was
no increased risk of hypoglycaemia compared with placebo or active-controlled antidiabetic drugs.

Conclusions: The present meta-analysis confirms that DPP-4 inhibitors are effective and equivalent to other agents
in T2DM patients with RI.
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Sitagliptin increases acute pancreatitis risk within 2 years of its initiation
Aadlaal) £ 0 cpe Outian JBA alad) Gl Si) Qlgal) Jhad (e A3 sitagliptin aladiu)

Tseng CH.
Ann Med 2015 Oct 1:1-9.

Purpose: To evaluate the risk of acute pancreatitis hospitalization with sitagliptin use in patients with type 2 diabetes
mellitus (T2DM).

Methods: This retrospective cohort analysis included newly diagnosed T2DM with onset age >25 years between
1999 and 2010 from the National Health Insurance database. Ever users (n=89,800) and never users (n=449,000) of
sitagliptin were followed until end of 2011. A time-dependent approach was used to calculate event incidence and
estimate hazard ratios adjusted for propensity score.

Results: During follow-up, 261 ever users and 5,840 never users were hospitalized for acute pancreatitis (respective
incidence, 224.0 and 168.4 per 100,000 person-years), with adjusted hazard ratio of 1.59 (95% CI 1.40-1.81). The
respective hazard ratio for the first, second, and third tertile of time since starting sitagliptin <9.5, 9.5-21.0, and >21.0
months was 8.10 (6.80-9.65), 1.70 (1.38-2.11), and 0.41 (0.30-0.56); 3.26 (2.67-3.98), 1.86 (1.52-2.27), and 0.76
(0.59-0.98) for cumulative duration <3.7, 3.7-10.3, and >10.3 months; and 3.21 (2.65-3.90), 1.89 (1.54-2.32), and
0.73 (0.57-0.95) for cumulative dose <9,000, 9,000-28,000, and >28,000 mg.

Conclusions: Sitagliptin is associated with a higher risk of acute pancreatitis within the first 2 years of its initiation.
The risk diminishes thereafter, probably due to the depletion of susceptible patients. The overall hazard ratio after
adjustment for propensity score for ever users versus never users was 1.59 (95% CI 1.40-1.81). For users with
cumulative dose >28,000 mg, the hazard ratio was 0.73 (0.57-0.95).
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Rheumatology And Orthopedics
alaal) (yialaly dygil) (yialaY)

The efficacy of parathyroid hormone analogues in combination
with bisphosphonates for the treatment of osteoporosis
alaal) Lilia 4allaa & bisphosphonates 4saf ae A5 )Laally (5,a) Cla Gsap clslas 4lad

LiW, etal.
Medicine (Baltimore) 2015 Sep;94(38):e1156.

Parathyroid hormone (PTH) analogues increase bone strength primarily by stimulating bone formation, whereas
antiresorptive drugs (bisphosphonates) reduce bone resorption. Therefore, some studies have been designed to test
the hypothesis that the concurrent administration of the 2 agents would increase bone density more than the use of
either one alone. This meta-analysis aimed to determine whether combining PTH analogues with bisphosphonates
would be superior to PTH alone. Electronic databases were searched to identify relevant publications up to March,
2014. Randomized controlled trials (RCTs) comparing PTH analogues combined bisphosphonates with PTH for
osteoporosis were analyzed. According to the Cochrane Handbook for systematic Reviews of Interventions 5.2, we
identified eligible studies, evaluated the methodological quality, and abstracted relevant data. Totally 7 studies involving
641 patients were included for meta-analysis. The pooled data showed that there were no significant differences in the
percent change of spine BMD (MD1-year=-0.97, 95% CI -2.81 to 0.86, P=0.30; MD2-year=-0.57, 95% CI -5.01
to 6.14, P=0.84), femoral neck BMD (MD1-year=0.60, 95% CI -0.91 to 2.10, P=0.44; MD2-year=-0.73, 95% CI
-4.97 to 3.51, P=0.74), the risk of vertebral fracture (risk ratio [RR]=1.27; 95% CI 0.29-5.57; P=0.75), and the risk
of nonvertebral fracture (RR=0.97; 95% CI 0.40-2.35; P=0.95) between the 2 groups, whereas combination group
improves the percent change of hip BMD at 1 year (MD=1.16, 95% CI 0.56-1.76; P<0.01) than PTH analogues
group. Our results showed that there was no evidence for the superiority of combination therapy, although significant
change was found for hip BMD at 1 year in combination group. Further large multicenter randomized controlled
trials are still needed to investigate the efficacy of combination therapy.
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Effect of antituberculous drugs on serum uric
acid and urine uric acid excretion
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Louthrenoo W, et al.
J Clin Rheumatol 2015 Oct;21(7):346-8.

Objectives: The aim of this study was to determine the effect of antituberculous drugs on serum uric acid (SUA),
urine uric acid (UUA) excretion, and renal function.

Methods: Patients with tuberculosis requiring a 6-month treatment course of antituberculous drugs (isoniazid,
rifampicin, pyrazinamide, and ethambutol for 2 months, followed by isoniazid and rifampicin for a further 4 months)
were included in this study. Serum uric acid, 24-hour UUA excretion, uric acid clearance (UACI), serum creatinine,
and creatinine clearance were determined at baseline and at the end of the second week, second month, and fourth
month.

Results: Sixteen of 50 patients completed the study. Their mean+SD baseline SUA and UACI was 4.44+1.72 mg/
dL and 8.77+7.03 mL/min per 1.73 m, respectively. At the second week, a significant increase in SUA (9.78+3.21
mg/dL, P<0.001) and significant decrease in UACI (3.50+2.50 mL/min per 1.73 m, P=0.001) were noted. These
changes persisted through the second month, but returned to baseline value at the fourth month. Thirteen patients
(81.25%) had hyperuricemia. The 24-hour UUA followed the same pattern as that of UACI but showed no statistical
significance. There were no changes in serum creatinine or creatinine clearance. One patient had arthralgia, and
another developed tuberculous arthritis.

Conclusions: The hyperuricemic effect of pyrazinamide and ethambutol was due primarily to a decrease in UACI,
which was reversible, and had no negative effect on the renal function. Arthralgia was uncommon and required no
specific treatment.
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Hematology And Oncology
eb;ﬁb al byl

Long-term coffee consumption and risk of gastric cancer
Barall (Uajw phadg ady) Jash 598l Joli (e ABMal)

Zeng SB, et al.
Medicine (Baltimore) 2015 Sep;94(38):e1640.

Association between coffee consumption and gastric cancer risk remains controversial. Hence, we performed a meta-
analysis to investigate and quantify the potential dose-response association between long-term coffee consumption
and risk of gastric cancer. Pertinent studies were identified by searching PubMed and Embase from January 1996
through February 10, 2015 and by reviewing the reference lists of retrieved publications. Prospective cohort studies
in which authors reported effect sizes and corresponding 95% confidence intervals (CIs) of gastric cancer for 3 or
more categories of coffee consumption were eligible. Results from eligible studies were aggregated using a random
effect model. All analyses were carried out using the STATA 12.0 software. Nine studies involving 15 independent
prospective cohorts were finally included. A total of 2019 incident cases of gastric cancer were ascertained among
1,289,314 participants with mean follow-up periods ranging from 8 to 18 years. No nonlinear relationship of coffee
consumption with gastric cancer risk was indentified (P for nonlinearity=0.53; P for heterogeneity=0.004). The
linear regression model showed that the combined relative risk (RR) of every 3 cups/day increment of total coffee
consumption was 1.07 (95% CI=0.95-1.21). Compared with the lowest category of coffee consumption, the RR of
gastric cancer was 1.18 (95% CI=0.90-1.55) for the highest (median 6.5cups/day) category, 1.06 (95% CI=0.85-
1.32) for the second highest category (median 3.5cups/day), and 0.97 (95% CI=0.79-1.20) for the third highest
category (median 1.5cups/day). Subgroup analysis showed an elevated risk in the US population (RR=1.36, 95%
CI=1.06-1.75) and no adjustment for smoking (RR=1.67, 95% CI=1.08-2.59) for 6.5cups/day. Current evidence
indicated there was no nonlinear association between coffee consumption and gastric cancer risk. However, high
coffee consumption (more than 6.5cups/day) might increase the risk of gastric cancer in the US population. More
high quality studies were warranted to further investigate the association.
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Targeting the tumor microenvironment to improve
natural Killer cell-based immunotherapies
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Murray S, et al.
Hum Vaccin Immunother 2015 Sep 24:0.

Natural killer (NK) cell immunotherapies that target solid tumors require NK cells in the proper place, at the right
time, with optimal function and a susceptible target cell. Basic research and clinical correlative studies have provided
evidence, for certain malignancies, that intratumoral NK cells delay tumor progression. Whether NK cells exert
anti-tumor effects for solid tumors is determined by a number of factors including homing and activating receptor
expression by NK cells themselves and the sensitivity of tumor cells to be targets of NK cell cytolysis, which depends
on the chemokine and NK cell-inhibitory and activating receptor ligand expression by tumor cells. Chemotherapeutic
agents that increase NK cell-activating receptor ligands on tumor cells have been clinically promising as well as ectopic
gene expression in NK cells with factors that overcome the suppressive mechanisms of the tumor microenvironment
(TME). Identifying agents that decrease myeloid-derived suppressor cells (MDSC) or T regulatory (Treg) cell
frequencies or function would be important to co-administer with adoptively transferred NK cells to ameliorate
immunosuppressive TMEs. Thus, studies indicate that critical factors for NK cell immunotherapies targeting the
TME:s are: being in the right place at the right time, with resilience.
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Urology And Nephrology
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Increased risk of end-stage renal disease (ESRD) requiring chronic dialysis
is associated with use of nonsteroidal anti-inflammatory drugs (NSAIDs)
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Chang YK, et al.
Medicine (Baltimore) 2015 Sep;94(38):e1362.

It is known that many medical adverse events can be caused by nonsteroidal anti-inflammatory drugs (NSAIDs);
however, epidemiologic evidence has not granted an affirmative relationship between NSAID use and the risk of
end-stage renal disease (ESRD). We aimed to investigate the relationship in a Chinese population between short-term
NSAID use and development of ESRD requiring chronic dialysis. A retrospective case-crossover design was used in
this study. Using the Taiwanese National Health Insurance database, we identified 109,400 incident chronic ESRD
patients with dialysis initiation from 1998 to 2009. For each patient, we defined the case period as 1 to 14 days and
the control period as 105 to 118 days, respectively, before the first dialysis date. Detailed information about NSAID
use was compared between the case and control periods. We calculated odds ratios (ORs) and their 95% confidence
intervals (Cls) using a conditional logistic regression model. NSAID use was found to be a significant risk factor
associated with dialysis commencement. The adjusted OR was 2.73 (95% CI: 2.62-2.84) for nonselective NSAIDs
and 2.17 (95% CI: 1.83-2.57) for celecoxib. The OR reached 3.05 for the use of acetic acid derivatives. Compared
with the oral forms, significantly higher risks were seen in parenteral NSAID use (OR: 8.66, 95% CI: 6.12-20.19).
NSAIDs should be prescribed with caution, especially for those in ESRD high-risk groups.
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Dermatology
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Propranolol therapy for the treatment of genital infantile hemangioma
Aall) 4 i) dilegll )81 Aallaa 2 propranolol alaiia)

Tran C, et al.
J Urol 2015 Sep 20.

Purpose: Genital infantile hemangiomas (IH) are vascular anomalies often requiring complex management and
interdisciplinary care. Propranolol was first used for treatment of IH in 2008 and has since gained acceptance as first
line therapy.

Materials and methods: We reviewed the presentation, course, management, and outcomes of all cases of genital
IH treated with propranolol at a single institution from April 2010 to July 2014.

Results: During the study period, 9 patients with genital IH were referred to the Hemangioma Treatment Clinic.
Propranolol was initially administered under careful outpatient monitoring at a dose of 1 mg/kg/day in 8 patients.
One patient, a 700 gram premature infant, was started on therapy in the inpatient setting at 0.5 mg/kg/day, given her
history of prematurity. All patients were successfully escalated to a dose of at least 2 mg/kg/dose for the observation
phase after tolerating their starting doses. One patient discontinued propranolol prematurely per parental request
due to parental concern over peripheral vasoconstriction. Otherwise, no patient developed significant hypotension,
symptomatic bradycardia, hypoglycemia, or other major side effect requiring treatment discontinuation. All patients
who continued the treatment protocol had excellent response to therapy.

Conclusions: Propranolol therapy for genital IH was successfully initiated and escalated in 9 young children without
significant side effects and with marked improvement in genital IH in all patients who continued on treatment.
Propranolol is the only FDA-approved therapy for treatment of this vascular anomaly and should be considered first-
line therapy for genital TH.
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Otorhinolaryngology
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Protection from blood aerosol contamination when managing epistaxis
dileyl) eVla i INA A gadll AMAIl Eiglil) e Agl8l)

Baig S, et al.
Ear Nose Throat J 2015 Sep;94(9):394-8.

The danger to healthcare personnel of acquiring a blood-borne infection accidentally transmitted by a patient is
well known. Such an infection can have serious and career-altering implications. Epistaxis, which is the most
common emergency seen in ENT practice, poses a great risk of contaminated blood being spattered on the face of the
attending medical provider. Areas of possible contamination include the mucosa of the nasal passages, oral cavity,
and conjunctiva. Various strategies to prevent contamination have been described in the literature, most of which
involve the wearing of protective equipment by the healthcare provider. We conducted a prospective, randomized
study of 60 epistaxis patients to determine if a simple surgical mask warn by the patient over his or her mouth would
protect the treating physician from aerosolized blood contamination. We found evidence of significant blood splashes
on the physician in 8 of the 30 cases (26.7%) in which the patient did not wear a mask, compared with only 4 cases
(13.3%) when the mouth mask was worn. We therefore conclude that a patient mouth mask is a simple, inexpensive,
and effective way to minimize the risk of aerosolized blood contamination during the treatment of epistaxis.
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Management of venous pulsatile tinnitus
with normal otoscopic findings

O il Lmdal) cilagagall cld () gay6l) Guilal) CNa

JinL, et al.
Ear Nose Throat J 2015 Sep;94(9):386-92.

We conducted a retrospective study to analyze the therapeutic effects of ligation of the internal jugular vein in a
series of adults with pulsatile tinnitus of venous origin. Our study group was made up of 12 patients-all women, aged
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27 to 61 years (mean: 40+6.1)-who had been diagnosed with venous pulsatile tinnitus and who were treated with
jugular vein ligation. Follow-up had been conducted by telephone interviews for 1 to 6 years postoperatively to assess
tinnitus status over the long term. Seven patients achieved complete relief of their tinnitus immediately after surgery,
but 5 of them experienced a recurrence within 2 years. The remaining 5 patients received no relief from surgery,
including 1 patient who actually experienced a worsening of her tinnitus to the point that it became an intolerable
roar. We conclude that treatment of pulsatile tinnitus of venous origin by ligation of the internal jugular vein should
be avoided because of poor outcomes and in view of the possibility of complications.
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Psychiatry

L;“ém kal)

Reduced brain cannabinoid receptor availability in schizophrenia
aladll el 8 L) b cannabinoid dliiuae B¢ aals

Ranganathan M, et al.
Biol Psychiatry 2015 Aug 29.

Background: Several lines of evidence suggest the presence of abnormalities in the endocannabinoid (eCB) system
in schizophrenia (SCZ). However, there are limited in vivo measures of the eCB system in SCZ.

Methods: Twenty five male SCZ subjects (SCZs) (18 antipsychotic treated and 7 antipsychotic free) were compared
with 18 age-matched male healthy control subjects (HCs). Subjects underwent one positron emission tomography
scan each with the cannabinoid receptor-1 (CB1R) selective radiotracer [''C]OMAR on the high resolution research
tomography scanner. Regional volume of distribution (V) values were determined using kinetic modeling of
positron emission tomography data as a measure of CBIR availability. Group differences in mean composite [''C]
OMAR V _ values were compared between SCZs and HCs. Exploratory comparisons of CBIR availability within 15
brain regions were also conducted. All analyses were covaried for age and body mass index.

Results: SCZs showed significantly (p=0.02) lower composite [''CJOMAR V_ relative to HCs (~12% difference,
effect size d=0.73). [''CJOMAR V_ was significantly (all ps<0.05) lower in SCZs in the amygdala, caudate, posterior
cingulate cortex, hippocampus, hypothalamus, and insula. Composite [ 1 ]OMAR VT was HCs> antipsychotic treated
SZCs> antipsychotic free SZCs. Furthermore, composite [''CJOMAR V_ was greater in HCs than SCZ smokers
(n=11) and SCZ nonsmokers (n=14).
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Conclusions: CBIR availability is lower in male SCZ subjects compared with HCs. Furthermore, antipsychotics and
tobacco use may increase CB1R availability in this population. The findings of the study provide further evidence
supporting the hypothesis that alterations in the eCB system might contribute to the pathophysiology of SCZ.
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Differentiating the bipolar disorders
from borderline personality disorder
Laal) i) Qi) oo el Al cllasy)

Bayes AJ, et al.
Acta Psychiatr Scand 2015 Oct 3.

Objective: To identify features differentiating bipolar disorder (BP) from borderline personality disorder (BPD) and
with each condition variably defined.

Method: Participants were assigned a BP or BPD diagnosis on the basis of DSM criteria and, separately, by clinical
judgment, and undertook a diagnostic interview and completed self-report measures.

Results: Predictors of BPD status varied according to diagnostic decisions, but with the most consistent items being
childhood sexual abuse, childhood depersonalization, personality variables relating to relationship difficulties and
sensitivity to criticism, and the absence of any BP family history. Across diagnostic groups, personality measure
items alone predicted diagnostic allocation with an accuracy of 81-84%, the refined study variables other than hypo/
manic features improved the classification rates to 88%, and when the presence or absence of hypo/manic features
was added, classification rates increased to 92-95%.

Conclusin: Study findings indicate that BPD can be differentiated from BP with a high degree of accuracy.
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Ophthalmology
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Connexin43 in retinal injury and disease
4l alidly (bl 4 Connexind3 s

Danesh-Meyer HV, et al.
Prog Retin Eye Res 2015 Sep 30.

Gap junctions are specialized cell-to-cell contacts that allow the direct transfer of small molecules between cells. A
single gap junction channel consists of two hemichannels, or connexons, each of which is composed of six connexin
protein subunits. Connexin43 is the most ubiquitously expressed isoform of the connexin family and in the retina it
is prevalent in astrocytes, Muller cells, microglia, retinal pigment epithelium and endothelial cells. Prior to docking
with a neighboring cell, Connexin43 hemichannels have a low open probability as open channels constitute a large,
relatively non-specific membrane pore. However, with injury and disease Connexin43 upregulation and hemichannel
opening has been implicated in all aspects of secondary damage, especially glial cell activation, edema and loss of
vascular integrity, leading to neuronal death. We here review gap junctions and their roles in the retina, and then
focus in on Connexin43 gap junction channels in injury and disease. In particular, the effect of pathological opening
of gap junction hemichannels is described, and hemichannel mediated loss of vascular integrity explained. This latter
phenomenon underlies retinal pigment epithelium loss and is a common feature in several retinal diseases. Finally,
Connexin43 channel roles in a number of retinal diseases including macular degeneration, glaucoma and diabetic
retinopathy are considered, along with results from related animal models. A final section describes gap junction
channel modulation and the ocular delivery of potential therapeutic molecules.
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