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Ethical Principles

Theethical principlesthat govern medical practice should act asaframework when making medical decisions. When
ethical dilemmas arise the best approach isto think through these ethical principleslogically and methodically.

Beneficence and Non-maleficence

Beneficence: is the act of “doing good” while non-maleficence is the act of “not doing bad”. In practical terms,
medical practitioners have an ethical responsibility to strive to do what is in the best interests of their patients.
However, it is important to remember that some medical interventions may seem beneficial but may also carry with
them the possibility of causing harm.

Autonomy and Consent

Autonomy: isthe right of a patient to make an informed, unforced decision about their own health management.
For patients to have autonomy, they must have the capacity to receive, retain and repeat the information that is given
to them, provided the information is complete and given to them in a manner that they can understand.

Consent: isan extension of autonomy and has many types. Implied consent is when a doctor assumes that certain
actions or body language from a patient imply that the patient has consented to the planned action of the doctor.
Expressed oral consent is when a patient has verbally given the doctor permission to proceed with the intended
action. Expressed written consent is documented evidence that the patient has, usually with asignature, given consent
to aprocedure. Written consent should only be obtained after oral consent. Fully informed consent is consent given
after being given all the information about the procedure.

Truth-telling

The ethical principle of Truth-telling isthe processin which adoctor givesthe patient all known information about
their health. It allows the patient to be fully-informed and, therefore, allows for the ethical principles of autonomy
and consent.

Confidentiality

The ethical principle of confidentiality ensures that the medical information held about a patient is accessible only
to those to whom the patient has given access via autonomous and full-informed consent. In order to achieve trust
between medical professionals and their patients, confidentiality must be maintained.

Preservation of life
The ethical principle of preservation of lifeisawill to treat a patient’s illness with the aim of prolonging life.

Justice
Justice refers to the distribution of things and positions of people within society. In a medical setting, justice
involves the allocation of health-care resourcesin afair way.

Professor M. Hisham Al-Sibai
Editor-in-chief
Secretary General of the Arab Board of Health Specializations
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ABSTRACT Methods: Thestudy involved 302 patientsadmitted for
acute NSTEMI who underwent cardiac catheterization.

Objective: Theaimof present study wasto investigate The primary end-point was the observation of coronary
the prevalence, predictors and prognosis in patients arteries without significant stenosis, and the secondary
with non ST-elevation myocardial infarction (NSTEMI) end-point was death or myocardial infarction within 6
without significant coronary artery Stenosis. months. In evaluating the secondary end-point, a control

*Bayan Alnajm, Master degree in Cardiology, Cardiology Division, Internal Medicine Department, Aleppo University Hospital, Aleppo, Syria.
E-mail: bayana najm@hotmail.com; munzersh@yahoo.com.
*Mahmoud Mardnli, PhD, Professor of Cardiology, Cardiology Division, Internal Medicine Department, Aleppo University Hospital, Aleppo, Syria
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group of 88 patientswith a normal troponin level and no
significant coronary artery stenosis who were admitted
for chest pain during the same period was included.

Results: Thirty three patients (10.9%) had coronary
arteries without significant lesions. The predictors
were: female sex (odds ratio [OR]=3, p=0.006), age
<55 years (OR=2.8, p=0.01), and the absence of ST-
segment depression (OR=2.6, p=0.04). The absence
of significant coronary artery stenosis decreased the
probability of death or myocardial infarction during
follow-up (hazard ratio=0.4, 95% confidence interval:
0.3-0.9; p=0.02). Among all patients without significant
stenosis (n=121), there was no difference in the event
rate between those with elevated and normal troponin
levels.

Conclusions: In NSTEMI, female sex, age<55
years and the absence of ST-segment depression were
all associated with coronary angiography showing no
significant stenosis. The prognosis in these patients was

good.

INTRODUCTION

The rupture of an atheromatous plague in association
with a variable degree of thrombosis in relation to a
local inflammatory process, is the underlying origin of
acute coronary syndrome.*® Although acute myocardial
infarction is generally associated with obstructive
coronary artery disease, between 8% and 12% of patients
have norma coronary arteries.** The differences in
prevalence between published series arise, in part, from
the characteristics of the population included, such as
the type of infarction (with or without ST elevation),
whether troponin levels are used to define the infarction.
In terms of prognosis, it is better than patients with
obstructive coronary artery disease, there is a lack of
agreement on how benign the diseaseis.”%%* The lack of
acontrol group to compare with, the natural history has
probably helped fuel this controversy.

The objective of our study was to anayze the
characteristics related to coronary angiography
showing no significant stenosis in a consecutive series
of patients with non-ST elevation myocardial infarction
(NSTEMI), who underwent cardiac catheterization.

In addition, follow-up was conducted and the factors
related to prognosis were analyzed. Finaly, the disease
course was compared with that of a control group of
patients who were admitted for chest pain of possible
coronary origin and who had normal troponin levelsand
normal coronary arteries.

METHoDS

Study design: Prospective cohort study included
adult patients who were admitted to Aleppo University
Heart Hospital between January 2012 and April 2013.

Study group: It included 302 patients who admitted
to Aleppo University Heart Hospital for chest pain with
diagnosis of NSTEMI between January 2012 and April
2013. Thefollowing criteria had to be met for inclusion
in the study:

(1) no persistent ST elevation in the initia
cardiogram.

(2) elevated troponin T in serial measurements on
arrival at hospital and 8-12 hours after the onset of
pain.

(3) no prior history of significant coronary artery
stenosis determined by coronary angiography.

In our hospital, the upper limit of normal troponin
T is 0.1 ng/ml. The management of the patients and
the indication for catheterization were according to the
judgment of the attending cardiologist.

Prognosis in patients with NSTEMI and normal
coronary arteries was compared with that of a control
group of 88 consecutive patients who were admitted
duringthesameperiodfor chest painof possiblecoronary
origin according to the judgment of the cardiologist on
duty. These patients had normal troponin T levels, and
the coronary angiography performed and showed lack
of significant coronary stenosis.

All patients gave informed consent. This study was
approved by the committee on Human Research of our
university.

The following clinical variables were recorded for
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each patient; including coronary risk factors (age,
smoking habit, hypertension, hypercholesterolemia,
diabetes mellitus, family history), history of myocardial
infarction, peripheral artery disease, stroke, and
prior antiplatelet therapy. ST-segment depression
was recorded if more than 1 mm decrease occurred,
compared to the initial electrocardiogram (ECG). In
all patients, creatinine was measured on admission and
renal failure defined as levels greater than 1.3 mg/dl
Coronary artery stenosis was considered significant if it
exceeded 50% in one of the 3 main epicardial arteriesor
the left main coronary artery.

The primary objective was to analyze the predictive
factors predictive of the absence of significant coronary
stenosis (>50%). The secondary objective was to
determine the total mortality or acute myocardia
infarction during follow-up. The follow-up period was
6 months.

Statistical analysis: The variables associated with
the primary objective were analyzed using the x? test.
In order to transform age into a qualitative variable,
its association with the primary outcome measure was
analyzed using quartiles and the cut point corresponding
totheupperlimitofthefirst quartile (55 years) was chosen
for its greater discriminative power. A multivariate
logistic regression analysis was subsequently performed
with the variables that were associated with the primary
endpoint in the univariate analysis with p<0.1. The entry
criterion in the model was p<0.05. Oddsratios (OR) and
95% confidence intervals (CI) were calculated. For the
secondary objective, an univariate analysis using a x> test
was performed, along with a multiple Cox regression
(backward conditional method) with the variables of
prognostic value in the univariate analysis. The hazard
ratio (HR) and corresponding 95% confidence intervals
(CI) were calculated. Statistical significance was set at
p-value less than 0.05. The SPSS datistical analysis
program, version 17 (SPSS Inc., Chicago, lllinais,
USA) was used.

RESULTS

The study group consisted of 302 patients with non-
ST-elevation acute myocardial infarction (NSTEMI).

The mean age was 57.2+8.4 (range 42-78 years), 131 of

them were women (43.4%).

Characteristic No. (%)
Total number of patients 302
Age (mean+SD) years 57.2+8.4
Men 171 (56.6%)
Women 131 (43.4%)
Smoking 100 (33.1%)
Diabetes mellitus 131 (43.4%)
Hypertension 162 (53.6%)
Hypercholesterolemia 66 (21.9%)
Peripheral artery disease 30 (9.9%)
Creatinine on admission (mean+SD) 1.02+0.22
ST-segment depression 138 (45.7%)
Prior antiplatelet use 92 (30.5%)
Heart failure 37 (12.3%)
Family history of ischemic heart disease 47 (15.6%)
History of myocardial infarction 23 (7.6%)
History of stroke 20 (6.6%)

Table 1. The characteristics of the study population.

Table 1 shows the characteristics of the study
population. Lack of significant coronary stenosis were
observed in 33 patients (10.9%; 95% CI, 8.6-13.2).
Twenty-five patients (8.2%) died during follow-up, 40
patients (13.2%) had acute myocardia infarction, and
56 patients (18.5%) had acute myocardial infarction or
death, Table 2.

Factors related to lack of significant coronary
stenosis: Female sex was the variable most strongly
associated with absence of significant coronary stenosis
(OR=3; 95% ClI, 1.3-6.8; p=0.006). Other variables
were age less than 55 years (OR=2.8; 95% ClI, 1.2-6.7;
p=0.01), absence of ST-segment depression in the ECG
(OR=2.6; 95% ClI, 1.1-6.5; p=0.04), Table 3.

Prognosis of acute non-ST-elevation myocardial
infarction without significant coronary stenosis: In
the NSTEMI population, the lack of significant coronary
artery stenosiswas associated with alower rate of death
or infarction during follow-up (3% vs 20.4%; p=0.007)
after adjusting for other variables of prognostic value
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(HR=0.4; 95%Cl, 0.3-0.9; p=0.02). Theother associated
variables were age (per year, HR=1.2; 95% ClI, 1.0-
1.2; p=0.001), heart failure on admission (HR=3; 95%
Cl, 1.4-3.8; p=0.004), and prior myocardial infarction
(HR=2.1; 95% CI, 1.2-2.7; p=0.01).

The outcomes for the patients with NSTEMI without
significant coronary stenosis were compared with
those of the control group. Table 4 shows the baseline
differences between the two groups.

During follow-up, among the entire population
of patients with lack of significant coronary stenosis

(n=121), 4 patients (3.3%) died or had myocardial
infarction. Rates of (death and myocardia infarction)
in the subgroup with elevated troponin and normal
troponin were (3% vs 3.4%; p=0.7).

DISCUSSION

In our study, we found that 10.9% of the patients
with NSTEMI lacked significant coronary stenosis
according to the coronary angiogram procedure. Female
sex, younger age, absence of presentation without ST-
segment depression in the ECG were the variables
associated with coronary angiography showing no

Without coronary

With coronary

VETELE stenosis (n=33) | stenosis (n=269) PREIE
Age 52.8+5.8 57.8+8.5 0.002
Women 21 (63.6%) 110 (40.8%) 0.01
Smoking 10 (30.3%) 90 (33.4%) 0.44
Hypertension 14 (42.4%) 148 (55%) 0.11
Hypercholesterolemia 5 (15.1%) 61 (23%) 0.22
Diabetes mellitus 6 (18.1%) 125 (46.4%) 0.001
Peripheral artery disease 1 (3%) 29 (10.8%) 0.13
Creatinine on admission 0.96+0.26 1.03+0.32 0.24
ST-segment depression 7 (21.1%) 131 (48.7%) 0.002
Prior antiplatelet use 5 (15.1%) 87 (32.3%) 0.02
Family history of ischemic heart disease 3 (9%) 44 (16.3%) 0.42
History of myocardial infarction 1(3%) 22 (8.1%) 0.25
Heart failure 5 (15.1%) 32 (11.9%) 0.37
History of stroke 2 (6%) 18 (6.9%) 0.62
Acute myocardial infarction during follow-up 1(3%) 39 (14.4%) 0.04
Death during follow-up 0 (0%) 25 (9.2%) 0.04

Table 2. The differences in the baseline characteristics between patients with and
without significant coronary stenosis.

Variable OR (95% ClI) p-vaue
Female sex 3(1.36-6.8) 0.006
Age <55 years 2.8(1.2-6.7) 0.01
No ST-segment depression in ECG 2.6 (1.1-6.5) 0.04

Table 3. Variables associated with coronary arteries without significant stenosis.
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Variable NSTEMI (n=33) Control group (n=88) p-vaue
Age (meanSD) years 52.8+5.8 58.6+7.8 0.09
Women 21 (63.6%) 44 (50%) 0.1
Smoking 10 (30.3%) 23 (26.1%) 0.4
Hypertension 14 (42.4%) 38 (43.2%) 0.55
Hypercholesterolemia 5(15.1%) 13 (14.8%) 0.48
Diabetes mellitus 6 (18.1%) 18 (20.5%) 0.5
Peripheral artery disease 1(3%) 4 (4.5%) 0.58
Creatinine on admission 0.96+0.26 0.98+0.32 0.2
ST-segment depression 7 (21.1%) 19 (21.6%) 0.5
Prior antiplatelet use 5 (15.1%) 10 (11.4%) 0.24
Family history of ischemic heart disease 3 (9%) 10 (11.4%) 0.5
History of myocardial infarction 1 (3%) 2 (2.3%) 0.6
Heart failure 5 (15.1%) 9 (10.2%) 0.09
History of stroke 2 (6%) 8 (9.1%) 0.45

Table 4. Baseline differences between patients with non-ST-elevation
myocardial infarction and control group.

significant lesions. The long term prognosis of this
population was good.

Prevalence of NSTEMI and normal coronary
arteries: The frequency of myocardia infarction and
normal coronary arteries reported in the literature
ranges from 8% to 12%.** In our study, we found that
10.9% of the patients with NSTEMI lacked significant
coronary stenosis.

Pursuit study® reported that 8.6% of patients had
insignificant coronary stenosis whereas Cortell et al*®
found that 13% had coronary arteries without significant
lesions.

Factors predictive of acute non-ST-elevation

myocardial infarction with lack of significant
coronary stenosis: In our study, female sex was the
variable most strongly associated with absence of
significant coronary artery stenosis. Other associated
factors were age less than 55 years and absence of ST-
segment depression inthe ECG. Ageand female sex are
the predictive variables detected in other studies.”016.17

Pursuit study® reported that the strongest multi-

variable predictors of insignificant coronary artery
stenosis were female sex and younger age which is
similar to our results, and lack of current/recent smoking
which is dissimilar to our results, this difference could
be explained by the little number of patients in our
study.

Cortell eta' found that the predictors of insignificant
coronary artery stenosis were female sex, age <55 years
and the absence of ST-segment depression which is
similar to our results, and the absence of diabetes or
previous antiplatelet treatment which is dissimilar to
our results.

Prognosis: The lack of significant coronary artery
stenosis was associated with better prognosis within
the NSTEMI population. While there is an agreement
about the lower risk in patients with NSTEMI who have
insignificant coronary artery stenosis,’ their prognosis
in the long term is subject of some debate.”*>*® Thus,
some series question the good prognosis of these
patients.®'21¢ In our study, the long-term prognosis was
better than that of the remaining patients with NSTEM|
and similar to those of patients with chest pain, without
elevated troponin levels and coronary angiography
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showing no significant stenosis. These data reinforce
the good prognosis of this entity.

In our study, the lack of significant coronary artery
stenosis was associated with a lower rate of death or
infarction during follow-up (3% vs 20.4%), (p=0.007).

In Pursuit study,’® the inhospital rates of death were
0.65% for patients with insignificant CAD compared
with 2.36% for patients with CAD (p=0.0001), whereas
in Cortell et a study® the rate of death or infarction
during follow-up was (6% vs 27%; p=0.0001).

However, our findings identify a distinct population
that requires continued research focus for a better
understanding of the underlying pathophysiology.

The limitations were that the primary objective was
to analyze the variables predictive of coronary arteries
without significant stenosis, patients with a prior
documented history of coronary artery stenosis were
excluded. In addition, catheterization was indicated
according to thejudgement of the attending cardiol ogist.
All these factors might have influenced the proportion
of patients whose coronary angiogram showed no
significant stenosis. Finally, the small number of
patients in the group without significant coronary artery
stenosis (n=121), where comparison is made between
the subgroup with NSTEMI and the control group with
normal troponin, meansthat any conclusionsconcerning
the relationship with the prognostic value of troponin
should be drawn with caution.

CONCLUSIONS

In NSTEMI, femae sex, age<b5 years and the
absence of ST-segment depression were all associated
with coronary angiography showing no significant
stenosis. The prognosisin these patients was good.
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ABSTRACT

Objective: Heart diseasesrepresent some of prevalent
diseases among live births and later in older children
and remained the leading cause of death mainly those
resulted from congenital malformations. Our aimwasto
identify the prevalence of heart diseae among children

8 ayally (ls AayDlia

referred because of various reasons and clinical
manifestations.

Methods: A retrospective cross-sectional study of all
outpatient and inpatient children who were reffered or
consulted for echocardiography with suspecion of heart
disease where clinical with certain other data were
collected. They were classified into two groups. Group

*Dlair AK. Chalabi, MBChB, CABP, FICMS, Assistant Professor, Consultant Pediatrician, Pediatric Department, Hawler Medical College, Erbil, Irag.

Email: dulair_chal abi @yahoo.com

*Saba Andrews Bakury, MBChB, Senior Pediatrician. DCH-Cardiology unit, Rapareen Teaching Hopsital, Erbil, Iraqg.
*Sasan Loga Hanna, MBChB, FICMS, Senior Lecturer, Pediatric Department, Hawler Medical College, Erbil, Irag.
*AbbasA. Al-Rabaty, MBChB, CABP, Pediatric Professor, Hawler Medical College, Erbil, Iraqg.



Journal of the Arab Board of Health Specializations VVol.15, No.2, 2014

A those with no heart diseae,Group B those with heart
disease.

Results: Among 1366 children included in this study,
594 (43.6%) had no evidence of heart disease confirmed
by echocariography while 771 (56.4%) had underlying
heart disease. Most of patients diagnosed with heart
disease where below age of 1 year with nearly equal
male: female ratio in frequency. Isolated Ventricular
Septal Defect (mainly small VSD) was the commonest
heart disease among those patients, while AV defect
(Atrioventricualr) and PDA (Patent Ductus Arteriosus)
were the commonest heart disease among children with
Down's syndrome and prematurity respectively.

Conclusions: The risk of heart disease including
congenital heart diseaseincreasein female (odds ration
of 1.39) and in those with dwon syndrome and preterm
babies.

INTRODUCTION

Congenital and acquired heart diseases contribute
significantly to the disease-related morbidity and
mortality in children, especially in the first year of
life.! The recognition of heart disease in children can
be challenging, because children often have a limited
repertoire of presenting signs and symptoms. Many
cardiac disease states can mimic the more common
illnesses of childhood, such as bronchialitis, reactive
airway disease, and sepsis. The diagnosis of heart
disease can be especially difficult when -children
present at institutions that do not specialize in pediatric
health care and are without ready access to pediatric
echocardiography.t

In previously published retrospective series, the
incidence of sudden unexpected death (SUD) resulting
from all causes among children varied between 1.3 and
6.2 cases per 100 000 population per year, of which
cardiac cases represented up to 25%,*’ ranging from
0.08to 1.3 cases per 100 000 population.*” . Therelative
predominance of cardiac causes of death in the pediatric
population is reported to increase with age, with heart
disease causing 19% of all SUDsin the 1- t013-year-old
age group and up to 30% in the 14- to 21-year-old age
group.* It also seems that the frequency of SUD among
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adolescents and young adultsisincreasing, although the
reasons are unclear.?

Congenital heart disease (CHD) defined as an
abnormality in cardio circulatory structure or function
that is present at birth, even if it is discovered later.®

The reported incidence of congenital heart diseaseis
8-10/1000 live births according to various series from
different part of theworld. Itisbelieved that theincidence
has not changed much over the years. Nearly 33% to
50% of these defects are critical, requiring intervention
in the first year of life itself.* Although congenital
cardiac malformations may be classified in various
ways, a clinically useful classification is based on two
clinical features: the presence or absence of cyanosis
and the type of pulmonary vascularity as determined by
chest X-ray (increased, normal, or diminished).®

Simple congenital heart disease describes
uncomplicated anatomic defects or shunt lesions that
are not associated with other cardiovascular anomalies.
Anatomic delineation of complex CHD is just that
complex. No assumptions should be made regarding
anatomy; segments (atria, ventricles, and great
vessels), intersegmental connections (atria-to-ventricle
and ventricle-to-great vessel), and venous structures
(systemic and pulmonary) must clearly be defined.
The CMR imager needs to be aware of the spectrum
of complex CHD aong with the myriad of surgical
reconstructions that can be performed to accomplish
this successfully.®

Simple CHD includes ventricular septal defect, atrial
septal defect, pulmonary stenosis, aortic stenosis, patent
ductus arteriosus and coarctation of the aorta. Complex
CHD were classified as tricuspid atresia, truncus
arterious, pulmonary atresia and severe hypoplasia,
heterotaxy syndromes, common atrium, hypoplastic
|eft-heart syndromes, single ventricleand/or doubleinlet
ventricle, corrected transposition of the great arteries,
dextrocardiawith CHD, and severe Ebstein anomaly.”

There are 8 common congenital heart lesions
Ventricular septal defect (VSD), Atrial Septal Defect
(ASD), PDA, coarctation of aorta, Tetralogy Of
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Falot (TOF), Transposition of Great Arteries (TGA),
Pulmonary Stenosis (PS) and Aortic Stenosis (AS), all
together make up to 90% of al cases. The remaining
10% consists of more complex anomalies.®

Ventricular septal defect (VSD) is the most common
cardiacmalformationaccountfor 25% of congenital heart
disease while ASD, PDA and coarctation are considered
the next most common congenital heart diseases and
each lesion forms about 8-10% of all congenital heart
diseases.® Tetralogy of Fallot is the most common
cyanotic congenital heart disease accounts for 6-8% of
the whole CHD and TGA for 5-6% of these diseases.®
The incidence of VSD in al live briths is approximatly
1.5 to 3.5 per 1000 term infants and 4.5 to 7 per 1000
premature infants, the lower prevalence in adults with
CHD isinlarge part dueto spontaneous closure of many
defects.VSD is dlightly more common in females. In
the majority of patients with VSD (>95%), the defect is
unassaciated with achromosomal abnormality although
VSD is the most common lesion in most chromosomal
syndromes including the trisomy 13, trisomy 18, and
trisomy 21 groups.®

METHoDS

Study site: Rapareen Teaching Hospital for pediatrics
is the only specialized hospital for pediatric age group
in Erbil city (north of Irag); it provides secondary-level
health care to the general population in Erbil city and
other cities in North of Iraq. Echocardiography done
for al patients referred to oupatient clinic (three times
weekly) or on requests for inpatient cases in same
hospital or nearby Neonatal Unit/Maternity Hospital.

Study design and patients: An analytical cross-
sectional study was undertaken in Raparin Teaching
Hospital and Neonatal Unit/Maternity Teaching
hospital with 1366 children at different age groups
who were referred by primary heath centers or by
pediatricians (inpatient, intensive care unit and neonatal
units) with suspicion of heart disease over a period of
around 3 years and 3 months, from 1st Septemebr 2008
to end of January 2012 were recruited. The inclusion
criteria were al children with suspected heart disease
due to many reasons (cyanosis, dysmorphic facies,

11

congenital anomalies, infant of diabetic mother,
accidental discovery of murmur, radiological evidence
of cardiomegaly,...). Neonates and children with cardiac
arrhythmias, bicuspid aorticvalve, patent foramenovale,
cardiac tumors and thrombus or those with unrevealed
data were excluded from the stduy. Those undergone
corrective surgery or interventional catheterization or
those with isolated bicuspid aortic valve (not associated
with other anomalies) were not included in this study.

Informations were collected from parents via a face-
to-face interview. This included the child’'s age, sex,
residence and reason for referral. Oral consent wastaken
from the parents of each child enrolled in the study. A
cardiovascular system examination was done.

Echocardiographic examination was performed on
Diasonics, cardio- imaging phased array ultrasonograph
with an inbuilt m-Mode, 2D, black and white color
Doppler. Standard supine with head extended and
left lateral positions were used to achieve parasternal,
apical, subcostal and suprasternal views. Patients were
classified into two groups: Group A included those with
no heart disease, Group B included those with heart
diseases, and both groups were compared regarding
certain relative risks.

Statistical analysis SPSS, version 18.0 was used for
analysis. We used the t-test to compare means and the
chi-squared test for categorical variables to check the
rel ationship between certain variables among those who
had heart disease and those who had not. p-values <0.05
were considered statistically significant. Odds ratios
(OR) were used to estimate the risk of ARI for certain
variables with 95% confidence interval (Cl).

Prevalence ratio was computed as ratio of the
prevalence of the attribute of interest in those exposed
to the risk factor relative to the prevalence in those
unexposed.

RESULTS
Among 1366 children included in this study, 594

(43.6%) withamean ageof 28.35monthshad noevidence
of heart disease confirmed by echocardiography (Group
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A), while 771 (56.4%) with a mean age of 24.41 had
underlying heart disease, Group B (independent T test
was not significant, p-value=0.071). Most of patients
diagnosed with heart disease where below age of 1 year
(Table.1l) and it is statistically highly significant. Males
constitute 53.4% (412 of 771 pateints diagnosed with
CHD), while females 46.6% (359).

IsolatedVSD (mainly small V SD) wasthe commonest
heart disease among those patients (group B) and its
frequency was more if included those with associated
another defect, PDA was the second commonest heart
disease as shown in Table 2.

The prevalence of heart disease among patients with

Group A (n=595) Group B (n=771) p-value
Newborn 77 (12.9%) 139 (18.0%)
<1year 252 (42.4%) 374 (48.5%)
A%e | 15years 177 (29.7%) 152 (19.7%) < 0.001
6-10 years 66 (11.1%) 60 (7.8%)
>10 years 23 (3.9%) 46 (6.0%)

Table 1. Group A (no heart disease) versus Group B (with heart disease) at different age groups.

Type of heart disease No. | % | Type of heart disease No. %
a. Acyanotic congenital heart disease 564 | 73.15 | b. Cyanotic heart disease 68 8.8
 VSD (ventricular septal defect) 288 | 37.3
Small 176 | 228 Tetralogy of Fallot (TOF) 34 4.4
Medium 35 | 54 |+ D-Transposition of great arteries on | 31
Large 18 | 23 (TGA) '
Associated with pulmonary .
hypertension 39 | 51 \-/en(;l'uost:;detir:?]mal ies pulmonary 5 0.6
Associated with ASD 20 | 26
» Isolated PDA (patent ductus arteriosus) | 138 | 17.9 |« Tricuspid atresia (TA) 5 0.6
Small 92 | 119 Isolated defect 4 0.5
Large 18 | 23 With TGA 1 0.1
Associated with other acyanotic CHD 28 | 36 | Othersiincluding acquired heart | 19 | 17 g5
o ASD (atria septal defect) 78 | 10.1 |+ Cardiomyopathy 42 54
Primum 19 | 25 |« Complex CHD other than above 31 4
Secondum 53 | 6.9 |+ AV cana defect 25 32
Associated with pulmonary valve stenosis | 6 0.8 |+ Mitral vlave regurgitation 6 0.8
*  Pulmonary valve stenosis 49 | 636 | anary pulmonary hypertension 5 0.6
dextrocardia
. . with complex CHD 5 0.6
e Aortic stenosis 8 1 R
with situsinversus 6 0.8
ith sit lit 2 .
» Coarctation of aorta 3 04 WIT STUS SOTITUS 03
» Others 17 2.1

Table 2. Types of heart disease among patients referred for suspicion of heart problems.
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Down's syndrome was 85.7% (78 out of 91), Table.
3 shows that AV defect is the most common heart
disease among children with Down's syndrome when
heart disease is subclassified, but isolated VSD is the
commonest heart disease regarding heart diseae without
such subclassificationas asit constitues 24 of 78 children
with Down's syndrome (31.1% of al cases) and even
more if those with associated defectsisincluded.

Small PDA is the commonest heart disease among
children born prematurely as shown in Table 3, but
again if structural defect is included without sub-
classififcation; then VSD have nearly equal prevalence

to PDA. Prevalnce of heart disease among previously
preterm babies was 75% (45 out of 60 preterm).

Males constitue greater portion of patients undergone
echocardiography but relatively the risk is higher
among females in those with heart disease with a
relative risk of 1.39, and nearly equal frequency among
males compared to females except for relatively higher
percentage of TGA and TOF among boys, Table 5.

As expected risk of having heart diseaseincreased in
those with Down's syndrome or prematurely delivered
by arisk (odds ratio) of 0.198 and 0.42 respectively, as
shown in Table 4.

Down'’s syndrome Preterm
Type of heart disease No. % Type of heart disease No. | %
a- Acyanotic congenital heart disease 53 | 67.95 | a- Acyanotic congenital heart disease 40 | 88.89
« VSD (ventricular septal defect) 28 | 359 |+ VSD (ventricular septal defect) 16 | 35.56
Small 15 | 19.2 Small 14 | 311
Medium 5 6.4 Medium 1 | 222
Large 4 51 |+ PDA (patent ductus arteriosus) 16 | 35.56
Associated with pulmonary > | 256 | smal 15 | 333
hypertension
»  PDA (patent ductus arteriosus) 12 | 1538 | Large 1 | 222
Small 8 10.3 Associated with other defects 3 | 6.66
Large 4 51 |+ ASD (atrial septal defect) 4 | 889
Associated with other defects 5 6.36 Secondum 2 | 444
« ASD (atrial septal defect) 12 | 15.38
Primum 5 6.4 Al dvest ) 4 8.9
Secondum 4 51 monary valve stenosis :
* Aortic stenosis 1 13
b- Cyanotic congenital heart disease| 2 256 | b- Cyanotic congenital heart disease | 1 | 2.22
+ TOF (tetraolgy of Fallot) 2 256 |+ TGA (transposition of great arteries) 222
c- other heart diseases 23 | 29.49 | c- other heart diseases 4 | 8.88
* AV defect (atrioventricular * AV defect (atrioventricular
defect) 17 | 218 defect) 1 | 222
»  Complex CHD other than above | 3 3.8 »  Complex CHD other than above 1 | 222
*  Cardiomyopathy 2 2.56 *  Cardiomyopathy 1 | 222
e Pericardia effusion 1 13 e Tricuspid atresia 1 | 222

Table 3. Frequency of heart diseases among children with Down’s Syndrome and preterm.
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Prevalence ratio (95% CI) of patients with Down's
syndrome was 1.58, while in preterm and those with
associated disease was 1.35 and 1.16 respectively.

DISCUSSION

The aim of this study was to show the pattern of
different heart disease and prevalence among children
including those with associated diseases or conditions.
The incidence of heart disease cannot be determined
in this study as it is a hospital based rather than a
community based study.

In the mgjority of developing nations, and especially

in most countries in the African continent, only a small
and insignificant portion of the population can afford
the cost of diagnosis, medical treatment and/or surgical
correction of congenital heart diseases. The situation is
evenworsefor thoselivinginrura areaswhere accessto
basic healthcare is already a serious issue. Despite their
wealth in natural resources, rural areas in developing
countries are usually the poorest regions in terms of
financial resources. These regions depend entirely on
the availability of public heathfunding to finance and
support their healthcare® and this explains why most
cases were from urban area

Recent studies from India and other developing

. Group A Group B
Variables (n=595) (n=771) p-value| OR Cl
. Urban 546 (43.8%) 700 (56.2%)
Residence 053 | 1.130 | (0.77-1.65
Rural 49 (40.8%) 71 (59.2%) ( )
Mae 366 (47.%) 412 (53.0%)
Gender 0.003 | 1.39 1.12-1.73
Female 229 (38.9%) 359 (61.1%) ( )
Mean age (in months)* 28.35 24.40 0.065
Present 13 (14.3%) 78 (85.7%)
Down'’ d 0.001> | 0.198 | (0.11-0.36
own's yncrome No 582 (45.6%) | 693 (54.4%) ( )
Yes 15 (25.0%) 45 (75.0%)
Preterm 0.003 | 0.42 0.23-0.76
No 580 (44.4%) 726 (55.6%) ( )
. . Yes 12 (35.3%) 22 (2.9%)
Assoiated disease 0.32 0.70 0.34-1.43
No 583 (43.8%) 749 (56.2%) ( )
* T-test used o _ _ _ _ _
Table 4. Association of certain variables among patients with heart disease (Group B)
compared to those with normal echocardiography (Group A).
_ Gender Malefemae
T f heart d Total .
ype of heart disease Male Female 0 ratio
Isolated Ventricular Septal Defect 125 (54.6%) 104 (45.4%) 229 (100.0%) 1.2:1
| soalted Patent Ductus Arteriosus 60 (54.5%) 50 (45.5%) 110 (100.0%) 1.2:1
Isolated Atrial Septal Defect 32 (44.4%) 40 (55.6%) 72 (100.0%) 0.8:1
Isoalted Pulmonary valve Stenosis 23 (46.9%) 26 (53.1%) 49 (100.0%) 0.9:1
Cardiomyopathy 23 (54.8%) 19 (45.2%) 42 (100.0%) 121
Tetralogy of Fallot 20 (58.8%) 14 (41.2%) 34 (100.0%) 141
Atrioventricular Canal Defect 11 (44.0%) 14 (56.0%) 25 (100.0%) 0.8:1
Transposition of Great Arteries 15 (62.5%) 9 (37.5%) 24 (100.0%) 161

Table 5. Gender distribution among some common heart diseases.
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countries have shown a decline in prevalence of
rheumatic fever and rheumatic heart disease. Congenital
malformations and, in particular CHDs are likely to
become important contributors to infant mortality in
the near future.* Among 1366, 771 had heart diseases
(56.44%) which is nearly equal to a study** were 335
patients among 608 secreened had congeital heart
disease (CHD).

Most patients were below age of 1 year, 48.5% of
patients were infants excluding newborns as showed in
the other studies*'? where 42% and 48% respectively
were infants with CHD.

Regarding gender, equa prevalance found by
Khadim and Isa® (53.4% males and 46.6% females),
also there was no sex differences in another study done
in Costarica® Risk of having heart disease is more
among females compared to males, this disagreed
with other studies?®2% as risk was variable according
to type of heart disease and this can be attributed that
these studies concentrate on male: female ratio in each
heart disease with variable results. Transposition of
Great Arteries and TOF were more frequently recorded
in boys rather than girls with nearly equal male:female
ratio reported by Al-Hamash® where in both conditions
were male:femael.6:1, while other conditions showed
no major gender difference. Other studies support these
findings despite different ratios.”*

There are minor variations regarding prevalance of
heart disease in most of litertures, as acyanotic CHD
was the commonest typewith V SD as the most common
type of CHD,3"81115gs shown in Table 6.

The sizes of the VSDs were distributed equally
among patients, there was 16 patients (32%) had small
VSDs and 17 patients (34%) with moderate VSDs and
17 patients (34%) with large VSDs,° and this was not
compatible with this study results assmall VSD wasthe
commonest type, this may be expalined by variation in
sample size and study design.

Among al CHDs detected during infantile period,
the chromosomal defects account for approximately
6-10%. Thirty four percent of the cases of CHD were
multiple, 11.2% were associated with chromosomal
abnormalities, and 19% had associated congenital
malformations.** Somatic anomalies were associated
in 17.9% of patients with CHD, Down's syndrome was
the commonest anomaly (9.3%) followed by congenital
talipes equinovarus (6.4%), anencephaly (4.6%) and
craniosynostosis and micrognathia accounted for one
case each (2.3%).Y

Many previous studies revealed VSD as the
commonest CHD among patientswith Down'ssyndrome
followed by AV cana defect and PDA. Prevalence of
CHD was 40-50% in those with Down's syndrome and
V SD, atrioventricular defect and A SD were predominant
types of CHD.18192021 Qut of total 445 Down's syndrome
cases, 236 (53%) patients with Down's syndrome were
found to have congenital heart disease, VSD isthe most
common single cardiac anomaly prevalent in Kurdish
people and also the ASD with PDA isthe most common
association anomaly in these babies with Down's
syndrome have congenital heart defects.? these results
support our findings except for less frequent patients
with ASD.

. Baghdad, | Basrah, | Abha, Kanpur, Konya, | Cadifornia,
CHD UL EEE s Irag® Iraq® Saudi* India®® Turkey’ USAH
VSD 37.3 52 43.3 325 21.3 32.6 31.3
_ PDA 17.9 13.6 9.4 15.8 14.6 159 55
Acyanotic

ASD 10.1 6.7 11.9 10.4 18.9 13.1 6.1

PS 6.36 - 3.8 10.1 3.2 79 135

. TOF 44 18.1 12.6 4.5 4.6 5.8 3.7

Cyanotic

D-TGA 31 9.1 4.2 15 11 3 3.7

Table 6. Percentages of various types of congenital heart diseasesin different countries.
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Prematurity increase risk of having heart diseae
(congenital) comparedtotermdelivered babieswith odds
ratio of 2.39 in this study. The incidence of congenital
heart disease in preterm babies was significantly higher
than term babies (22.86/1000 VS 2.36/1000)* and
this may be expalined by the associated congenital
syndromes found in the 32% of patients.?* A study by
Dees et a showed an increased prevalence of small for
gestational age birth infants with CHD in a population
of exclusively preterm infants especially non structural
PDA. After excluding both chromosoma and other
anomalies, 11.5% of newborns were preterm with an
OR of 1.7 compared with the general population and
even increase to 17.5% in those with assoicated isol ated
major CHD.%

Our study had certain limitations including its
retrospective nature; hospital based non population
screening, missing cases due to still births or immediate
neonatal deaths at home, asymptomatic CHDs and
improper follow up. Thus the estimated prevaence
might be an over-estimate of the true number of heart
disease especialy CHD in the community as study
design depend mainly on referred symptomatic cases.

CONCLUSIONS

Our study suggests that children with heart disease
have several risk factors, and are more likely to be
females or who born prematurely or having Down's
syndrome. Ventricular Septal Defect as expected is
the most common heart disease encountered in those
reffered patients.

REFERENCES

1. Mabher K, Reed H, Cuadrado A, et al. B-type natriuretic
peptide in the emergency diagnosis of critical heart
disease in children. Pediatrics 2008;121(6): 1484-8.

2. llina M, Kepron C, Taylor G, et al. Undiagnosed heart
diseaseleading to sudden unexpected death in childhood:
A retrospective study. Pediatrics 2011;128(3):513.

3. Khadim J, Issa S Spectrum of congenital heart
diseases in Basra: an echocardiogrphy study. MJBU
2009;27(1):15-8

4. Saxena A. (Working group on management of congneital

16

10.

12.

13.

14.

15.

16.

17.

heart disease in India). Consensus on timing of
intervention for common congenital heart diseases.
Indian Pediatr 2008;45(2): 117-26.

Johnson W, Moller J. Classification and pathophysiology
of CHD. In: Johnson W, Moller J, editors. The essential
pocket guide pediatric cardiology. 2nd ed. Oxford:
Blackwell; 2008. p. 78-9.

Beroukhim R, Geva T. Smple congenital heart disease.
In: Kramer C, Hundley G, editors. Atlasof cardiovascul ar
magnetic resonance imaging. Phildelphia: Saunders
Elsevier; 2010. p. 978.

Baspinar O, Karaaslan S, Oran B, et al. Prevalence and
distribution of children with congenital heart diseases
in the central Anatolian region, Turkey. Turk J Pediatr
2006;48(3):237-43.

Al-Hamash S. Pattern of congenital heart disease:
A hospital-based Sudy. Al-Kindy Col Med J
2006; 3(1):44-8.

Al-Rahim Q, Al-Hamash S Rasheed R. Effect of
ventricular septal defect on the growth pattern of
children. Iraqi Postgrad Med J 2006;5(1):8-13.
Tchoumi JC, Butera G, Giamberti A, et al. Occurrence
and pattern of congenital heart diseasesinarural area of
sub-Saharan Africa. Cardiovasc J Afr 2011;22(2):63-6.
Abbag F. Pattern of congenital heart disease in the
southwestern region of Saudi Arabia. Ann Saudi Med
1998;18(5):393-5.

Ashraf M, Chowdhary J, Khajuria K, et al. Spectrum
of congenital heart diseases in Kashmir, India. Indian
Pediatr 2009;46(12):1107-8.

Benavides-LaraA, Angel JE, SolisL, et al. Epidemiology
and registry of congenital heart disease in Costa Rica.
Rev Panam Salud Publica 2011;30(1): 31-8.

Mustafa B. Pattern of congenital heart disease at Ibn-
Seena Teaching Hospital-Mosul/Irag. Tikrit Med J
2012;18(2):115-20.

Kapoor R, Gupta S. Prevalence of congenital heart
disease, Kanpur, India. Indian Pediatr 2008;45(4): 309-
1.

Zhang L, Zhang XH, Ren MH, et al. Chromosomal
abnormalities and congenital heart diseases:
aretrospectiveon 49 cases. J Schuan University 2010; 41
(2):312-5.

Khalil R, Aggarwal S, Arora T. Incidence of congenital
heart disease among hospital live birthsin india. Indian
Pediatr 1994;31(5):519-27.



Journal of the Arab Board of Health Specializations VVol.15, No.2, 2014

18.

19.

Paladini D, Tartaglione A, Agangi A, et al. The
association between congenital heart diseaseand Down's
syndrome in prenatal life. Ultrasound Obstet Gynecol
2000;15(2):104-8.

Weijerman ME, Van Furth AM, Van der Mooren M, et
al. Prevalence of congenital heart defects and persistent
pulmonary hypertension of the neonate with Down's
syndrome. Eur J Pediatr 2010; 169(10): 1195-9.

17

20.

21.

22.

Laursen HB. Congenital heart disease in Down's
syndrome. Br Heart J 1976;38(1): 32-8.

Dees E, Lin H, Cotton R, et al. Outcome of preterm
infants with congenital heart disease. J Pediatr 2000;
137(5):653-9.

Salih A. Congenital heart disease in Down's syndrome:
experience of kurdistan of Irag. Duhok Med J
2011;5(2):24-33.



Journal of the Arab Board of Health Specializations VVol.15, No.2, 2014

Original Slpticte

=) & 52 5+

THE EFFECT OF MELOXICAM INJECTION ON THE STOMACH OF MALE RATS
Ol 5 vie saxall e meloxicam g il
Ahmed H. Qassim, MSc, PhD
fq_wlé Pl_\fu.b A.q:j )

Ead) Gadle

cLLY) U8 e daslall ddall Cilial) e meloxicam e Liaca oy NSAIDS duasis yind) e QleilV) Clalian et sduayd) iy
A5l J3all saea e meloxicam sl Loael) Giall dmgel) calafll sasil il o3 cypal DSy Gl cliliad Lyl

JAalide dne) o jalg ddajie Gilejag 4adle Gilen

Caa38il 03 6 gt IS el e gane fusad ) Lpapui 5 Ay e Ly uu)g\wuu)swo Auhall 8 aasia) gl 3k

%}M\‘:Au\d)ﬂ\uﬂ; g_u.v).d\‘_gcuy 100}50 aM;gjhc‘ﬁladjhmhLasu@;Hun&bb_\c}mSZ}
g 48)) Hlall 4 de genal) s Chiis Land cLA}I 50 324l (?)"/CS/CJA 0. 22) e de g L\Lax: meloxicam [l 3

Ky desall iy

Slic sanall

Ll bﬁ & . L\}.\ 50 324l (?}’/é/é“ 1. 1) meloxicam lac (e dajia cile L\Lar— Ciiiad 5 deganall i) L LA}' 100 3ad

4..13\.;\ Al WG OWLE ) aag 4 de ganll &_n‘)g_k\ L 3 2 (] Glesanall &

L@.\M\ Az u\d);j\ e admﬂ ‘_e.u.n.\]\ ua;&” ;);\ A\Aj\.ud\
d laal) clacY daii dpaea 400 aadls ol i)

@L@.\S\ Q)A.\Cm‘)\ ‘MM\ 2z 1:1); uﬁ JA.U ‘QM\ 2zl L;"""L"@J‘ ds.mﬂ u\m 5 AL}A;A}\ ujg_k\ Jaxall é\ﬁk\;d\ Caah MJLS\ @5}.\3\

Sanall lalaall chan daual) ‘_g Olialy (gsall B

100 ia) Aysh 3yl Aadle cile Uloae aillac) e dpiee 33 4 axcs meloxicam Jlic dadlu duhall oa el reilaliiiny)
) 3¢ deyally asine ane Bpan () pds Lo sy Aadipall e palls Bunne B3 oy 38 451 V) o2

ABSTRACT

Objective: Non-steroidal anti-inflammatory drugs
(NSAIDs) including mel oxicamarecommonly prescribed
by physicians, they are used as anti-inflammatory and
analgesic agents. Thisstudy was performed to determine
the histological effects of intramuscular injection of
meloxicam at therapeutic and high doses for different
periods on the stomach of malerats.

Methods: Forty male adult albino rats were used.
They were divided into 5 groups with 8 rats in each
group. Groups G1 and G2 served as control groups, they

have received a daily intramuscular injection of normal
salinefor 50 and 100 daysrespectively. Animal s of group
G3 were injected intramuscularly with therapeutic
doses of meloxicam (0.22 mg/kg/day) for 50 days. Rats
of group G4 have received intramuscular injections of
therapeutic doses of meloxicam for 100 days, whereas
animals of group G5 was administered intramuscular
injections of meloxicamin high doses (1.1 mg/ kg /day)
for 50 days. At the end of the experiment, rats were
sacrificed and the stomachs were obtained from all
animals for histological examinations.

Results: No gastric damage was noticed in groups

* Ahmed H. Qassim, MBChB, M Sc, PhD, Department of Anatomy, Histology and Embryology, College of Medicine, University of Mosul, Irag.

E-mail: audy19742003@yahoo.com
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G1, G2 and G3. There were only submucosal infiltration
with mononuclear inflammatory cells in group G4.
Group G5 shows destruction of glandular architecture,
necrosis of cells within the gastric glands, submucosal
infiltration with mononuclear inflammatory cells and
congestion of blood vessels.

Conclusions: Meloxicam is safe and produce no
gastric injury when administered intramuscularly at
therapeutic doses for long periods up to 100 days, but
when the doseisincreased it results in gastric damage,
thus indicating a dose-dependent gastric toxicity.

INTRODUCTION

Non-steroidal anti-inflammatory drugs (NSAIDs)
are most widely prescribed and used drugs in the
world. They are indicated for relieving pain, fever and
inflammation. However, their use may be associated
with gastrointestinal, liver, bone marrow and renal
toxicity.>?

The anti-inflammatory effect of NSAID is mediated
by inhibiting prostaglandin synthesis through
cyclooxygenase (COX), which has two iso-enzymes,
COX-1and COX-2.2

COX-1 has a cytoprotecting properties, it maintains
gastric mucosa integrity, while COX-2 is induced
when inflammatory reaction occurs.* This had led
to the assumption that COX-1 inhibition causes the
gastrointestinal  adverse effects, whereas COX-2
inhibition is responsible for the anti-inflammatory
action of NSAID.%®

Meloxicam is a NSAID. It is used for treating
ankylosing spondilitis, rheumatoid arthritis and
osteoarthritis.”® In addition, it can reduce postoperative
pain.®®

Recent studies show that meloxicam has the ability
to treat cancers.® Moreover, newly experimenta
researches demonstrate that this drug can be used
in stem cells transplantation and as an emergency
contraceptive. 4

Gastroenteropathy is the most common side
effect among patients taking non selective NSAIDs
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for inflammatory disorders especially rheumatoid
arthritis.*®

Meloxicam is a preferentially selective COX-2
inhibitor, it inhibits COX-2 more than COX-1 at its
therapeutic dose. Since it is COX-2 preferentia, it
would be expected to have less gastrointestinal toxicity
than non selective or traditional NSAIDs.Y’

The pathogenesis of NSAID-induced gastrointestinal
lesions is generally considered to involve the depletion
of endogenous prostaglandins caused by suppression of
COX-1, which is a housekeeping enzyme that protects
gastric mucosa under physiological condition.®

Ora meloxicam is usually well tolerated by patients,
but its use can result in some gastric damage.’® Thus
experimental studies have been carried out to reduce the
incidence of such adverse effects.

Ocimum sanctum which is a medicina plant
can counteract the toxic effect of meloxicam in
gastrointestinal tract when orally administered with
meloxicam.?’ In other study, local application of the
drug as a meloxicam-nanostructured lipid carriers gel
will enhance the transdermal absorption of meloxicam
and achievelocal aswell as systemic drug action without
concurrent gastrointestinal toxicity.?

Althoughtheeffect of meloxicamongasrotroduodenal
mucosa was studied after subcutaneous injection,? the
intramuscular injection of meloxicam has not been
investigated to the best of our knowledge.

The am of the present study was to determine
the histological effects of intramuscular injection of
meloxicam in therapeutic doses for different periods
and in high dose on stomach of ahbino rats.

METHoDS

Experimental animals: Forty adult male abino rats
were obtained from the animal house of experimental
research unit, College of Medicine, University of
Mosul, Irag. They were maintained in plastic cages. The
maximum number of animals in each cage was three.
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Sawdust was used as a bedding material, and it was
changed every 3 days. All the animals were kept in the
laboratory under constant conditions. They were given
ad libitum feed and water throughout the experiment.

Drugs: Meloxicam ampules (Mobic®, Boehringer
Ingelheim, Germany) were purchased from a common
commercia supply (Alradwan drug storage). The drug
was diluted with normal saline to calculate the doses,
and injected intramuscularly to the different groups of
animalsin different doses.

Design of the experiment: Theratswereacclimatized
to laboratory conditions for at least 7 days prior to
experiment. A total of forty rats were divided into 5
groups (G1, G2, G3, G4 and G5) with eight ratsin each
group.

- Groups G1 and G2 served as control (untreated)
groups, they received a daily single intramuscular dose
of normal saline for 50 and 100 days respectively.

- Groups G3, G4 and G5 were the treated groups:

e Group G3 have received a daly single
intramuscul ar injection of meloxicam at adose of
(0.22 mg/kg) for 50 days. This doseis analogous
to the maximum therapeutic dose given to
human.?

*  Group G4 were injected intramuscularly by the
same daily dose of meloxicam as for group G3,
but for 100 days.

*  Group G5 have received meloxicam as a single
daily intramuscular injection of 1.1 mg/kg for 50
days. In this group the dose was increased five
times than that of group G3,2%Table 1.

Twenty four hours after the last injection, the animals
were humanely sacrificed.

Histological evaluation: After sacrifice, the
stomach was removed from each animal and opened
longitudinally from the cardia to the pylorus aong
the greater curvature. The remnant food particles was
removed, then the stomach was washed with normal
saline and fixed in 10% neutral buffered formalin for 24
hours. After that the tissue specimens were dehydrated
and embedded in paraffin, sectioned into 5 um fragments,
and the sections were stained with hematoxylin and
eosin. The stained histological dlides were examined
using Optik 20 binocular light microscope. Some of
these sections were selected to get their photographs
using the digital camera.

RESULTS

Untreated (control) groups: In untreated normal
rats (groups G1 and G2), the stomach sections reveal
normal mucosa, submucosa, muscular layer and serosa.

Treated groups:

- Group G3: Rats of this group received a daily
single intramuscular injection of meloxicam at
therapeutic doses (0.22 mg/kg) for 50 days. The gastric
sections show no damage. Gastric mucosa was normal,
the surface epithelium was continuous with normal
glandular architecture and normal appearance of chief
and parietal cells within the glands. The submucosa,
muscular layer and seosa were normal too, (Figure 1).

- Group G4: In this group meloxicam was
administered intramuscularly to animals in a single
daily therapeutic doses (0.22 mg/kg) for 100 days. The
sections of stomach reveal infiltration of mononuclear
inflammatory cells in the submucosa, (Figure 2). The
mucosa, muscular layer and serosa were appeared to be
normal.

Groups Drug administered Dose of the drug Duration of administration
Gl Normal saline 1 ml/kg 50 days
G2 Normal saline 1 ml/kg 100 days
G3 Meloxicam 0.22 mg/kg 50 days
G4 Meloxicam 0.22 mg/kg 100 days
G5 Meloxicam 1.1 mg/kg 50 days

Table 1. Groups, dose and duration of drug administration.
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Figure 1. Photomicrograph of stomach of group G3 Figure 2. Photomicrograph of stomach of group
showing normal gastric mucosa (m), submucosa (sm), G4 showing submucosal mononuclear
muscular layer (ms), and serosa (s). (H&E X 100). inflammatory cells infiltration (arrow). (H&E X 150).

Figure 4. Photomicrograph of stomach of group
G5 showing destruction of glandular G5 showing necrosis of cells within
architecture (arrow). (H&E X 150). gastric glands (arrow). (H& E X 400).

Figure 5. Photomicrograph of stomach of group G5 showing submucosal blood vessels
congestion (bv). (H&E X 400).
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- Group G5: The animals receive a daily single
intramuscular injection of high doses of meloxicam
(1.1 mg/kg) for 50 days. In this group, gastric sections
show damage of gastric mucosa. There were destruction
of glandular architecture and necrosis of cells within
the gastric glands, (Figures 3 and 4). Infiltration with
mononuclear inflammatory cells and congestion of
blood vessels were seen in the submucosa (Figures 5).
Muscular layer and serosa were normal.

DISCUSSION

Thepresent datashow that asingledaily intramuscul ar
injection of meloxicam at therapeutic doses for 50 days
causes no damage to the mucosa, submucosa, muscular
layer and serosa of the stomach, and when the period
of administration was increased to 100 days there were
only infiltration of mononuclear inflammatory cells in
the submucosawith normal mucosa, muscular layer and
serosa. It is observed that meloxicam is safe to stomach
when administered intramuscularly and for prolonged
time.

Till now, no research has studied the effect of
intramuscular injection of meloxicam on stomach
of human and experimental animals, though many
investigatorsreported that oral meloxicam at therapeutic
dose in short and long term therapy is safer than non
selective NSAIDs (like indomethacin, ketoprofen,
naproxen, diclofenac and piroxicam) regarding its
gastrointestinal toxicity, and is accompanied with no
or low gastric adverse effects, >3 this give support to
the current findings. Even when the dose of meloxicam
was increased to 0.6 mg/kg/day and given oraly for 2
weeksit did not compromise gastric mucosal integrity.*
Moreover, meloxicam appears to be safe to stomach
when administered subcutaneously to healthy dogs for
lessthan 7 days.2

The possible explanation for this profile is that
the selective inhibition of COX-2 by meloxicam in
therapeutic doses enabling it to inhibit potentially
pathological prostaglandin synthesis at sites of
inflammation, but sparing what is thought to be
physiological prostaglandin synthesis in the stomach.
This gastric prostaglandin will promote bicarbonate as
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well as mucus production and increase mucosal blood
flow, so that protecting gastric mucosa, thus meloxicam
offers effective symptoms relief with an improved
gastrointestinal tolerability.?"233%¢ Also Narita et a,
(2006)% found that prostaglandins have an influence on
physiological gastrointestinal motility, and observed
that indomethacin causes gastric mucosal damage and
ulcer by increasing gastric motility and delays gastric
emptying, whereas meloxicam did not change the
gastric motility and emptying and so it has no effect on
stomach and cause no damage.

On the contrary, other investigators mentioned
that oral meloxicam can produce gastrointestinal side
effects similar to non selective (piroxicam, diclofenac)
,as well as, selective (roficoxib) NSAIDs due to
inhibition of prostaglandin synthesis.?819% The reason
for the discrepancy between the present study and the
data obtained by those authors is probably because oral
meloxicam has a local effect on the stomach whilst
intramuscular injection of meloxicam has no such
effect.

In comparison to therapeutic dose, when meloxicam
has administered in high dose (5 times more than
therapeutic dose) it has induced gastric damage. There
were destruction of glandular architecture, necrosis of
cells within the gastric glands, submucosal infiltration
with mononuclear inflammatory cells and congestion
of blood vessels. So meloxicam is gastrotoxic when
given in high doses, rather than in low doses, indicating
a dose-dependent toxicity.

Villegasetal, (2000),* Villegaset al, (2002)* Villegas
et al, (2004)," Kumar et a, (2010)* and Mahaprabhu
et a, (2011), found that oral meloxicam given in high
dose causes gastric damagein adose-dependent manner,
which goes with the present findings.

In spite of extensive research, the exact mechanisms
responsible for the gastric injury caused by high dose
of meloxicam are unknown. Although Engelhardt et
al, (1996)* have confirmed that meloxicam is a weak
inhibitor of prostaglandin biosynthesis in rat gastric
mucosa in therapeutic dose, but when administered
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at high doses it inhibits prostaglandin biosynthesis*
Reduction of the cytoprotective prostaglandin will lead
to damage of stomach tissue.*

Villegas et a, (2000)* and Villegas et a, (2002)*
suggestedthat,inadditiontodeficiency of prostaglandins,
oxygen free radicals, depletion of mucosal glutathione
and neutrophilsplay animportant roleinthepathogenesis
of meloxicam-induced gastrotoxicity.

CONCLUSIONS

It is concluded that meloxicam is safe and produce
no gastric injury when administered intramuscularly at
therapeutic dose for long periods up to 100 days, but
when the dose is increased it results in gastric damage,
thus indicating a dose-dependent gastric toxicity.
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ABSTRACT

Objective: The current study aims to evaluate the
immunohistochemical over-expression of p53in patients
with gastric carcinoma, and correlate it with certain
clinicopathological parameters such as age and sex of
the patients, types and grade of the cancer, the depth of
invasion of gastric carcinoma and the status of lymph
node involvement, and compare the results of this study
with those of others.

Methods: This is a case series study, a total of 50
cases of gastric carcinoma (15 were gastrectomy
specimens either partial or total and 35 were
endoscopical biopsies) were collected from Al-Salaam
and Al-Jumhori Teaching Hospitals and some private
laboratories in Nineveh Province, during a period of
two years extending from February 2011 to February
2013. The tumors were typed according to the Lauren’s
classification system. The over-expression of p53 was
evaluated immunohistochemically.

Results: The overall p53 over-expression in gastric
carcinoma was 62%. The patients age ranged from
30 to 90 years (mean 59.3 year). In this study, 66%
of the patients were males, and 34% were females
with male to female ratio of 1.9:1. There was no
significant relationship between the age and sex of the
patients and p53 over-expression in gastric carcinoma.
Histopathol ogical typing reveal ed that 64% of the cases
were of intestinal type and 36% were of diffuse type. A
statistically significant association was found between
p53 over-expression and the type of gastric carcinoma.
Inintestinal type, the p53 over-expression was detected
in 83.9%, whereas it was detected in 16.1% only in
diffuse type. There was a significant direct relation
between the p53 over-expression on one hand and the
grade of intestinal type of gastric carcinoma and the
depth of tumor invasion on the other hand. Lymph
node with metastasis was seen in 66.7%. Positive p53
over-expression was seen in 90% of lymph node with
metastasis. There was a significant relation between
p53 over-expression and the status of lymph node
involvement.

Conclusions. P53 was over-expressed in 62%
of gastric carcinoma in Nineveh Province. It was
significantly over-expressed in intestinal type of
gastric carcinoma compared to diffuse type of gastric
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carcinoma. P53 over-expression was directly related to
the grade of intestinal type of gastric carcinoma, the
depth of tumor invasion and the status of lymph node
invol verment.

INTRODUCTION

Gastric carcinoma (GC) isthe most common (90% to
95%) malignant tumors of the stomach.? It is one of the
major causes of cancer death worldwide.! It's pattern
and incidence varies widely between different parts of
theworld.**

The results obtained from the Iraq Cancer Registry
showed that the gastric carcinoma was 10" commonest
cancer in lrag form about 538 casesin 2012.°

There are several classification systems for gastric
carcinoma.® Themost commonly used arethe Lauren and
the World Health Organization (WHO) classifications
2000.” In 1965, Lauren classified gastric carcinoma into
two subtypes: those exhibiting an intestinal morphology
with the formation of bulky tumors composed of
glandular structures and with diffuse, infiltrative growth
of poorly differentiated discohesive malignant cells.®
The intestinal and diffuse sub-types appear to have a
different pathogenetic basis.2%°

P53-tumor suppressor gene has an essentia role in
controlling cell cycle and initiating carcinogenesis.*16
Losing of the p53 function caused by genome alterations
or interactions with products from the environmental
and bacterial products is considered to represent a
critical stage in gastric carcinogenesis.'”*¥ Numerous
data obtained in regard to the clinical relevance of p53-
aterations in gastric cancer, however there are still
some controversial aspects, such astherelation between
the p53-expression and the Lauren’'s type of gastric
cancer.1>%

METHoDS

Thisisacase seriesstudy, atotal of 50 cases of gastric
carcinoma (15 were gastrectomy specimens either
partial or total and 35 were endoscopical biopsies) were
collected from Al-salaam and Al-Jumhori Teaching
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Hospitals and some private [aboratories, during a period
of two years extending from February 2011 to February
2013. All histopathological reports were reviewed
regarding clinicopathological data (age, sex, typeof the
specimen and type of gastric carcinoma).

For each case, Hematoxylin and Eosin stained
sections were reviewed regarding the histological types,
grade, the depth of invasion of gastric carcinoma and
the status of lymph node involvement was regarded as
either presences or absences of metastasis regardiess
the number of the lymph nodes with gastrectomy
specimens.

The tumors were classified according to the Lauren’s
classification into two main types: intestinal type and
diffuse type of gastric adenocarcinoma. Histological
grading was performed by assessment of differentiation
for intestinal type of adenocarcinoma as. G1: Well
differentiation, G2: Moderate differentiation and G3:
Poor differentiation.®

Immunoperoxidase staining for p53 was performed
on formalin fixed paraffin embedded (FFPE) tissue,
using monoclonal mouse antibody (IgG1) clone ID7
(cod1575) (DAKO, Carpintera) and envision system
K5355 11-2. Positive and negative control slides were
involved in each run of staining.

Immunohistochemical staining interpretation:
For the evaluation of p53 over expression, a semi
guantitative eval uation system has been used to register
the number of positive cells with brown color nuclear
staining in each case, regardless of the intensity of
reaction.” The extent of p53 immune staining was
assessed as follows:

* More than 1000 tumor cells were counted in each
case under high power field by taking 10 fields each
one containing approximately 100 neoplastic cells and
the percentage of the positive cell was recorded after
finding the mean of 10 fields. The slides were checked
more than once to exclude subjectivity.

* Negative: no staining or the amount of stained cells
are less than 10%.

* Positive: the number of stained cellsare equal or more
than 10%.%
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Statistical analysis: The relationship between p53
expression and thevariousvariableswasanayzed by the
X2-test or student’s T test. The results were statistically
considered significant if the p-value was <0.05.

RESULTS

In this study the patient’s age ranged from 30 to 90
years (mean =59.3), most of them were in the 6" decade
(28%). Out of 50 cases, 33 cases (66%) were males, and
17 cases (34%) were fema e with maleto femal eratio of
1.9: 1. According to the Lauren’s classification of gastric
cancer 32 cases (64%) were of intestinal type, whereas
18 cases (36%) were of diffuse type. Histological
grading for intestinal type of gastric adenocarcinoma
revealed that 11 cases (34.4%) were of Grade I, while
9 cases (28.1%) were of Grade II and 12 cases (37.5%)
were of Grade III.

Thedepth of thetumor invasionwasanalyzed by using
three categories (from those of gastrectomy specimens
only). Five cases out of 15 cases (33.3%) had showed
T1 (invasion of thelaminapropriaor muscul aris mucosa
and/or submucosad), 3 cases out of 15 cases (20%) had
showed T2 (invasion of the muscularis propria) and the
remaining 7 cases (46.7%) had showed T3 (invasion
of the subserosal connective tissue without invasion of
adjacent structurs or the serosa).

Fifteen gastrectomized cases were assessed for lymph
node involvement. It has been found that lymph nodes
with metastasisin 10 cases (66.7%), 6 cases (40%) were
intestinal type and 4 cases (26.7%) were of diffusetype
gastric carcinoma.

P53 over expression in gastric carcinoma: Out of
50 cases with gastric carcinoma, 31 cases (62%) were
positively over expressed p53 and it was nhegative in 19
cases (38%).

Relation of p53 over expression with the age: P53
over expression failed to show statistically significant
relationship with the age of patients with p-value of
0.29. Thelargest percentage of p53 positivity were seen
in patients with the 6th and 7th decades, 25.8% and 29%
respectively, as shown in Table 1.
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Relation of p53 over expression with sex: There
was no significant relationship between sex of the
patients and p53 over expression in gastric carcinoma
with p-value of 0.44, as shown in Table 1.

Relation of p53 over expression with the histological
types of gastric carcinoma: Statistically significant
association found between p53 over expression and
the types of gastric carcinoma with p-value of 0.004,
as shown in Table 1. In the intestinal type the p53 over
expression was in 26 cases (83.9%), while in diffuse
type, the p53 over expression wasin 5 cases (16.1%),
asshown in Figures 2 and 3.

Relation of p53 over expression with the grade
of intestinal type of gastric carcinoma: There
was significant direct relation between the p53 over
expression on one hand and the grade of intestina
type of gastric carcinoma on other hand with p-value
of 0.020, as shown in Table 1. The p53 immunopositive
cases increased from 7 case (26.9%) in grade I to 8 cases
(30.8%) in grade Il and 11 cases (42.3%) in grade III, as
shown in Table 1.

Relation of p 53 over expression with the depth
of tumor invasion (for gastrectomy cases only): The
over expression of p53 wasdirectly related with the

Pathological parameters P53 positive (%) P53 negative (%) Total p-vaue
Agelyears 31 ( 62%) 19 (38%) 50
30-40 1 (3.2%) 4 (21.1%) 5
41-50 1(3.2%) 2 (10.5%) 3
51-60 8 (25.8%) 6 (31.6%) 14 0.29 (NS)
61-70 9 (29%) 2 (10.5%) 1
71-80 6(19.4%) 3 (15.8%) 9
81-90 6(19.4%) 2 (10.5%) 8
Gender 31 (62%) 19 (38%) 50
Male 20 (64.5%) 13 (68.4%) 33 0.44 (NS)
Female 11 (35.5%) 6 (31.6%) 17
(Lauren chsication) | 3162 19 (38%) %0
Intestinal type 26 (83.9%) 6 (31.6%) 32 0004
Diffuse type 5 (16.1%) 13 (68.4%) 18
(intestinSlr?;pi of GO) 26 (83.9%) 6(31.6 %) 3
| 7 (26.9%) 4 (66.6%) 1 0.020
I 8 (30.8%) 1 (16.7%) 9
1 11 (42.3%) 1 (16.7%) 12
Depth of tumor invasion 11 (80%) 4 (20 %) 15
T1 2 (18.2%) 3 (75%) 5
0.040
T2 3(27.3%) 0 (0%) 3
T3 6 (54.5%) 1 (25%) 7
Lymph node status 10 (63.3%) 5 (36.7%) 15 (100%)
Without metastasis 1 (10%) 4 (80%) 5 (33.3%) 0.030
With metastasis 9 (90%) 1 (20%) 10 (66.7%)

Table 1. Relationship between percentage of p53 over expression and some clinic-pathol ogical
parameters in cases with gastric carcinoma.
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Figure 1A. Gastric adenocarcinoma (well differentiated
intestinal type) (H& E x400).

s

Figure 2A. Gastric adenocarcinoma (diffuse type)
(H&E x400).

depth of tumor invasion with p-value of 0.040 in which;
5 cases (33.3%) showing T1 and 2 of them (18.2%)
were P53 positive, and 3 cases (20%) showing

T2 dl of them (27.3%) were positive for P53 whereas
other 7 cases (46.7%) showing T3, 6 of them (54.5%)
were positive for p53, as shown in Table 1.

Relation of p 53 over expression with the lymph
node involvement (for gastrectomy cases only): The
over expression of p53 was significantly related with
the lymph node metastasis with p-value of 0.030 in
which; out of 15 gastrectomized cases, lymph node
metastasis found in 10 cases (66.7%) only. Positive p53
over expression found in 9 (90%) of cases with lymph
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Figure 1B. Gastric adenocarcinoma (well differentiated
intestinal type) (positive p53 IHC x400).

Figure 2B. Gastric adenocarcinoma (diffuse type)
(positive p53 IHC x400).

node metastasis and in 1 case (10%) presented without
lymph node metastasis, as shown in Table 1.

DISCUSSION

ThelHC assessment of p53 isan important parameter
in the evaluation of gastric carcinoma.t”2°2 Although
p53 status provides prognostic information, currently
the major clinical value is the identification of p53 in
gastric carcinoma which has led to a rationa basis for
many observations concerning the response of advanced
and recurrent gastric carcinoma to chemotherapy.
Moreover, it has been reported that gastric carcinoma
that over express p53 behave worse both clinically and

biologically than gastric carcinoma that do not express
i t_20,26,28—38
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P53 over expression in gastric carcinoma: In the
current study, the p53 was over expressed in 31 cases
(62%), and this result was within the rate of detection
found in many studies previously had been reported
ranging from (23%-75%), as shown in Table 2.

Authors Years e';g?%rn
Kimeta?® 1994 46%
Limeta® 1996 23%
Victorzon et al! 1996 39%
Monig et al* 1997 26.3%
Ikeguchi et al?’ 1997 62.2%
Martin et % 1998 52%
Rovielllo et a® 1999 51%
Kammori et al 1999 30.6%
Ischii et a® 2004 57.9%
Ghaffarzadegan et al* 2004 75%
Al-Badri BA& Gayllan QA% | 2011 48.2%
Current study 2013 62%

Table 2. The percentages of p53 over expression in
gastric carcinomain different studies.

This wide range of over expression of p53 may
be attributed to the number of cases studies, IHC
methodology used, the type of antibody as well as
different systems of quantifying the immunoreactions
and scoring of the p53 over expression used.r” Also
differences in population groups, environmental
factors, diversity of risk habits and variation of genetic
predisposition may contribute to that wide range of p53
over expression reported by many studies.?*303

The age of gastric carcinoma cases: In the current
study the age range of the cases of gastric carcinoma
was 31-90 years. The commonest affected age group
between 50-60 years (28%), which was comparable
to study done by Hamdi and Nader 1994,** who had
been found that the mean age of patients with gastric
carcinoma was 60 years with age range 22- 85 yearsin
Saudi, another study done by Al-Radi et al, 2000,* had
been found the mean age of 56+ 18 years and their peak
agerange between 51-60 years. In contrast to study done
by Charles and Roberts, 1998* had been found the peak

31

age of patients with gastric carcinoma range between
60-70 years.

P53 over expression in relation to the Age: In
the current study, p53 over expression failed to show
statistically significance relationship with the age of
patients with p-value of 0.29. Similar findings had been
reported by Suruca etal, 1992, Kakeji et al, 1993,%
Hurlimann and Saraga, 1994,% Flejou et al, 1994* and
Muller and Borchard, 1996, while Filiz et al, 2000%
had been found that p53 over expression was statistically
significant with the age of the patients.

The results of this study showed that p53 over
expression in gastric carcinoma is different in patient
with different age groups, with less expression
being found in young age groups patients and higher
expression was found in the two age groups(6™and 7)
decades, in which the expression about (25.8% and
29%) respectively. This may be due to the fact that
tumors of elderly patients are associated with more non-
favorable patho-biological phenotype asto be of poorly
differentiated, high proliferative rates and high p53
content, compared to those of the younger age group.*

The sex of gastric carcinoma cases: In thisstudy the
male to female ratio for cases with gastric carcinoma
was 1.9:1, which is nearly similar to that had been
reported by studies done by the Charles and Roberts,
1998* and Ghaffarzadegan et al, 2004* which were
about 2:1 by both of them, but differ from that had been
reported by Hamdi and Nader, 1994* and Al-Radi et al,
2000%* which were 4.6:1 and 1.71:1, respectively.

P53 over expression in relation to the sex: In this
study there was no significant relationship between the
sex and positivity of p53in gastric carcinomacaseswith
p-value of 0.44, which was comparable with studies had
been done by Suruca et al, 1992,%* Kakeji et al, 1993,%
Hurlimann and Saraga, 1994, Flgjou et al, 1994,%
Muller and Borchard, 1996% and Filiz et al, 2000.%

P53 over expression in relation to the histological
types of gastric carcinoma: In the current study,
there was a significant relationship between p53 over



Journal of the Arab Board of Health Specializations VVol.15, No.2, 2014

expression in the intestinal type as compared to the
diffuse type of gastric carcinomawith p-value of 0.004.
The percentage of p53 over expression in the two types
of gastric carcinoma in this study is comparable with
findings of many other studies, as shown in Table 3.

Studies Years _P53 prr on P§3 expression
(intestinal type)% | (diffuse type)%
;”:Ii‘faga 1994 56 27
Brito et al* 1994 46 10
Craanen et a* | 1994 70 52
Rovielloeta® | 1999 51.8 50.9
Filizet a# 2000 85 59
Liueta® 2001 50 34.6
Current study | 2013 83.9 16.1

Table 3. The percentages of p53 over expression in the
two types of gastric carcinomain different studies.

While disagree with a study done by Ghaffarzadegan
et a 2004* which had been found that p53 over
expressionintheintestinal typewas 17.7% while 82.3%
in the diffuse type of gastric carcinoma. The degree of
p53 over expression correlated with theproliferativerate
of the tumors, perhaps explaining the higher frequency
of p53 positivity in the intestinal type than the diffuse
type of gastric carcinoma. 102033

P53 over expression in relation to the grade of
gastric carcinoma: In the current study, there was an
increased of p53 over expression with increasing grade
of the tumor, a significant direct relationship between
p53 over expression and grades of the tumor was
reported with p value of 0.020. Similar association was
noticed by many other studies had been done by Brito et
al, 1994, Martin et al, 1998,% Sasaki et a, 1999 and
Do et al, 2006.%2 On the contrary, Joypaul et a, 1993,
Flgjou et a, 1994,* Muller and Borchard, 1996, Lim
et a, 1996, and Filiz et al, 2000% in their studies
had been failed to show any significant relationship
between p53 over expression and the grade of intestinal
type of gastric carcinoma, this may be due to different
immunohistochemical techniques and/or different
antibody batches used.
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P53 over expression in relation to the depth of
tumor invasion: The depth of tumor invasion is a
potent risk factor for gastric carcinoma and positively
correlates with prognosis. 2

In the current study, p53 over expression displayed a
direct relationship with the depth of the tumor invasion
as the IHC over expression of p53 increased with the
increase in the depth of the tumor invasion and was
statisticallysignificantwithp-valueof0.040. Thisactually
comparable to other studies had been done by Kim et
al 1994, Roviello et a, 1999%° and Ghaffarzadegan et
al, 2004 but disagree with that had been reported by
Kakgji et a, 1993;* Flgjou et al, 1994;* Fukunaga et
al, 1994*? and Fonseca et a, 1994.% This observation
supports the suggestion that over expression of p53 is
associated with tumor progression and aggressiveness
or poor prognosis of many tumors.?3!

P53 over expression in relation to the status of
lymph node involvement: In the current study there
was a significant relation of p53 over expression with
the lymph node metastases with p-value of 0.030. The
result of the present study was agree with those reported
by Motojimaet a, 1994, kimet a, 1994, Limet al,
1996, Monig, et al, 1997,2 Kim et al, 1997, Rovidlo
et a, 1999,% and kaye et a, 2000,% but disagree with
other studies, which had been done by Hurlimann and
Saraga, 1994,% Gabber et al, 1995, and Ghaffarzadegan
et a, 2004.%

CONCLUSIONS

P53 was over expressed in 62% of gastric carcinoma
in Nineveh Province and this result is within the range
observed by others.

It was significantly over expressed in the intestinal
type of gastric carcinomain compared to the diffuse
type of gastric carcinoma. P53 over expression was
directly related with the grade of intestinal type of
gastric carcinoma, the depth of tumor invasion and the
status of lymph node involvement. While, there was no
significant relationship between p53 over expression and
the age and sex of the patients with gastric carcinoma.
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A STUDY OF TEMPORAL LOBE CHANGESIN MILD COGNITIVE
IMPAIRMENT ON BRAIN MRI
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AlaaKayali, MD; Bushra Salem, MD
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ABSTRACT

Objective: To study the temporal lobe changes on brain magnetic resonance imaging (MRI) in mild cognitive
impairment patients by using the conventional protocol of brainimaging in order to aid in early detection of the cases
that may progressto Alzheimer dementia.

Methods: Analysis of magnetic resonance imaging (MRI) was performed on 340 patients who presented to the
radiology department at Aleppo University Hospital, Al-Kindy Hospital and Al-Shahbaa radiol ogy center. All patients
were 40 years old and above. The patients were divided into three groups according to the results of their clinical
cognitive assessment: cognitively normal group, mild cognitive impairment group (MCI), and Alzheimer Dementia
group (AD). Then a visual and volumetric study of temporal |obe was performed.

Results. Mild cognitive impairment ismildly more prevalent in females and in the early elderly stage (40-59 years)
but a clear increase in incidence is noted in patients of low educational level. Temporal lobe changes on MRI were
found in 59.43% of MCI patients and were more prevalent in elderly stage (60 years and above). These changes
include the atrophy of superior temporal gyrus, hippocampus, and amygdaloid bodies. Superior temporal gyrus
atrophy and bilateral hippocampal atrophy were the most common. Temporal atrophic changes were also found in
16.37% of cognitively normal group and were located in the superior gyrus. In Alzheimer group, the changes were
found in all patients and include the atrophy of all parts of temporal lobe.

Conclusions: Brain MRI with conventional protocol playsanimportant rolein the assessment of temporal atrophic
changes in mild cognitive impairment patients, especially the Alzheimer-like atrophy pattern which correlates with
increase risk of developing Alzheimer dementia. Therefore, MRI can aid in the early detection of these changes and
in monitoring their progression. This subsequently enhances the benefit of early treatment.

G5 L A 40 jany Liaye 340 Al ciled rdad) 3ok Eadl paile
edal S ity melad) s ife 33tV QL D)) Gaesll e ol anall Gadl) cl Al e cin
shline () ppnd ehaY Cla s (B 2B eledl SSms U5l MR ¢ Leall esalidll Gl) ysem e Caial) e
e Aosana) Glesane EO0 ) e s @ g leall 1) o 8 Al Al Sudl CaiSl e ae Ll @l g gl
Ao panas il bl Cinall e desena cliyee Gl eyl aie
*AlaaKayali, MD, Assistant Professor, Department of Radiology, Faculty of Medicine, University of Aleppo, Syria.

*Bushra Salem, MD, Postgraduate Student (PhD), Department of Radiology, Faculty of Medicine, University of Aleppo, Syria.
E-mail:drbouchrasalem@yahoo.com.

35



Journal of the Arab Board of Health Specializations VVol.15, No.2, 2014

S A ol —
oyl eclil) cCandll Jala alysl ¢y dle s sl Gl —
L aansl palls ) Aigayns Dl

:Cphaaly i—J)—J)ﬂ oallaiyg

Hgall Jo 381 Canim 48 sy AMNEstic Sl b (1
S m Lo Wles ()aY) A pmall Caillasl) 4y e e Ay
A1) Gl

Jadit soaxie alelh aly s Non-amnestic S e haai (2
slay) b u\.ulnm\ (mu\ Lage 05 o 059) 551 Carna
Sy daa Label i 8, delill chledl iy caglly

A ) L) QJ e (gyas

tle Caall el Ciaall Alla (aii Adiny
Apped) Salaall (ga5 Gy (gl Gandlly Al dadll -
lend)y (les Byl Alal) i) o ha) ) A8yl 4l Lladd
Mini Mental Status Examination jreadl ddiall dlall las)
e 3 oampall eVsa gl HLEAY) Gilayy oS5 Gua (MMSE)
ol olsiuna s papyall jee s (Cla)a 3-2) Jilly oanball asl)
653 aially Al L Aualad) il e leb ad s
bl il rdediy Aeledll cllamuay) -
Clelafiad) (MRl awbliadl (il st (CT-sCN
(SPECT 6 LS (g5l bl clelaiindy FMRI e duislas
%74, PET-scan

Jenls aal) o laiin) ¢ Leall ushalinal) iyl gl 2y
b Flom gl dymall Coaaall Alad Ashall sl CaiS b
il chaall e Al gy i 8 S Al ) (i
ww;);\@mwu}u@,w\u}w um‘ﬁ\@
Ly ey ciiymal Al e Algpanall ey el ald § Lol
e s o 450 culalinall (i) ddy Cua S0 Aala
124107 4 4 388 Aympall il (oISl Ll

shals Temporal lobe taall (aill ol Cagymall (s
oo o) el b deagidl Lymbic system el Sleal
sl aually Hippocampus guasll a5 taall adll
BRI e Aggadl 4w e12Y) 0 Amygdaloid  body
Glaglad) il Cum 3SIA Dl cenn Le AL Cpueanl) S
dal e Al 580 Giat (e canslial) iall U bl asiss
13.5)g il vie QI3 oda salainly ashy 5 cadY) Jysha il

36

paill (b Aaadlal) bl s @ Gay (o)l e e
seas Sl el ibe aalindl i) pea e 2ol

sl @Mn Coruall Alla il d Al saly) Calas o) resladl)
33L) ae oA 49-40) Wgesll 5l Asjall By LYY (s
coaitid) el gl (553 GaladY) v il 8 daial
@A pphliadl pi)ll ea Je gl (adll Gt Goasd
D) ST cilS LS ccagdl) yral) Caniall amge (50 %059.43
Coddlll jpenn Ciladiy ((hsh Lad A B0 (posy) Adsindll Alaye b
s Lemall (IS5 (5l amally Grasll jsaa cilall Lesall
Cansd slall S pandl ey gslall el Cadll)
N L\sf..a Cpmadall (alii¥) e 9016.37 s dgygea iy
il o2 gl LS ¢(golall nall Cadlil) 8 3)pana cuilS
Gaill JalS G sen clady salaill oige Vs pes b
el

JsSsislls g leall ppalinall (illy el aaly rlaliiioN)
Al el (aill Ay saall iyl a8 Lage )5 il
@saall Taail) cld il dialiy Cagall Al Conuall aaye
gss - aasll e ) Jsaill la Jaas lly sadlajll il alial)
iyl o] Sadl) oSl & wdalind) (il pypeaill el
eV all o3l Suall 2 all 8 ae Ly 38 Laa Loy skt daylia

dasiall

pedll b Aartiedl Al cilled) deall dulagl i
AeSlaall SN ¢ ) ¢ Sl ety Al e Jseanlly
LSl Jag

Oo b O My Adeall Aidagll e Sa SHD Aglee el
a8 < Jis 9.5‘ dsas shanyall die (132K 3 SIAN Cama dgag Loy
) Canall @ 3 el Ciiay laies ciudeall i)
il 28 4 o (MCI) Mild Cognitive Impairment —agal)
32.Dementia

Gk Cun Laes Bipsa Tt MO i) _Spaall Connall 2ay

G bhual 0 5KIAN b Cana (e il () (alasYl e

&b bl dpag il Chu s (B LAY Rbpad) Y )
L yeall dilagl) iV lae e STl pllae

‘&MB)SL‘ZL)ALJM\ gﬁ‘)a.d\g_uual\ @4‘).4‘_).4’_!‘).\.\&3.
fad) caal) el Gl Clad (55053 palajll Lt (g duals



Journal of the Arab Board of Health Specializations VVol.15, No.2, 2014

sl [5/ dSlkew FLAIR sy Coronal 4lk) ablic *
.(mm 5.0/0.4=KHT)

(High resolution) eaall (aill 483 e LK) adalia *
Slawwy FLAIR s TW Gaie il Gpas) Gl e (g35ae smass
.al/3-2.5/

Gl s e owlly el aall Gaill A S -4
fol WS e IS dalinal

Gnt Adliall g L) 3gay PR (e dyygena Glpad dgag sl -
Gal) gslal) el Caghl e IS Lelaall DY) A sial)
&all Cudlilly ey GalY) Jansiall e anall Cadhilly sl
e daumpall sl 35 e oSl 28 3855 ¢ unlly Gal) i
Ja 45 «Blinded study dsesil) dayyhay iline 0088 A e
Aol aval Gl 5yl Y 6 salll 5 il 8 G dsag

il DA e o) Gaill e ) eiall 8 ol Al -
Temporal slall cphdl eaall cpalls (g5l anally pasl)
el ) A Adle ALY ablidl jsa JWal @llds horn
Auto CAD architecture (US Metric) sjlesall 2&55Y)
sagasally oot Olea JSo Aaldll Ganlidl sldie) & Gus 2012
e JS A @l spaad) @ @ Gluldl)l il pall (e
okl (& el Galall sl Gl (sl aualls Guaal)
Glaa 5 eIl 038 g Cojels ) adalial) US e pulls el
& padinad) A5V malin A (e phaie IS e e3a S Aals
DAS (e cpyhall 6 il 5Q0l) 4D STl I aaall Gl
siacalyy)l A

Agial) asaall g sene = SN sl

el ASLews X (i (ppalaial dalisall Lo gia = S3all aasl)

ol Jull
dalus + ) pdaiall dals + J5Y) pdaiall dalisg) = IS aaall
el ASLas X (LAY adaial Aalise Foveesat G pdaial

-Microsoft EXcel gl sac luay L) clilual) o S8
Microsoft gbiy e clibull dayéis pald Jan A Sl a)és -5
.Excel

EDA e ganall (1o desene JS il Gilas) Jisi el -6
el Jailad Al i Cua 1SPSS Jlasy) maliyll alasiuly
Galaiyly GlYly Sl Ayl dually sl clas) DA e
Cagall jeall Chnall e gene 3 Mally amitiall adeil) (550
Oficsenall BS 3 jee IS @hhl) waat 5 WS el
uilly 2l clian) & ey ApaSHEl dygiall duill aa (4 sS3al)
s (5o Ay 2 59 Y 2 40 e (5o oyl dsial
& Aysenal) bl Cup WS L (A3 saa) dlsye) (55 L 43w 60

37

GO padly Gaanlly sl (adll 4y seall Gyl )
il el Lo laiw o paladll daai e il caje sl Basase
) 2say o V) Auhall a8 Cagal) i peall Caeall aage sl
Y s ) a b Aaliy ol Gaill E d)sel)
L e dealay winll ) kil g8 i e sy el
714,

ald) Caddl heal) Canal) s b gl S )

Agyppedl Al il e ae by Cun Sl Aallea) b 2y (oY)
Slo mlal 0y sl 200 adiey 298050 Y skl il
Conall Wl 3K divnall cilisabially ) siud Gl <N culladia ¢ Uac
A gasadl cdl 2l e asdle adingd gl Cagdll el
Laaudal) Al ) 2sats 58 ey A paal) Al (s o (S

Eadl @k

Bans Ismal) ¢35 Lab A 40 jany Liayye 340 Al ciled
relall s il (b A pud (3 it Gl sl
Alldy s Aiae 3 AU el Spes el ga e
G Al 5 D Lol esline ¢y useai bl Cites
Cilshadll (385 agiul Caciy 2013 553 15 2011 S oS 1
||

MMSE jaad) dulial) Alall HLia) elals Ly ) asiii -1
olsiay (apall jee s HLEAY) Aa s S (pape S
ovsiall Al e (fing e Calad) aldie) & 35 adell
Vs pelal Cpdll ampall leiaal 55 5 (S0 agadall 53Y) aal) a0
sl ) Ujee linn

fshs vl il s Dl gane E3 ) (el i -2
Ly ge 214 Cracas Lirae Gl (alail) de gena —

ceaye 106 Cranmy i)l dpaal) Chanall e degana =
Lagpe 20 Ciacas o)l oape de sana —

paiin) By aype IS ¢ Laall bl (il sali ¢l -3
Jleas ealall Gl isie 8Os /1) Philips Glaa) ol Slea
Ol el o€l a8 Sl /1.5/ Philips sl o)l
A5 celiglll S5 s [1.5/ Siemens avanto Blaall o)
tpaniall il JsSgigplly ysaaill ¢ ha) o

ale /5] ASlawss TW5 TW il AXial Lajine ghalia *
.(mm 6.0/0.5=KHT)

dle /4 Sy TW ool Sagittal duegm cblie *
.(mm 4.0/0.5=KHT)



Journal of the Arab Board of Health Specializations VVol.15, No.2, 2014

Sl Cin o (Lala)l o (i Lipe Ciin e clbjas
s je 1 Ofisad) (fapee OI8O il &3 38 5) saally uinll Casa
(G5t Lé 4w B0 (1o A3 5308l Alajag Au 595 40 A geS))
MMSE [Uia) dais ady (Ruball Clsin 33) aetll (s5insally

Pl o3 sy 1 Jsaalls

Carall Jegane 4 QUY) bl glasy 1 Jsaall (e a3l
Cagdll dyeall Camall dgas Baadl LS« pailally cagall djed)
O Appanl) 288l lan ) ae 35 Lad L 40 (e dppeal) lall S 3
ey culS 2 jalail) 4 3 L %59.43 sy 4 59-40
G bl U5 digan K5 L %90 dasinill dlaje 8
Aau 60 558 deatidl lect)

Gl Conall o Lany caledll gsivall po AL Ay
e Sy i) alatll (550 Galadl] 52 Wils (%) Cadal
G owlid oyl wic Wl «9%89.62 dbaY) dus cily dua
palill 553 alad¥) (sal e gt (lan) go padail) (sl
9670 sl Cily Gy mddiall

oaill e adl gl & dumd) cbsall A el

3sms O e sanall 3 bzl i)l e e gl
il Laugially (golall faall padll BBl Ay e D
by il Canall 3 9059.43 Ay Als 63 b cpdykll b
s 2 Jsalls %100 dpiy gl salajll aie 3 eV S
Oo 2Dl L Apend) L) Cmy EDEN e sanall 8 bl oa
G samse gl gaill 8 dysedl el of 2 Jeal
sl Alage el calall 4805 iy 2y EON Gl sandl)

ekl ol el S waad DA e e anal) (i) Caddls
oyl ISy paall (adll ol (e i JS A D) sain s
sl Clus 5 ey EON Al Cilesens A elldy as e
S LS danilly Al alage & Vol dysial Al
L g Jslas e (5ysanm it (sl 15 pelal all pumpall yaas

comnall i (sl Ay sacall Clyaaill (AR Ay Caag

Did) ehal & el (adll e ) edall s )l

icgaaa s Independent samples t-test sl cilinll t
O Ao 2l ) oS S il @l U ma cppamilall alid)
(S5t LA 0 g (A Al Al o 5 A 5g S Al ya) (i panll ()
Gllassia G dilian) ANVa 53 (38 dgas SLEAY) jelaly 9695 4E)
O B Ofpandl Gl pdplal) (& ) Al Guasll aaa o
Gl L aphall A gl anall Al dpliaa) AV 53 (38 aas
A A Glgin 10 Joha Apee Sl ) AN CGle ganall ands o
ad efs phal) (8 55l mmalls Guasl) paal e sl yaas
alasY) Ao sana (Aypee 8 L Guplal) 8 el Gl aaal
o Aanpe e Lad 1y el () (pmpall 230 slaals ppunndal
Lailly a2l Gl &5 Gy Giadajall (i sanall (8 dypac 43 S
A3 illy gl il pe s S sy VA gl Ayl
G Jsa o Bumpe s el 0l pmpall a8 LS
Ganall Gt sal Al el st G ARl Al el

L ol Gaill e cdagl oial) Cilut aae lgiBle
il

Osrla) CON Gle sanall (o Ao pane JS 8 Abal) Cipag

el (gginsal) eall suial
DLia) dads
MMSE R b Y el ae s . . : 4 ganall
é}ﬂuﬂ@bi mb&leuM AAM\ ﬂ;‘)n 43)@5“ ALJA uL\Z}I\ J_,S.ﬂ\ 3...»_5‘).\.“1\
(sl | % oy % 22a1) % 2aal) % o | % 22a]) % | s
231 | 2664 | 57 | 7336 | 157 | 3318 | 71 | 6682 | 143 | 4159 | 89 | 5841 | 125 uC:’-“L’
o
"
21 10.37 | 11 | 89.62 95 40.57 43 5943 | 63 | 51.89 55 4811 | 51 | s
x.“..
13 30 | 6| 70 14 %2 18 10 2 55 1 45 9 e
el

DN bl e gane g raaell Aliall Alal) LA s cebeil (gsinsally eally il a5 .1 Janl

38



Journal of the Arab Board of Health Specializations VVol.15, No.2, 2014

VA 2 VS 2 VA 2 YA 2 G FERLYS VA 2
B L B e I S i e Augprall de ganadl)
oY) il oo il | el bl | el augdl | ) gl ) (sslall
0 0 0 0 2 1 U5 Ala ye
0 0 1 0 33 30 13,480 Als
2 d ;}.'."‘—..‘:‘H\
0 0 1 0 35 31 & sanall L 2
%0 %0 %0.5 %0 %16.36 %14.49 Al Al
2 2 2 2 22 23 PSP
Al da
10 9 18 18 39 40 el o | e
12 1 20 20 61 63 & sanall ol el
%11.32 %10.38 %018.87 %18.87 %57.55 %59.43 Al dpal)
2 2 2 2 2 2 U5 Alaye
18 18 18 18 18 18 Aa il A e o
4A4c ()
20 20 20 20 20 20 gsanal el
%100 %100 %100 %100 %100 %100 Al Al

L Tl e gana & Eaall Gaill e odagll sl b Ay secall sl dpagl gl cudlly YD 23 .2 Jsaal)

YN dae Y dae Y dae YN dae Y dae Y dae
Codll Clyas Cpdll iy POVEN G JeE poall s | gpasll @t | sl Cfyas A g yaall e gandl
s gaall | el eaall | ¥ gisll | el sl ) oY)
1 1 0 0 8 8 el s e
7 5 6 19 22 14 dasaall dlasae o
‘f 3 yra Az
8 6 6 19 30 22 el —add
%7.55 %05.66 %5.66 %17.92 %?28.3 %22.64 Al Al
2 2 2 2 2 2 el s e
18 18 18 18 18 18 13,250 s ye
Ll s
20 20 20 20 20 20 £ sanal el e
%100 %100 %100 %2100 %100 %100 Al Al

el aill e LVl e Bl 3 ) seall il el dsiall )y eV e .3 Jsaal)
el diey Cadll el Camaall e sana b

%37.73 Leie O eV Ciplall 8 9657.43 caly Cum ¢ gslall b
& 963679 e OIS ) L5 657,55, Aasandl dlaye i
%18.87 ks Cua il Javegiall & J8 daniy s cda il dlaja
9610.38 5 4 sl i:u;f R cals ¥y e e giall b
o b el 0lSy il lind) (3961132, Gafll lind) 3

el IS8 bl 3 (glall Cadlll 8 il o3 Cipeanil N
OIS el k8 9614.49 Faiy Gkl aliil il
bl (8 9016.36 Ly ddsidll Alaye b 9614.02 L
) a5 Lty Ad ) Alsje 8 961542 Leia IS s
el s Capall el Conaall 8 ADGN Caddall 8 4y gaall

39



Journal of the Arab Board of Health Specializations VVol.15, No.2, 2014

100.00%
90.00%
80.00%
70.00%
60.00%
50.00%
40.00% PRI
30.00% - 15 Al Ay
20.00% - —
10.00% -+ —
0.00% m T T - T - T - T - 1
Sl i Sl s Sl i Sl s Sl s Sl i
skl Cadlill g lal) Cagldll il Cadlll el Caglil) el Caglil
oY) Sy Lo sial) Lo siall oY) Y
[)A:}S” HS{\

bagas dla b geaall Gaill Ga fagl sall L 3y sell clyill 55 .1 hhal
Al Sl laje 8 il Jpeall Cinaall amga s

60.00%

50.00%

40.00%

30.00%

REEUY

20.00%

10.00% ] I
0.00% - : :

Gmanll el Gaadl Gal1 g5l Sl g5l el euall

CradYl

QA;Y\ ).ug‘Y\

Lasas dia b el paill o ol e3all 8 3y ganall iyl ¢35 .2 Taladall
AR5l gl Sl pe & (ol el Caniall e s

by @y el Gaill e ) el clhss dulp &

el galall el (il (g3l aually Guasl) alaal o8
o el omyey Capall peall Coaal)l e gl okl
G Gl (el (5] ABlad) i) pa 2l 38 330 A
st gay Jlaial) A 4 IS Glsin 10 Jshay dgyeadl il
b bt Cnelal ) eV sl Sy el sl e deals
Cagal) el Camall ampe 53 2 anall (il (e ) g3al)

40

Bl o33ns Ul (b il Jans il (ol g (1S5 2858030
o Lagd Jspna e Vs 2L ol oslel) il s a
0/625.47 ausiy Al 278 (ssball Cadhill Jsjaall jsanall ang cpn
e 135 964,72 sy 323 Alaye b b VS 5 Leia OIS
Canally 3D Do ying iadly Janssial cpilil) pan of )
il (s JS jsania ang 28 ailajll e 8 Wl il yedl)

96100 Apusiy dgpend) Jaball JS & myall JS g 22l



Journal of the Arab Board of Health Specializations VVol.15, No.2, 2014

4. 49 PoCr ugm.})d FLA'RJ\ (ke 4aal) 4_1“.:: MLE\ ckm c&l.qdﬂ L;M.\Ll_\’.ﬂ () e 1/0‘)}«4}\
e G 40 (anye 1B Lokl gl avally gaanll b aas ae rab el Gadll o Baadl tles xads (e 1A
) Gl (B (sl aually Grasdl (omh pas ae plall 8 (gslall Eaall Cadlill 8 264 Byypaa it g Baadl ads
(st rall Gl : niall agadl cpandl () agud) (sl anall 230 agaall) . (Liasall Tacil

Sl L of 255 3 Jpaall (e . anall Al Al aalllys  AlyeS Alaja b pgie umye 10 OIS «%37.73 Gy Linyye 40
S A el panl b Cagtl) el Canall mye 53l 96283 iy da 53l Al e b Liagye 305 969.43 dunsi
Clparil Leali dasail) dlaje 3 9620.75 Lie oS <%28.3 caly;

@ 01321 lgie %622.64 i il Cun ) guanll (B eBa¥) & chss cnelil I eV s 3 Jpal) mas
iy 0] (@slll il b i) ol & AAE) Aspe Jlage Gy o) Gfiesead) (4 eaall adll )
il At IS Cpn B A0 Alaje 8 LS CulS 0617.92 i yal (e senall b alaal) s o Wil L3820 24
Bl daje B K CilSy %05.60 sl sl auall 8 gyl aally sl anad duilly Glaaiily S (Lagas Ja )

41



Journal of the Arab Board of Health Specializations VVol.15, No.2, 2014

.41, 68 e QMA)A FLAIRY (R 4aal| ‘L\M.C MLE! t)::\ﬁ.a s\;.qu\M () e .2 B_)}@j\
Cadd g e sl (B (gl ) S Grasll Sl e aall adl) M 8 Ay bt d5a aae Baa tlijee anbh (anae tA
teinial) pgadl ¢ pemnll 1) agadl (sl anall 135 agadl) (Usatiall Jaail) i) e aall G wansi we e Cophall
(eaall ol

CilS o (A %05.66 Aoty VS 6 & cals Culadl A5l (g5l
aally 9614.15 Gy Ala 15 8 sangd Gald) (g3l anal) &
SSAL i) s ¢%1.89 Ay L yilla 8 sansl jud) (5350
fo b catilp 8 ol il e o) giall s o
uiladl A8 il gaad Gaw Lae 2 dde sl edall s
aneall Al W coangd ) Cpanl) b ol sl b
el e Ll L el) Gyl il gl ani gl
G samlie eaall gadll e Ll ehal) & clsal culk

42

Gy Bagane cul€ el ol saalia) el WL L
Aaje 8 964.72 Leia IS %5.66 ol Gyl b L il
%6.6 lgie OIS %07.55 ) Caylall 3 g cualys (Aasanl)

a2 dlae

%16.04 dausiy Alla 17 8 Caslal) 455 () a5 cilS
%0472 Gty <A 5 8 sang) all) Guaall s culS Log
anea ) il Ll €9612.26 sy Alla 13 doansl 5] (puanlly



Journal of the Arab Board of Health Specializations VVol.15, No.2, 2014

A 76 yany liagye DA FLAIRY (oo 2820 dle 3448 adalia o Loall asslaliie () samn 23 ) el
Alls (sl aually Guaall anb aas ae iyl 8 golall eaall Cadlill 8 488 ) paia st Laadly sl e dpmds diayye A
G padls Gpanlly ceaall (adll Cafdls 4y saia Gl agas Badl tdd djre G Ll Angpe iB Lk 2ol
T T el e Ll dayye LC (Uil Jaadll cilyes) Gt anal) i) msi ae Gyl
10 gl (235l amall 12501 agdl) Lo aall Gl 3 mapa s g Gyl g3l aualls aanlls el adll Caddls
(el cpall & pnidl agll ¢ uanll

43



Journal of the Arab Board of Health Specializations VVol.15, No.2, 2014

Lossiall il 3 )sania 3gng) salaill die oimpal Agilite s
el 13y 967453 doni 1S (Ap) oBal) paciay liudl
b Jei At ea i el ) S e Aege dans o )
Conall s Hsliay s duaal S5 1385 adlasll 4ia) Jsad)

il e ) gl L 5] il e

Capal A el A Al 1 4llee daalle by g Wiy (G 4558
Cinia pgd] Limiye 175 e il 2009 Hle LiysiillS dasls 3
e 5as Coehal Cum 10358 Led 25 B5 (e el i iee
G pm o sy o) Al ol ) i Rpppan
ol aslie Jawi syl (e Calaad da Cajelal (smuhaliadll
Cun oLl il ga (350 1305 el atial ailiia JAT5 Cppmnilal
L) Al 8 agdall 4l Ll (ge ampal) A i€
byl aial 4liall Taadll (e eyl %50.86 Jilic %49.14
Jileall Jaaill (o (ampall %025.47 L)y A bl colS Ly
el 4l Jiledl Jaaill e ampall 907443 Jlie xgkall
Oany 35ms un o Ciaall GG an g 45l
b DA e pelajll el Jsaill Hhad Jead Al eV da
Aeliias dnl) aaa CDERS Y L aga (o35 ail

Slaliiiay)

iS B el JSgis b daliall 0l el e Ly
dpmye ANY b i Jlly eaall Gaill by senall iyl
ail) b Ay paall ] liae Cela 85 Al Lkl Al
iagandl) dlaje b il iyed) Cinall e 52 2 aall
AseSl Al jo (B pgalins OIS (el (e @il desana sl Cule
Lo Al bl ) ang faall padll 8 clhsall Qe o
@y Al Beles ehal (3 Tyjsaa S dgag ()83 b5 i e
Aikidl Aaldy eendl il Loy oy Bpnall Bl 3 g0
gl dualaal)

gl eiall b el (adl) Cadl Ay genall iyl ciled
Cadlil) ) ganal 2als pa Gbyhall 3 gslall Cadlill b Lenpdl (IS
O e e3all 8 Agpen et cled WS liudly Jagid)
Ol san Lexdl QS5 (sl aualls Guanll) eaall (il

eangd 1 Guasl) & culal) il

oalaiS Aglie clyan ) e aall Gadll b ol il and oSy
XYY ‘).\ﬂ)) a.\;‘gs Lﬁ)&:d\ ‘;c.\.\al\ k_ig\slﬂ‘ g ‘_,,_&sj L}S‘)M (_).é:."—‘-‘H‘
Lo ol dplie s (wm JbE) Al e desandl)

385 %100 Ay (51 4330805 A e laye b aayall gaen
el O b el ey L dady il o3 o Y 4as
el Comall o el Apnilly diad) Y ylail) Jlain e i

-

PR

S g (il el Camaall Alla of Aol o3 8 Laas
oalas) die 5l S 2a L LS el G (lany ae (il
eioadl ALYy i Al Y e Les bl el g5
b 35 Alal) Gigan e bl S Caanll 8 Glial) lilenll
LY plany Baag) a8 eall dnalls Wl dallal) gilial) e (38155
allall Lyl alaes Cpelal (a8 43w 59-40 o el
Agall Aapla CBEAL Golall 138 judy 385 43w B0 (358 lal) ¢ sad
Lad i 55 (e Dpalladl luhydll 3 Sl il Cua dg paal)
) Sl asalall oda asay o S5 S Al o

e sl el paill @b A of lall caldl o
bl e of e 1385 %659.43 il Cagall i jeal) Canall
&) Bagalls cpapally LYl (A Y Lol padll (b deladll
Capail) die A3y el lage n eapall greall ¢35
e e %93.02 o axs deladl) il Ay 3y (gl
b Db g ekl 8 A8 aal) Aae o caall el Caeall
Mape B Ll 0% bt Qe o My 2ol il
emebaliaall Cunll e ladl) Laliall Bsaal e e 1y cileS)
sl $Vsa Al taall adll Gl e Sl ikl

oaill e o) e3all 3 sl dysaall iyl of gl
o lempen 5 8 (2l Al Camall amye g el
e el 8 g o V) caie otin gl edall 8 Ayysaia il
slal) Cadlil) 8 ) penall oyl g gt Jaagl LS dagll e Ji
Aol Mg ¢ Jalls Jansgiall (padlill Jojeall saiall Gl ae
Jalis & gslall eanall caghll 3 Ll s 4y saal) iyl o
(sl anally ppanll) Zasl) e Balls Jawdly Jaussiall (paglil
Chrally b Leds a8 oY) 038 jsan liiel (S G
ccagall el

el Gl e die eaall adll s il Al

O Bans saladll apes Lyee Cpmalall (alis¥) ae il
Dsa) Gkl Galaii dglia Gt Gooet (ol
lopedsl Gl myall Ll <%625.47 o 1S5 (Lath glal) Caglil



Journal of the Arab Board of Health Specializations VVol.15, No.2, 2014

10.

12.

13.

14.

15.

1st ed. Philadelphia: Lippincott Williams & WiIkins;
2005. p. 771-9.

CrumRM, Anthony JC, Basset SS et al. Popul ation-based
norms for the mini-mental status examination by age and
educational level. JAMA 1993 May; 269(18): 2386-91.
Dean PM, Feldman DM, MorereD, et al. Clinical
evaluation of the mini-mental status examwith culturally
deaf senior citizens. Arch Clin Neuro Psychol 2009
Dec; 24(8): 753-60.

Osborn AG, Blaser S, Salzman KL, et al. Dementias
and degenerative disorders, In: Hansberger HR, editor.
Diagnostic imaging (brain) 1. 1st ed. Salt Lack City:
Amirsys Inc; 2004. p. 58-72.

Gili T, Cercignani M, Serra L, et al. Regional brain
atrophy and functional disconnection across Alzheimer's
disease evolution. J Neurol Neurosurg Psychiatr 2011
Jan;82(1):58-66.

Luckhaus C, Cohnen M, Fliiss MO, et al. The relation
of regional cerebral perfusion and atrophy in mild
cognitive impairment (MCI) and Alzheimer's dementia.
Neuroimaging 2010 Jul; 183(1):44-51.

McEvoy LK, Fennema-Notestine C, Roddey JC, et al.
Alzheimer's disease: Quantitive structural neuroimaging
for detection and prediction of clinical and structural
changes in mild cognitive impairment. Radiology 2009
Apr;251(1): 195-205.

Fernandez A, Arrazola J, Maestu F, et al. Correlations
of hippocampal atrophy and focal low-frequency
magnetic activity in Alzheimer disease: Volumetric MR
imaging-magnetoencephal ographic study. AJNR 2003
Mar;24(3):481-7.

Morys J, Bobek-Billewicz B, Dziewiatkowski J, et al.
Changes in volume of temporal lobe structures related
to Alzheimer’s type dementia. Folia Neuropathol 2002
Aug;40(2): 47-56.

Mowzoon N. Behavioral neurology. In:
N, Flemming KD, editors. Neurology board review:
illustrated study guide. 1st ed. Rochester: Mayo Clinic
Scientific press; 2007. p. 279-96.

Jack CR Jr, Shiung MM, Gunter JL, et al. Comparison
of different MRI brain atrophy rate measures with
clinical disease progression in AD. Neurology 2004
Feb;62(4):591-600.

Jack CR Jr, Shiung MM, Weigand SD, et al. Brain
atrophy rates predict subsequent clinical conversion
in normal elderly and amnestic MCI. Neurology 2005

Mowzoon

45

Lo giall i) Aaliy eaal) il Caid e 4y sedla)l
Db Jale axig) eaall (aill e Al e BaYl jseny ol
(4l skl

Al Al a8 (Hsll) anally Gpanll Hsaa a5 2y
ool e 5ol Sy Bagana B 53 ggd eauall (il pusi Wil

Gl gl

WQ\GQMJM‘ U_}b;u:m ‘é‘)iv'fvj‘)m.v Mbds‘ aﬁbssgaay

gyl Jabyall € 3 Caial) i peddl Ciall (iage 53] 2l

ey Sl GRS Ciags Ao lailly Ayl Aalidl 35 50m e
elagll e gai skl iy e aelay 38 Lea Sudl

Al Alally dafiall Fed) Jualgill Jais oo Uad asd
G o Jg¥) ppeail b A0S e ladl) sl daplay (mnall
Aajliag el Jaaill oiape o) Ay Aoelad Aaglic o) (Say
Al il e Sall cilsin 5 3al Jsaiall Jaail) ayal 5ol 6 JS
A G Js B Ry Aalie ) lelisad (Sas i

ubliadl Gl jea o alaa¥) Gl Ll s WS
Gl agay e (Sl dal e sl pmally Grasll dals
f e JS dpae oS adll b2 liie) (Sayy clegad 4)5aia
S AL Gl A e ae by lag dalia) Jla 8 gae 40l
ciadl olasly Wy yskai ey

el

1. Ddekosky ST, Kaufer DI, Lopez OL. The dementia. In:
Bradley WG, Daroff RB, Fenichel GM, et al, editors.
Neurology in clinical practice.lst ed. Philadelphia:
Elsevier press, 2004. p. 1901-8.

2. O'sallivan M. Patterns of brain atrophy on magnetic
resonance imaging and the boundary between aging
and Alzheimer’'s disease. Rev Clin Gerontol 2009
Nov; 19(4): 295-307.

3. Pieter J. Mild cognitive impairment. In: Pathy MS
Inclair AJ, Morley E, editors. Principles and practice of
geriatric medicine. 4th ed. San Francisco: John Wiley
& Sons, Itd; 2006. p. 94-100.

4. Small SA, Mayeux R. Alzheimer disease and related
dementias. In: Rowland LP, editor. Merritt's neurology.



Journal of the Arab Board of Health Specializations VVol.15, No.2, 2014

16.

17.

18.

Oct; 65(8):1227-31.

Brickman AM, Honig LS, Scarmeas N, et al. Measuring
cerebral atrophy and white matter hyperintensity burden
to predict the rate of cognitive decline in Alzheimer
disease. Arch Neurol 2008 Sep; 65(9):1202-8.

Plant C, Teipel SJ, Oswald A, et al. Automated detection
of brain atrophy patterns based on MRI for the prediction
of Alzheimer’s disease. Neuroimage 2010 Mar;50
(2):162-74.

Petersen RC, Sevens JC, Ganguli M, et al. Practice
parameter: Early detection of dementia: Mild cognitive
impairment (an evidence-based review). Neurology 2001

46

May;56(9): 1133-42.

19. Raz N, Rodrigue KM. Differential aging of the brain

patterns, cognitive correlates and modifiers. Neurosci
Biobehav Rev 2006 Jul; 30: 730-48.

20. Misra C, Fan Y, Avatzikos CD. Baseline and longitudinal

patterns of brain atrophy in MCI patients, and their use
in prediction of short-term conversion to AD: Results
from ADNI. Neuroimage 2009 Feb;44(4);1415-22.

21. Bennett DA, Schneider JA, Bienias JL, et al. Mild

cognitive impairment is related to Alzheimer disease
pathology and cerebral infarctions. Neurology 2005
Mar;64(5):834-41.



Journal of the Arab Board of Health Specializations VVol.15, No.2, 2014

Case Reprort b Wa &5

FASCIOLA HEPATICA: A RARE CASE REPORT IN SYRIA
AND LITERATURE REVIEW
Gl Aralyag Ay 5500 Al (i 13l ld il ¢l
Mohammad Taher Ismiel; Bisher Daaboul; Abeer Al-kafri
$raSTl pre 3 Jores Ghg0 piiny o> Juclosl yalls sama .

ABSTRACT

The liver fluke (Fasciola hepatica) can rarely affect the human beings. It is one of the animal’s common diseases.
The infection with liver fluke can happen by eating the water plants, like Arugula. The parasite can form its cystic
formsduring itsimmature stage. It will then grow in the biliary tree of the infected patient and can be manifested with
biliary inflammation, followed by biliary obstruction. This can be diagnosed with liver ultrasound or cholangiography.
The diagnosis can be confirmed by removing the parasite and examining it.

There are very few cases of the liver fluke that are diagnosed in Syria. One of which is this case which was
diagnosed in a female patient who had recurrent right upper quadrant abdominal pain. The liver fluke was pulled out
of her common bile duct during Endoscopic Retrograde Cholangiopancreatography (ERCP).
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PERTUSSIS IN YOUNG INFANTS
@a)l\ Hlua dic %,,5,3;5\ Jled!
Samer Jnoub, MD

g pobaw

ABSTRACT

Pertussis is an acute respiratory tract infection that well described initially in the 1500s. The illness occurs
worldwide and affectsall agegroups, but itisrecognized primarilyin children; itismost seriousin young, unprotected
infants. We report a case of a two-month old girl with a history of cough and alimentation difficulties in whom the

final diagnosis was pertussis.
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Medical Case

Traumatic Tension Pneumothorax Causing Heart Rotation

Qi) A L) ga quad Ao Brigie dyjdea )

A 48-year-old man was referred to the emergency department for chest traumarelated to a motorcycle
accident. The findings on cardiac auscultation and electrocardiography were consistent with possible
dextrocardia. A chest radiograph and computed tomographic (CT) scan showed a 90-degree rightward
rotation of the cardiac silhouette (Panel A, arrow) and great vessels (Panel C, arrows), with left tension
pneumothorax and multiple rib fractures, bilateral pulmonary contusion and ruptured spleen. A total-
body CT scan showed rightward rotation of the pulmonary artery and aorta (Panel C), rotation of both
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atria, and rotation of both ventricles. The mediastinal shift that was caused by the tension pneumothorax
caused mild circulatory instability (blood pressure, 80/40 mm Hg; heart rate, 115 beats per minute; and
oxygen saturation as measured by pulse oximetry, 92% while breathing 6 liters of supplemental oxygen)
without neurologic impairment. The patient underwent emergency spleen remova and left pleura
drainage. A one-way-valve effect contributed to the tension pneumothorax, with progressive buildup
of air within the pleural space that pushed the mediastinum to the opposite hemithorax, obstructing
venous return to the heart and leading to circulatory instability. A total of 24 hours after pleural drainage,
the patient’s heart moved leftward, back into its original position (Panel B, arrow), with complete
anatomical and physiological recovery of the great vessels (Panel D, arrows) and other areas. A follow-
up echocardiogram and CT scan did not show the presence of any relevant anatomical disruption of the
heart, vessel tears, heart-valve dysfunction, or impairment of cardiac contractility caused
by the previous rotation of the heart.
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Andrea Colli, M.D., Ph.D., and Enrico Petranzan, M.D.
University of Padua, Padua, Italy
N Engl J Med 2014; 370:€30, May 8, 2014. Imagesin Clinical Medicine
Prepared and translated by Samir Aldalati, MD
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Medical Case

Occipital Calcification and Celiac Disease

A gy Ayl cladssl)

A 24-year-old man presented with a 10-year history of recurrent episodes of throbbing, occipital headache
associated with complex visual symptoms, lasting from a few minutes to an hour. He had been treated
for migraine, with little response. Routine blood tests revealed a mildly decreased folate level (2.2 ng

per milliliter [5.0 nmol per liter]; reference range, 3.1 to 17.5 ng per milliliter [7.0 to 39.0 nmol per
liter]), and a computed tomographic scan of the head revealed bilateral occipital calcification (Panels
A and B). Laboratory testing revealed normal cerebrospinal fluid and elevated levels of serum IgA
antitransglutaminase antibodies (45 U per milliliter; reference range, <10) and antiendomysial antibodies
(titer, 1:40). He underwent endoscopy, and pathological evaluation of ajejunal-biopsy specimen revea ed
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crypt hyperplasia, villous atrophy of the jgunal mucosa, and an increased number of intragpithelial
lymphocytes. Treatment with a gluten-free diet, folic acid supplementation, and carbamazepine was
initiated, and the patient’s condition improved, with remission of all symptoms. The combination
of celiac disease, epilepsy, and cerebral calcification is a rare condition known as the CEC syndrome.
Folate malabsorption is a suggested mechanism, because cerebral calcification can be seen in
other conditions related to folate deficiency, such as treatment with methotrexate, congenital folate
mal absorption, and the Sturge-Weber syndrome.

iny BB B (e saiasy Baine Aypeay Gabel g A Gl (g5 £l (g0 8) S (o Ay A 24 g day gl
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. Sturge-Weber ieiies (s2¥sl ¥l saligial ¢ pu

Rubens Gisbert Cury, M.D., and Camila Hobi Moreira, M.D.
University of Sdo Paulo, Sdo Paulo, Brazl, rubens_cury@usp.br
N Engl J Med 2014; 370:€26, April 17, 2014. Imagesin Clinical Medicine
Prepared and translated by Samir Aldalati, MD
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Public Health
dale dan

Safety and immunogenicity of tetanus diphtheria and acellular
pertussis (tdap) immunization during pregnancy in mothers and infants

ally cilgall) G JS e Jaal) N tdap sIaSU (3 salddly LyBally 58 el daial 5,080y dadlad)

Munoz FM, et al.
JAMA 2014 May 7;311(17):1760-9.

Importance: Maternal immunization with tetanus toxoid, reduced diphtheria toxoid, and acellular pertussis (Tdap)
vaccine could prevent infant pertussis.

Objective: To evaluate the safety and immunogenicity of Tdap immunization during pregnancy and its effect on
infant responses to diphtheria and tetanus toxoids and acellular pertussis (DTaP) vaccine.

Design, setting, and participants: Phase 1-2, randomized, double-blind, placebo-controlled, clinical trial conducted
from 2008 to 2012. Forty-eight pregnant women aged 18 to 45 years received Tdap (n=33) or placebo (n=15) at 30
to 32 weeks' gestation, with crossover immunization postpartum.

Main outcomes and measures: Primary outcomes were maternal and infant adverse events, pertussis illness, and
infant growth and development until age 13 months. Secondary outcomes were antibody concentrations in pregnant
women before and 4 weeks after Tdap immunization or placebo, at delivery and 2 months' postpartum, and in infants
at birth, at 2 months, and after the third and fourth doses of DTaP,

Results: No Tdap-associated serious adverse events occurred in women or infants. Injection site reactions after Tdap
immuni zation were reported in 26 (78.8% [95% ClI, 61.1%-91.0%)]) and 12 (80% [95% ClI, 51.9%-95.7%]) pregnant
and postpartumwomen, respectively. Systemic symptomswerereportedin 12 (36.4% [ 95% Cl, 20.4%-54.9%)]) and 11
(73.3% [95% CI, 44.9%-92.2%]) pregnant and postpartum women, respectively (P =0.03). Growth and development
were similar in both infant groups. No cases of pertussis occurred. Significantly higher concentrations of pertussis
antibodies were measured at delivery in women who received Tdap during pregnancy vs postpartum (eg, pertussis
toxin antibodies: 51.0 EU/mL [95% ClI, 37.1-70.1] and 9.1 EU/mL [95% ClI, 4.6-17.8], respectively; P=0.001) and in
their infants at birth (68.8 EU/mL [95% ClI, 52.1-90.8] and 14.0 EU/mL [95% ClI, 7.3-26.9], respectively; P=0.001)
and at age 2 months (20.6 EU/mL [95% ClI, 14.4-29.6] and 5.3 EU/mL [95% CI, 3.0-9.4], respectively; P=0.001).
Antibody responses in infants born to women receiving Tdap during pregnancy were not different following the
fourth dose of DTaP.

Conclusions and relevance: This preliminary assessment did not find an increased risk of adverse events among
women who received Tdap vaccineduring pregnancy or their infants. For secondary outcomes, maternal immunization
with Tdap resulted in high concentrations of pertussis antibodies in infants during the first 2 months of life and did
not substantially alter infant responses to DTaP. Further research is needed to provide definitive evidence of the safety
and efficacy of Tdap immunization during pregnancy.

Galal) sk e piay 28 (TdAP) osladU 3salall s Castall Lysaal) (ligd o Janall Gladll) SHSU Glashy ) asias (of suad) dyaa
o)l xie
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.DTaP 5130
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Pediatrics

Jly)

Neonatal cardiac dysfunction in intrauterine growth restriction
aal Jala sall) ali c¥la b adigal) die A8 A8 5o

Fouzas S, et al.
Pediatr Res 2014 Feb 12.

Background: The early postnatal cardiovascular consegquences of intrauterine growth restriction (IUGR) have not
been completely elucidated. This study aimed to evaluate the effect of IUGR on neonatal myocardial function and
cardiovascular adaptation to extrauterine life.

Methods: Conventional and tissue-Doppler echocardiographic parameters, were compared on the second and fifth
postnatal day between 30 IUGR and 30 appropriate-for-gestational age (AGA) neonates.

Results: IUGR neonates presented relative interventricular septum (1VS) hypertrophy (IVSto left ventricular (LV)
posterior wall diastolic ratio: median IUGR-AGA difference 0.05 (IQR 0.04-0.06); P=0.020), relative LV dilatation
(wall thickness to end-diastolic LV dimension difference 0.12 (0.06-0.16); P=0.012), and increased |eft myocardial
performanceindex (MPI difference 0.19 (0.05-0.28), P=0.012). Repeated measurementsANOVA revealed adifferent
pattern of change in LV stroke volume (LVSV) (P<0.001), LV cardiac output (LVCO) (P<0.001), MPI (P<0.001)
and heart rate (HR) (P=0.025) between AGA and IUGR infants. From second to fifth postnatal day, AGA neonates
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presented a decrease in MPI and HR with an increase in LVSV and LV CO. IUGR neonates failed to achieve similar
changesin MPI, HR, and LV SV, whereas their LV CO decreased.

Conclusions IUGR neonates present changes in cardiac morphology and subclinical myocardial dysfunction which
may result in an altered pattern of cardiovascular adaptation to extrauterine life.
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Reducing central venous catheters in chronic hemodialysis-a commitment
to arteriovenous fistula creation in children
Cradall ggaal) Jlatl) B 4338 pal) Ay gl 3,080 aladind (pa Juliil)
QUL ie Ay sl Al Blaall sad Ansilly

Baracco R, et al.
Pediatr Nephrol 2014 Jan 29.

Background: An internal permanent vascular access [arteriovenous fistula (AVF) or arteriovenous graft (AVG)] is
preferred over central venous catheters (CVC) for chronic hemodialysis. However, CV C remain the most commonly
used accessin children. The objective of this study was to evaluate our experience with AVF.

Methods: We conducted aretrospective chart review of children aged 1-18 years on chronic hemodialysis from 2001
to 2012. Patients were divided into three time periods: 2001-2005, 2006-2009 and 2010-2012. A systematic approach
to AVF placement was introduced in our department in 2006 which resulted in agreater number of AVF being placed
and used, but the access failure rate was still higher than desired. In 2010, a more experienced vascular surgeon was
contacted to perform AVF surgery in our most difficult AVF candidates.

Results: Sixty-five AVF were created in 55 patients (67.3% male). The median age of the patients was 14 (3-18)
years. Forty-one (63.1%) AV F were used successfully, and this number increased from 52.6 to 57.6 to 92.3% over the
three time periods, respectively. Over time, AVF use rates increased and CV C use decreased. By 2012 only 7.7% of
our patients were using a CV C. The primary patency rate was 42.9% at 1 year; secondary patency rates were 100 and
93.8% at 1 and 2 years, respectively. Infection and hospitalization rates were higher for CVC than for AVF [0.8 vs.
0.1 infections per access-year (p<0.001) and 0.9 vs. 0.2 hospitalizations per access-year (p<0.001)].
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Conclusions: With a dedicated approach and vascular access team it is possible to decrease CVC and increase AVF
use in children on hemodialysis. In our study, increased AV F use resulted in decreased access-related infection and
hospitalization rates.
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Guidelines on vaccinations in paediatric haematology and oncology patients
ls¥ls adll (bl Uikl die clalill) Jga Apaldpy) Jaya

Cesaro S.
Biomed Res Int 2014;2014:707691.

Objective: Vaccinations are the most important tool to prevent infectious diseases. Chemotherapy-induced immune
depression may impact the efficacy of vaccinations in children.

Patients and methods: A panel of experts of the supportive care working group of the Italian Association Paediatric
Haematology Oncology (AIEOP) addressed this issue by guidelines on vaccinations in paediatric cancer patients.
The literature published between 1980 and 2013 was reviewed.

Results and conclusion: During intensive chemotherapy, vaccination turned out to be effective for hepatitisA and B,
whilst vaccinationswith toxoid, protein subunits, or bacterial antigens should be postponed to thelessintensive phases,
to achieve an adequate immune response. Apart from varicella, the administration of live-attenuated-virus vaccines
is not recommended during this phase. Family members should remain on recommended vaccination schedules,
including toxoid, inactivated vaccine (also poliomyelitis), and live-attenuated vaccines (varicella, measles, mumps,
and rubella). By the time of completion of chemotherapy, insufficient serum antibody levels for vaccine-preventable
diseases have been reported, while immunological memory appears to be preserved. Once immunological recovery
is completed, usualy after 6 months, response to booster or vaccination is generally good and allows patients to be
protected and also to contribute to herd immunity.

65



Journal of the Arab Board of Health Specializations VVol.15, No.2, 2014

Adled e Wla i of 28les)) dalleall oo S e bl Lagdnll (Say AplY) ahel) sk aie iy aal o clalilll e s cis
k) xie calalal)

Slasill b g snsall 138 Figy AITEOP al)s¥ls adll Gl Al dpmand) (8 Jae Ao sana o dpbiind A S tiad) G shy ouaa
.20135 1980 sle o stial) hall Q) Aeabie s L JULYT o Glapad) (aye die Al & gnge Joa G jiall

(a3 Clalal Lol By A A s pil) 2SI llgil) (e A5l ga calalilll s 53K 5l Ailasl Aallad) DA g renla i)y gl
oaliall dae bl Aulana) saleiad Cpad ) cdalladl e i J8Y) b)) Lelial ad duagiall cilacaioally duidig ) culasll cuas
GUAY) AL 2l ele) Cany L Aallaall (pe sl 138 DS diramall g il clalill) ¢ Une s ooty S varicella Glaad) (us s Wiy
Gl cdpanl) ¢ 3laall) dincaall Lall culalllly o JlalaY) QL # Gl d8ls) Allaaal) culalal) (bl g3 giaa (pa s adinal) mdlil) maly e
ZeLiall 3,801 o V) o Bl A8l ALEN (i) daal (e RIS s Cligiee dpas ASLasl dallaal Bl 3y 35l (RslalY) duasll
o Lo s Wl e Aaclall e jall Bale s Dlaid ale el 6 50 der oLl o8] aey el Bagase &5 Ll say el vie
s dgapdadll Ao lial) 8 A Lusally 40O BN Jsaslly (iajall

Predictive value of C-reactive protein in response to macrolides
in children with macrolide-resistant Mycoplasma pneumoniae pneumonia
cladg Slall L) A C Ao il ouig pll Arpuiil) dagdl)
il g Slall dagliall 48,00 )y ghailally 45,0 i)l pudaye JUikY) aic

Seo YH.
Korean J Pediatr 2014 Apr;57(4):186-92.

Purpose: The prevalence of macrolide-resistant Mycoplasma pneumoniae (MRMP) has increased worldwide. The
aim of this study was to estimate the proportion of MRMP in a tertiary hospital in Korea, and to find potential
laboratory markers that could be used to predict the efficacy of macrolides in children with MRMP pneumonia.
Methods: A total of 95 patients with M. pneumoniae pneumonia were enrolled in this study. Detection of MRMP
was based on the results of specific point mutations in domain V of the 23S rRNA gene. The medical records of these
patients were reviewed retrospectively and the clinical course and laboratory data were compared.

Results: The proportion of patients with MRMPwas 51.6% and all MRMP isolates had the A2063G point mutation.
The MRMP group had longer hospital stay and febrile period after initiation of macrolides. The levels of serum
C-reactive protein (CRP) and interleukin-18 in nasopharyngeal aspirate were significantly higher in patients who
did not respond to macrolide treatment. CRP was the only significant factor in predicting the efficacy of macrolides
in patients with MRMP pneumonia. The area under the curve for CRP was 0.69 in receiver operating characteristic
curve analysis, indicating reasonable discriminative power, and the optimal cutoff value was 40.7 mg/L.
Conclusion: The proportion of patients with MRMP was high, suggesting that the prevalence of MRMP is rising
rapidly in Korea. Serum CRP could be a useful marker for predicting the efficacy of macrolides and helping clinicians
make better clinical decisionsin children with MRMP pneumonia.
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The relationship between eosinophilia and bronchopulmonary dysplasia
in premature infants at less than 34 weeks’ gestation

Llas legaad 34 (150 pary g aad) JUY) i 55i]) aeall) ghaail) jue oy adl) cilinen 35S (p AMlal)

Yang JY, et d.
Korean J Pediatr 2014 Apr;57(4):171-7.

Purpose: Eosinophiliais common in premature infants, and its incidence increases with a shorter gestation period.
We investigated the clinical significance of eosinophilia in premature infants born at <34 weeks gestation.
Methods: We analyzed the medical records of premature infants born at <34 weeks gestation who were admitted to
the neonatal intensive care unit at EwhaWomans University Mokdong Hospital between January 2003 and September
2010. Eosinophilia was defined as an eosinophil percentage of >3% of the total leukocytes. Perinatal parameters and
clinical parameters were also analyzed.

Results: Of the 261 infants born at <34 weeks gestation, 22.4% demonstrated eosinophilia at birth. The eosinophil
percentage peaked in the fourth postnatal week at 7.5%. The incidence of severe eosinophilia increased after birth
up to the fourth postnatal week when 8.8% of all patients had severe eosinophilia. Severity of eosinophilia was
positively correlated with a lower gestational age, birth weight, and Apgar score. Respiratory distress syndrome,
bronchopulmonary dysplasia, nephrocalcinosis, intraventricular hemorrhage, and sepsis were associated with a
higher eosinophil percentage. The eosinophil percentage was significantly higher in infants with bronchopulmonary
dysplasia from the first postnatal week and the percentage was the highest in the fourth postnatal week, with the
maximal difference being 4.1% (P<0.001).

Conclusion: Eosinophiliais common in premature infants and reaches peak incidence and severity in the fourth
postnatal week. The eosinophil percentage was significantly higher in bronchopulmonary dysplasia patients from
the first postnatal week. Severe eosinophilia was significantly associated with the incidence of bronchopulmonary
dysplasia even after adjusting for other variables.
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obstetrics And Gynecology
Al e ls gl

The effect of nitroglycerin on the IUD insertion experience in nulliparous women
Glugad) o ladl) die anl) Jas sl auag dpdas o (i puuli g 1) 5l

MicksEA, et al.
Contraception 2014 Mar 27.

objective : Concern about pain during placement of an intrauterine device (IUD) representsabarrier to use, especialy
among nulliparous women. We hypothesized that nitroglycerin gel applied vaginally 30 min prior to I[UD placement
would reduce insertion-related pain.

Study design: We designed a randomized, double-blinded, placebo-controlled pilot study to evaluate the efficacy and
tolerability of 0.5-mg nitroglycerin gel (1 mL) or identical placebo gel applied vaginally in nulliparous women 30
min prior to IUD placement. The study was limited to women who opted for the |evonorgestrel-releasing intrauterine
system. Subjects completed a series of 100-mm visual analogue scales at several time points. The primary outcome
was subj ect-reported pain with passage of the IUD through the cervix. Secondary outcomesincluded subject-reported
pain at other time points, provider-reported ease of insertion, side effects, adverse events and need for additional
dilation.

Results A total of 24 women were randomized. Baseline characteristics were similar between groups. The mean pain
score with lUD deployment was 55.0 mm [standard deviation (SD) = 29.7 mm] in the placebo group and 57.4 mm
(SD 22.1 mm) in the nitroglycerin group (p=.82). There was no difference in ease of insertion reported by providers.
Two subjects required dilation, one in each group.

Conclusions Vaginal administration of 0.5-mg nitroglycerin gel 30 min prior to IlUD placement does not appear to
decrease patient-reported procedural pain among nulliparous women or ease of insertion for providers.
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Hyperglycemia impairs cytotrophoblast function via stress signaling
BAd) B)La) e Aslad) kel Aag ) Addag Ciniay aal) S dajd

Cawyer C, et a
Am J Obstet Gynecol 2014 Apr 30.

Objective: Diabetes mellitusis arisk factor for preeclampsia (preE). Cytotrophoblast (CTB) invasion is facilitated
from the conversion of plasminogen to plasmin by urokinase plasminogen activator (uPA), regulated by plasminogen
activator inhibitor 1 (PAl-1), and may beinhibitedin preE. Thisstudy assessessignaling mechanismsof hyperglycemia-
induced CTB dysfunction.

Methods: Human CTB were treated with 45, 135, 225, 495 or 945 mg/dL glucose for 48h. Some cells were
pretreated with a p38 inhibitor (SB203580) or a peroxisome proliferator-activated receptor gamma (PPARY) ligand
(rosiglitazone). Expression of uPA, PAI-1 and PPARYy levels, and p38 MAPK phosphorylation were measured by
western blot in cell lysates. mRNA of uPA and PAI-1 was measured by gPCR. Levels of IL-6, angiogenic (VEGF,
PIGF), anti-angiogenic factors (SFLT-1, SENG) were measured in the media by ELISA kits. Statistical comparisons
were performed using analysis of variance with Duncan’s post-hoc test.

Results: Both uPA and PAI-1 protein and mRNA were downregulated (p<0.05) in CTB-treated with >135 mg/
dL glucose compared to basal (45 mg/dL). SENG, sFLT-1and IL-6 were upregulated, while the VEGF and PIGF
were downregulated by >135 mg/dL glucose. p38 phosphorylation and PPARy were upregulated (p<0.05) in
hyperglycemia-treated CTB. The SB203580 or rosiglitazone pretreatment showed an attenuation of glucose-induced
down-regulation of uPA and PAI-1.

Conclusions: Hyperglycemia disrupts the invasive profile of CTB by decreasing uPA and PAI-1 expression;
downregulating VEGF and PIGF; and upregulating sSENG, sFLT-1, and IL-6. Attenuation of CTB dysfunction by
SB203580 or rosiglitazone pretreatment suggests the involvement of stress signaling.

Opendls ) Gpandll) Al Jsas e Ayslall Adaall A g Y1 536 Jagasd ol oz laoy! 0 Lo Allad )5t Jale oSl o)l iy siad) Ciaa
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Effects of physiologic testosterone therapy on quality of life, self-esteem, and mood
in women with primary ovarian insufficiency
T el g (A anlil) Bliad) de i A (g s gantlly Andlnall A 51 5 3l il iUl
) el ) saailly Cililaal) pludl) sis

Guerrieri GM, et al.
Menopause 2014 Jan 27.

Objective: Women with primary ovarian insufficiency (POI) display low androgen levels, which could contribute
to mood and behavioral symptoms observed in this condition. We examined the effects of physiologic testosterone
therapy added to standard estrogen/progestin therapy on quality of life, self-esteem, and mood in women with POI.
Methods: One hundred twenty-eight women with 46,XX spontaneous POI participated in a 12-month randomized,
placebo-controlled, parallel-design investigation of the efficacy of testosterone augmentation of estrogen/progestin
therapy. Quality of life, self-esteem, and mood symptoms were evaluated with standardized rating scales and a
structured clinical interview. Differencesin outcome measures between the testosterone and placebo treatments were
analyzed by Wilcoxon rank sum tests.

Results: No differences in baseline characteristics, including serum hormone levels (P>0.05), were found. Baseline
mean (SD) Center for Epidemiologic Studies Depression Scale scores were 10.7 (8.6) and 9.2 (7.8) for testosterone
and placebo, respectively (P=0.35). After 12 months of treatment, measures of quality of life, self-esteem, and mood
symptoms did not differ between treatment groups. Serum testosterone levels achieved physiologic levels in the
testosterone group and were significantly higher compared with placebo (P<0.001). Baseline testosterone levels were
not associated with either adverse or beneficial clinical effects.

Conclusions: A 150-ug testosterone patch achieves physiologic hormone levels in women with POI. Our findings
suggest that augmentation of standard estrogen/progestin therapy with physiologic testosterone therapy in young
women with POI neither aggravates nor improves baseline reports of quality of life or self-esteem and had minimal
effects on mood. Other mechanisms might play arole in the altered mood accompanying this disorder.
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Elective removal of cervical cerclage and onset of spontaneous labor
siadl (aliall paig andl (3ie (aghail AnlAisy) DY) G ABDal)

Gomes da CostaAO, et al.
Int J Gynaecol Obstet 2014 Apr 3.

objective : To determine the time interval between elective removal of cervical cerclage and onset of spontaneous
labor.

Methods: A retrospective cohort study was conducted between January 2005 and December 2012 at atertiary care
hospital in Lisbon, Portugal. All singleton pregnancies with aMcDonald or Shirodkar cerclage electively removed at
36-37 weeks were evaluated for the time interval between cerclage removal and spontaneous labor. Delivery within
72 hours after cerclage removal was compared between patients with elective cerclage and those with non-elective
cerclage. In the non-elective group, a sub-analysis of the results for ultrasound- and physical examination-indicated
cerclage was performed.

Results: Thirty-eight women were included. The time interval between cerclage removal and spontaneous labor
did not differ significantly between the elective and the non-elective group (15.6+7.6 vs 10.9+£7.4 days; P=0.063).
A higher incidence of delivery 72 hours after cerclage removal was seen in the non-elective group but this was
not significant (P=0.061). There were no differences regarding the time interval from elective removal of cervical
cerclage to onset of spontaneous labor between ultrasound-indicated and physical examination-indicated cerclage.
Conclusion: Regardless of theindication for cervical cerclage, the probability of delivery soon after el ective cerclage
removal islow.
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Maternal thyrotrophin in euthyroid women is related to meconium stained amniotic fluid
in women who deliver at or over 41weeks of gestation
i sina) Jiladl B aa A jal) A8 o) iy g cilgeal) ie 48 ) g gal) ol )
sdry Lag 471 & gand) B Y5l s B

MonenlL, et al.
Early Hum Dev 2014 Apr 29.

Background: Maternal thyroid dysfunction is of known influence on pregnancies in the preterm period. However
little is known about its effect on term and post term pregnancies. Meconium stained amniotic fluid (MSAF) is known
to occur preferentialy in (post)term pregnancies.

Aims: To assess a possible independent relation between maternal thyroid function and MSAF.

Study design and subjects: 1051 women, in whom thyroid function was assessed at each trimester, were followed
prospectively (delivery >37 weeks). We compared the difference in mean TSH and FT4 between women with (152)
and without (899) MSAF using one way ANOVA. Thyroid function was assessed in subgroups regarding gestational
age. Finaly we performed multiple logistic regression analysis with MSAF as dependent variable and TSH as
independent variable adjusting for various confounders.

Results: Maternal thyroid function was not associated with the incidence of MSAF when analysing all deliveries >37
weeks. However, in the «at-risk» group for MSAF (>41 weeks), multiple logistic regression showed an independent
relation between MSAF and TSH (O.R.: 1.61, 95% CI: 1.10-2.43).

Conclusions: The present study shows that in women delivering >41weeks of gestation, higher TSH is independently
related to MSAF.
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Surgery
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The role of mammographic calcification in the neoadjuvant
therapy of breast cancer imaging evaluation
Sl anil) b ol e ledl) ety ABiadial cluadsal) g
@l Glapm cla A Bac lual) Lpibassl] Agdlaall

Li JJ etal.
PL0oS One 2014 Feb 11;9(2):e88853.

Introduction: Investigate the patterns of mammographically detected calcifications before and after neoadjuvant
chemotherapy (NACT) to determine their value for efficacy evaluation and surgical decision making.

Methods: 187 patients with malignant mammographic calcifications were followed to record the appearances and
changes in the calcifications and to analyze their responses to NACT.

Results: Patients with calcifications had higher rates of hormonal receptor (HR) positive tumors (74.3% versus
64.6%) and HER2 positive tumors (51.3% versus 33.4%, p=0.004) and a similar pathologic complete response
(pCR) rate compared to patients without calcifications (35.4% versus 29.8%). After NACT, the range of calcification
decreased in 40% of patients, increased in 7.5% and remained stable in 52.5%; the calcification density decreased in
15% of patients, increased in 7.5% and remained stablein 77.5%; none of these change patterns were related to tumor
response rate. No significant correlation was observed between the calcification appearance (morphology, distribution,
range, diameter or density) and tumor subtypes or pCR rates. Among patients with malignant calcifications, 54
showed calcifications alone, 40 occurred with an architectural distortion (AD) and 93 with a mass. Calcifications were
observed inside the tumor in 44% of patients and outside in 56%, with similar pCR rates and patterns of change.
Conclusions: Calcification appearance did not clearly change after NACT, and calcification patterns were not related
to pCR rate, suggesting that mammogram may not accurate to evaluate tumor response changes. Microcalcifications
visible after NACT is essential for determining the extent of excision, patients with calcifications that occurred
outside of the mass still had the opportunity for breast conservation.
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Effect of intraabdominal administration of Allium sativum (garlic)
oil on postoperative peritoneal adhesion

Qafadl sy 4lgh ) clblaily) o ohall Jal aglll cy slas) Sl

Sahbaz A, et al.
Eur J Obstet Gynecol Reprod Biol 2014 Apr 13.

Objective: Peritoneal adhesion is a serious problem that develops after most abdominopelvic surgeries. Allium
sativum (garlic) has been used for centuries as both a nutrient and a traditional medicine. The anti-inflammatory,
antibacterial, fibrinolytic, and wound-healing properties of garlic are well-recognized. We evaluated the effect of
garlic on formation of postoperative adhesionsin rats.

Study design: Thirty Wistar-Albino female rats weighing 200-250g were randomly divided into three groups (10
rats/group). Group 1 rats received 5 ml/kg garlic ail intraperitoneally and no surgery was performed. The ceca of
Group 2 rats (controls) were scraped, to trigger adhesion formation, and no treatment was given. In Group 3 rats,
5 mil/kg garlic oil was added to the peritoneal cavity immediately after the cecum was scraped. All animals were
sacrificed 10 d after surgery and adhesions graded in terms of severity and histopathologic characteristics.

Results: All animals tolerated the operations well. No adhesions were evident upon laparotomy of Group 1 animals.
In Group 2 three rats had an adhesion grade 2 and seven rats had an adhesion of grade 3, whereas in Group 3
no adhesions were found in four rats, five rats had an adhesion grade of 1. Only one rat had a grade 2 adhesion.
Macroscopic adhesions and mean adhesion scores of Group 3 were significantly lower than Group 2 (p<0.001).
Histopathologic evaluation of the specimens also revealed a statistically significant differences in inflammation,
fibrosis, and neovascularization scores between Group 2 and 3 (p=0.001, p=0.001, and p=0.011, respectively).
Inflammation, fibrosis and vascularization scores in Group 3 were found significantly lower than Group 2.
Conclusion: The anti-inflammatory, antibacterial, fibrinolytic, antithrombotic, and wound-healing effects of garlic
likely prevent formation of peritoneal adhesionsin arat model, and garlic may be effective and cheap when used to
prevent such adhesions in humans.
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Colic anastomotic leakage risk factors
Axigles) @ liall (e upuaill ) gladl) Jalse

CainM.
JMed Life 2013 Dec 15;6(4):420-3.

Background: Anastomotic leakage is a dreaded complication of colorectal surgery, as it greatly increases the
morbidity, mortality and has been associated with augmented | ocal recurrence and diminished survival. Thefrequency
of thiscomplication is high in emergency colorectal surgery, especialy for bowel occlusion, (13% for emergency vs.
4% in elective), dueto visceral distension and, therefore, an incongruencein the size of each of the stumps, combined
with the lack of mechanical preparation and risk of fecal contamination during operation.

Methods: We studied the incidence of anastomotic fistula in the surgery clinic of the “Sf. Pantelimon” Emergency
Hospital, between 2006 and 2010, on a lot of 251 patients who underwent different types of colic resection. Apart
from the anatomic location of the disease, and the level of anastomosis, we included in our database the following
criteria: the patient’s age and gender, type of colic pathology, surgical technique, emergency or elective surgery,
comorbidities.

Results: An ileocolic anastomosis was performed for 84 patients (33.46%), for 114 patients (45.41%) a colo-colic
anastomosis was carried out, 2 patients (0.79%) had ileorectal anastomosis and 51 patients (20.31%) underwent a
colorectal anastomosis. From the comparative analysis of risk factors (the emergency interventions, the anastomosis
location, the age and gender of the patient), a significantly increased value of the relative risk of anastomotic fistula
was registered for the cases with emergency intervention (x 6.61) and for the colorectal anastomosis following the
left hemi colectomies (x 2.23).

Discussions: In our study, among the clinical and biological factors analyzed, emergency intervention was the most
significant factor associated with anastomotic leakage. Surgery performed in emergency settings, on debilitated
patients without adequate preoperative preparation, has an increased risk for anastomotic dehiscence.
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Dopamine and the biology of creativity: lessons from Parkinson’s disease
Gl 13 (e Badiaal) Gugyall tdgslay) chailly ualigal) dide

Lhommée E.
Front Neurol 2014 Apr 22;5:55.

Background: Parkinson’s disease (PD) is characterized by reduced flexibility, conceptualization, and visuo-spatial
abilities. Although these are essential to creativity, case studies show emergence of creativity during PD. Knowledge
about the role of dopamine in creativity so far only stems from a few case reports. We aim at demonstrating that
creativity can be induced by dopaminergic treatments in PD, and tends to disappear after withdrawal of dopamine
agonists.

Methods: Eleven consecutive creative PD patients were sel ected from candidates for subthalamic nucleus deep brain
stimulation (STN DBS) surgery, and compared to 22 non-creative control PD patients. Motor disability (UPDRSIII),
cognition (Frontal score, Mattis scale), and behavior (Ardouin scale) were assessed before surgery and 1 year after.
Results: Before surgery, whereas cognitive and motor assessments were similar between groups, dopamine agonist
(but not levodopa) dosages were higher in creative patients (p=0.01). The Ardouin scale revealed also a specific
psycho-behavioral profile of creative patients which had higher scores for mania (p<0.001), hobbyism (p=0.001),
nocturnal hyperactivity (p=0.041), appetitive functioning (p=0.003), and ON euphoria (p=0.007) and lower scoresfor
apathy and OFF dysphoria (p=0.04 for each). Post-operative motor, cognitive, and behavioral scores as dopaminergic
treatment dosageswere equival ent between groups. Motor improvement allowed for a68.6% decreasein dopaminergic
treatment. Only 1 of the 11 patients remained creative after surgery. Reduction of dopamine agonist was significantly
correlated to the decrease in creativity in the whole population of study (Spearman correlation coefficient p =0.47
with confidence index of 95% =0.16; 0.70, p=0.0053).

Conclusion: Creativity in PD islinked to dopamine agonist therapy, and tendsto disappear after STN DBSin paralel
to reduction of dopamine agonists, which are relatively selective for the mesolimbic D3 dopamine receptors.
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The prognostic value of lymph nodes dissection number on survival
of patients with lymph node-negative gastric cancer
Aggialll del) e Banal) Uy oadape ie Ll Lpcailly Addocal) dygliall dhad) aaad 450 dagdl)

Song W, et al.
Gastroenterol Res Pract 2014;2014:603194.

Objective: The study was designed to explore the prognostic val ue of examined lymph node (LN) number on survival
of gastric cancer patients without LN metastasis.

Methods: BetweenAugust 1995 and January 2011, 300 pati entswho underwent gastrectomy with D2lymphadenectomy
for LN-negative gastric cancer were reviewed. Patients were assigned to various groups according to LN dissection
number or tumor invasion depth. Some clinical outcomes, such asoverall survival, operation time, length of stay, and
postoperative complications, were compared among all groups.

Results: Theoverall survival timeof LN-negative GC patientswas 50.2+30.5 months. Multivariate analysisindicated
that LN dissection number (P<0.001) and tumor invasion depth (P<0.001) were independent prognostic factors of
survival. The number of examined LNs was positively correlated with survival time (P<0.05) in patients with same
tumor invasion depth but not correlated with T1 stage or examined LNs >30. Besides, it was not correlated with
operation time, transfusion volume, length of postoperative stay, or postoperative complication incidence (P>0.05).
Conclusions: The number of examined lymph nodesis an independent prognostic factor of survival for patients with
lymph node-negative gastric cancer. Sufficient dissection of lymph nodes is recommended during surgery for such
population.
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Pulmonary Diseases
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Association between blood glucose level and outcomes in patients hospitalized
for acute exacerbation of chronic obstructive pulmonary disease
Claiiall pdasal) die ABaadlal) gilitlly adll S cilygiona (e ABY)
Craral) abed) gaipd) slall Bala Gigd alay Ak LA

KasiryeY, et al.
WMJ 2013 Dec;112(6):244-9; quiz 250.

Background: I ncreased bl ood glucoseisassoci ated with adverseclinical outcomesamong patientswithmajor illnesses.
This study examined the association between blood glucose and adverse outcomes among hospitalized patients with
acute exacerbation of chronic obstructive pulmonary disease, for which limited prior data were available.

Methods: We studied a cohort of 209 hospitalized patients with acute exacerbation of chronic obstructive pulmonary
disease. Univariate analyses and multivariate logistic regression analyses with backward elimination method were
performed to evaluate factors associated with in-hospital complications, length of hospitalization, 30-day hospital
readmission, and 90-day all-cause mortality.

Results: Multivariatelogistic regression analysiswith backward elimination method reveal ed that |ower blood glucose
and age at hospital admission were the most significant risk factors for in-hospital complication. Received respiratory
support and in-hospital complications were the most significant risk factors for the length of hospitalization. There
were no significant risk factors associated with 30-day hospital readmission and 90-day all-cause mortality.
Conclusion: The analyses failed to reveal significant associations between higher blood glucose levels and adverse
outcomes. We showed that lower glucose levels (hypoglycemia) results in higher risk for in-hospital complications.
In-hospital complications results in longer length of hospitalization, which implies that lower glucose levels
(hypoglycemia) indirectly may result in longer length of hospitalization. More studies are needed to better clarify the
cause for these associations.
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Cardiovascular Diseases
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Prognostic value of detection of arterial hypotensive episodes
in patients with chronic heart failure
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No authors listed
Ter Arkh 2014;86(4):8-12.

Aim: To define the prognostic value of arterial hypotension (AH) episodes in patients with chronic heart failure
(CHF).

Subjects and methods: One hundred and ninety-nine patients (mean age 57.2 +/- 10.5 years) were examined.
Functional Class|, I, 111, and IV CHF was diagnosed in 24, 92, 82, and 1 patients, respectively. The cause of CHF
was coronary heart disease concurrent with hypertensive disease in 160 patients. AH was diagnosed when their blood
pressure (BP) was < or = 100/60 mm Hg during medical visits and daytime BP < or = 100/60 mm Hg and nocturnal
BP < or = 85/47 mm Hg were measured during 24-hour BP monitoring (BPM). The follow-up lasted 24 months. The
major end-point was a combined measure of death rates from any cause, incidence rates of myocardial infarction
(M1) or stroke.

Results: AH was identified in 6.5% of the patients with CHF when BP was measured during their medical visit; 24-
hour BPM reveal ed hypotensive episodesin 65.8%. There were no differencesin the major endpoint in relation to the
presence of AH episodes. M| developed only in patients with systolic AH episodes (5 versus 0 patients; chi?=5.55;
p=0.02) and the risk of M| was associated with the greater magnitude of diastolic AH.

Conclusion: 24-hour BPM can substantialy increase the detection rate of potentially dangerous BP changes.
Almost three fourths of patients with CHF were observed to have AH episodes during a day. The use of angiotensin-
converting enzyme (ACE) inhibitor/diuretic, ACE inhibitor/mineral corticoid receptor antagonist, ACE inhibitor/
nitrate combinationsin the treatment of patientswith CHF increase therisk of transient AH. In patientswith CHF, the
risk of M1 is associated with the detection of systolic AH episodes and the magnitude of diastolic AH.
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Use of meldonium in the combination treatment of patients
with heart failure in the early postinfarction period

pLaiaY) ay 5800 380 A Quldl) jguad Ldage dic Akl dplleddl 2 meldonium aladi)

No authors listed
Ter Arkh 2014;86(4):30-5.

Aim: To evaluate theimpact of 10-14-day intravenous administration of meldonium as part of combination therapy in
patients with chronic heart failure in the early post-infarction period on the recovery period, structural and functional
parameters, and heart rate variability (HRV).

Subjects and methods: The investigation enrolled 60 patients (men and women) aged 45 to 75 years at weeks 3-4
after post-myocardial infarction with symptoms of Functional Class I1-111 heart failure. All the patients underwent
24-hour electrochocardiography monitoring, cardiac echocardiography, and HRV study. After dividing the patients
into 2 groups, Group 1 (a study group) (n=30) was given intravenous meldonium (idrinol) 1000 mg/day in addition
to the basic therapy of coronary heart disease. The patients in the study and control (Group 2; n=30) groups were at
baseline matched for age, gender, disease severity, and basic therapy pattern.

Results: Following 10-14 days of treatment, both groups showed clinical improvement and the favorable changesin
cardiac structural and functional parameters and HRV values, which were more pronounced in the patients receiving
meldonium.

Conclusion: The patients with CHF using meldonium as part of combination therapy in the early post-infarction
period were observed to have clinical improvement, a significant reduction in the rate of angina attacks and in the
need for nitrates, a decrease in the number of arrhythmic and ischemic episodes, and favorable changes in cardiac
structural and functional parameters and HRV values.
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Gastroenterology

Von Willebrand Factor as a new marker for non-invasive assessment
of liver fibrosis and cirrhosis in patients with chronic hepatitis C

eadilly sl Al Glall S Al 8 maa anlsS Ailuld 068 Jale
il C (g ) 2l ilgall daje dis

MaieronA, et al.
Aliment Pharmacol Ther 2013 Dec 5.

Background: Staging of liver fibrosis in patients with chronic hepatitis C (CHC) is recommended prior to anti-viral
therapy. As VWF-Ag was shown as a predictor of portal hypertension, decompensation and mortality in patients with
liver cirrhosis, we performed this study to investigate if VWF-Ag is able to predict different fibrosis stages and if it is
comparable to other fibrosis scores.

Aim: To investigate if vVWF-Ag is able to predict different fibrosis stages and if it is comparable to other fibrosis
SCOres.

Methods: We analysed 294 patients with chronic hepatitis C who underwent biopsy. We assessed stage of liver
fibrosis according to Metavir, measured vVWF-Ag and calculated different fibrosis scores (APRI, FCI, FORNS, FI,
Fib-4) and compared them by AUCs. We aso calculated a new score: VWF-Ag/thrombocytes (VITRO score) for
prediction of fibrosis.

Results: vWF-Ag levels were increasing with stage of fibrosis: FO: vWF-Ag was median 136.5%, FI 140.6%, FII
157.5%, FIII 171.0%, FIV 252.0%; P<0.001. vWF-Ag and VITRO score produced AUCs of 0.7 and 0.72 for >F2,
comparable to the AUCs of APRI, Fib-4, FORNS with 0.75, 0.65 and 0.64 (P>0.05). For >F3 AUCs were 0.79 and
0.86 for vWF-Ag and VITRO score, comparable with AUCs of 0.79, 0.86 and 0.87 for APRI, Fib-4 and FORNS.
Cirrhosis shows AUCs of 0.84 and 0.89 for vWF-Ag and VITRO score, APRI, Fib-4 and FORNS showed similar
results with AUCs of 0.82, 0.88 and 0.87.

Conclusions: vWF-Ag and VITRO score offer an easy possibility to evaluate the stage of fibrosis to diagnose
subclinical cirrhosis in patients with chronic hepatitis C. Both vVWF-Ag and VITRO score show equal performance
in comparison to other fibrosis scores assessed in our study.
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Hematology And oncology
)15 a2l syl

Influence of recent immobilization or surgery on mortality
in cancer patients with venous thromboembolism

A a8l alaad¥) Ay Glasd) ooy sic cldgl) o dafally ASal) axe il

Trujillo-Santos J.
Thromb Res 2014 May; 133 Suppl 2:S29-34.

Background: The influence of recent immobilization or surgery on mortality in cancer patients with venous
thromboembolism (VTE) has not been thoroughly studied.

Methods: We used the RIETE Registry datato compare the 3-month mortality rate in cancer patientswith VTE, with
patients categorized according to the presence of recent immobilization, surgery or neither. The major outcomes were
fatal pulmonary embolism (PE) and fatal bleeding within the first 3 months.

Results: Of 6,746 patients with active cancer and acute VTE, 1,224 (18%) had recent immobilization, 1,055 (16%)
recent surgery, and 4,467 (66%) had neither. The all-cause mortality was 23.4% (95% CI: 22.4-24.5), and the PE-
related mortality: 2.5% (95% CI: 2.1-2.9). Four in every ten patients dying of PE had recent immobilization (37%) or
surgery (5.4%). Only 28% of patients with immobilization had received prophylaxis, as compared with 67% of the
surgical. Fatal PE was more common in patients with recent immobilization (5.0%; 95% CI: 3.9-6.3) than in those
with surgery (0.8%; 95% CI: 0.4-1.6) or neither (2.2%; 95% CI. 1.8-2.6). On multivariate analysis, patients with
immobilization were at an increased risk for fatal PE (oddsratio: 1.8; 95% Cl: 1.2-2.5).

Conclusions: One in every three cancer patients dying of PE had recent immobilization for >4 days. Many of these
deaths could have been prevented with adequate thromboprophylaxis.
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Decreased expression of CXCR4 chemokine receptor in bone marrow
after chemotherapy in patients with non-hodgkin lymphomas is a good prognostic factor

Lailaassl) dadlaal) aay alinll &5 & CXCR4 (pSsassl) Jifis (8 ypail) (bl
Ja LA Sale Jiay Saagh Y Laghal aape die

Mazur G, et al.
PL0S One 2014 May 23;9(5):€98194.

Background: CXCR4 chemokine receptor is constitutively expressed on normal and malignant B lymphocytes
derived from patients with B-cell lymphoproliferative disorders and has a significant role in cell migration to lymph
nodes and bone marrow. Non-Hodgkin>s lymphomas (NHL ) constitute aheterogeneous group of lymphoproliferative
diseases, which can localize not only to lymph nodes, but also can migrate to peripheral blood and metastase to other
organs, including bone marrow.

Aim: The purpose of this study was to determine CXCR4 gene expression in peripheral blood and bone marrow of
NHL patients before and after treatment.

Methods. Samples of lymphoma lymph nodes, peripheral blood and bone marrow aspirates of patients with B-cell
NHL were taken at diagnosis and after chemotherapy. Gene expression was determined by the reverse transcription
(RT)-polymerase chain reaction method. Expression was estimated from 0 AU (no amplificate signal) to 3 AU
(maximal amplificate signal).

Results: No significant difference in the level of CXCR4 expression was found in reactive lymph nodes compared
to lymphoma samples. We observed high level of CXCR4 expression in most patients before treatment: in bone
marrow: 3AU-10 pts, 2 AU-8 pts, L AU-2 pts. In peripheral blood: 3 AU-14 pts, 2 AU-4 pts, 1 AU-1 pts, 0AU-1 pts.
After chemotherapy, significant decrease in CXCR4 expression was observed. Bone marrow: 3 AU-5 pts, 2 AU-7 pts,
1 AU-5 pts, 0 AU-3 pts (p=0.03). Peripheral blood: 3 AU-2 pts, 2 AU-6 pts, 1 AU-10 pts, 0 AU-2 pts (p=0.0002).
There was a good response to treatment in patients with significant decrease of CXCR4 expression in the bone
marrow after treatment with 10-fold lower risk of death (p=0.03).

Conclusions: Decrease in CXCR4 expression in the bone marrow of NHL patients after chemotherapy may be a
good prognostic factor.
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Infectious Diseases

Ay Gl yaY!

The most common detected bacteria in sputum
of patients with the acute exacerbation of CoPD

craral) L) 5ol g0l Cha Balad) cugll) udase die wdd b LES ESY) Al

Cukic V.
Mater Sociomed 2013 Dec;25(4):226-9.

Introduction: Acute exacerbation of COPD (AECOPD) may be triggered by infection with bacteria or viruses or by
environmental pollutants; the cause of about one-third of exacerbations cannot be identified.

Objective: To determine the most common bacteria in sputum culture of patients with AECOPD hospitalized in
Intensive care unit of Clinic for pulmonary disease and TB “Podhrastovi” in the 2012.

Material and methods: This is a retrospective analysis of sputum bacterial cultures of patients with AECOPD
treated in the Intensive care unit of Clinic for pulmonary disease and TB “Podhrastovi” during 2012 .year. Each
patient was required to give two sputum for bacterial examination. Each patient was treated with antibiotics prior to
admission in Clinic “Podhrastovi”. The results of sputum bacterial culture findings are expressed in absolute number
and percentage of examined patients.

Results: In 2012, 75 patients with AECOPD were treated in Intensive care unit of Clinic for pulmonary disease
and TB”’Podhrastovi”. 44 (58.66%) of patients had normal -nonpathogenic - usual bacterial flora isolated in sputum
cultures, 31 (41.34%) had a pathogen bacteria in sputum culture as follows. 7 had Streptoccocus pneumoniae, 8 had
Klebsiella pneumoniae (2 with Streptococcus pneumoniae, one with Acinetobacter baumani), 4 Escherichia colli,
others are one or two cases with other bacteria.

Conclusion: Bacterial airway infections play agreat rolein many, but not in al, of cases of AECOPD. So thereisthe



Journal of the Arab Board of Health Specializations VVol.15, No.2, 2014

need to do a sputum bacterial culture examination in each patient with AECOPD and with appropriate antibiotics to
contribute to curing of them.
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Urology And Nephrology
o) Slealls LI )yl

Use of high-dose erythropoietin for repair after injury:
A comparison of outcomes in heart and kidney

Ol Qi) (& Aaadial) gilisl) Ad;l8a s A0 day ana sl (plgag s Y (e dadipe doja aladiul

Gobe GC, et d.
JNephropathol 2013 Jul;2(3):154-165.

Context: There is a need to define the exact benefits and contraindications of use of high-dose recombinant human
erythropoietin (EPO) for its non-hematopoietic function as a cytokine that enhances tissue repair after injury.
This review compares the outcomes from use of EPO in the injured heart and kidney, two organs that are thought,
traditionally, to have intrinsically-different repair mechanisms.

Evidence cquisitions: Directory of Open Access Journals (DOAJ), Google Scholar, Pubmed (NLM), LISTA
(EBSCO) and Web of Science have been searched.

Results: Ongoing work by us on EPO protection of ischemia-reperfusion-injured kidneys indicated, first, that EPO
acutely enhanced kidney repair via anti-apoptotic, pro-regenerative mechanisms, and second, that EPO may promote
chronic fibrosis in the long term. Work by others on the ischaemia-injured heart has also indicated that EPO promotes
repair. Although myocardial infarcts are made up mostly of necrotic tissue, many publications state EPO is anti-
apoptoticin the heart, aswell as promoting healing via cell differentiation and stimulation of granulation tissue. Inthe
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case of the heart, promotion of fibrosis may be advantageous where an infarct has destroyed a zone of cardiomyocytes,
but if EPO stimulates progressive fibrosis in the heart, this may promote cardiac failure.

Conclusions: A maor concern in relation to the use of EPO in a cytoprotective role is its stimulation of long-term
inflammation and fibrosis. EPO usage for cytoprotection is undoubtedly advantageous, but it may need to be offset
with an anti-inflammatory agent in some organs, like kidney and heart, where progression to chronic fibrosis after
acute injury is often recorded.
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Neurology

Relationship between primary headache and nutrition
4,3 haaly Al £ laal) G ABa)

Saracco MG, et al.
Neurol Sci 2014 May;35 Suppl 1:159-61.

Background: The role of food associated with the headache has been the subject of scientific research since 1900,
especially for migraine patients. A substantial proportion of patients (ranging from 12 to 60%) report that their
migraine attacks may be precipitated by dietary elements, certain eating habits (fasting) and abuse (caffeine and
alcoholic beverages abuse and withdrawal). The biological mechanism by means of triggers in general and food in
particular precipitate migraine attacks remains obscure.

Methods: Based on the datain the literature, we performed an observational study searching for possible correlations
between nutrition and primary headaches. We enrolled 50 consecutive patients from the Headache Center of the
Neurology Department of Hospital “Cardinal Massaia’ of Asti and submitted them a 14-item questionnaire for the
assessment of relationship between primary headache and food.

Results andconclusions: Our preliminary data, although the follow up is still in progress, show that there are strong
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associ ations between the onset of the headache and dietary habits. It will be necessary to analyze alarger samplein
order to draw more precise conclusions on this topic.
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Serum leptin concentrations in Turkish Parkinson’s disease population
ALY O auiSl £13 iy (0 Al die Juaal) B ol )

Ozdilek B, et al.
Parkinsons Dis 2014;2014:576020.

Objectives: To investigate leptin levels and their relationship to body composition and demographic and clinical
characteristics of Turkish patients with Parkinson’s disease (PD).

Patients and methods: Forty eligible PD patients and 25 healthy controls were included in the study. Body
composition measurements (height, weight, waist circumference (WC), and body mass index (BM1)) of the whole
sample and clinical findings of PD patients were evaluated in the on-state. A single 5 mL fasting blood sample was
obtained from each participant in the morning. Severity of PD was evaluated using the Hoehn and Yahr scale and the
Unified Parkinson’s Disease Rating Scale.

Results: The mean age of the patients and controls was 60.8£9.4 and 61.8+5.8 years, while the mean BMI was
30.1745.10 and 28.03+3.23 and the mean leptin levels were 6.8+£6.9 and 3.9+£3.8 ng/mL, respectively. Only age and
gender were correlated with leptin levels. There was a significant difference (P<0.001) in leptin levels between male
(3.6+3.1 ng/mL) and female (14.3+7.7 ng/mL) PD patients. Among the male PD patients, older age and higher BMI
and WC values were associated with higher mean leptin levels. There was not any significant relationship between
leptin levels and clinical findings in PD patients.

Conclusion: These results may suggest that leptin levels have no determinative role in the follow-up of PD patients
with regard to the severity and clinical prognosis of PD.
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Endocrinology
axall 2031) (ol ol

Increased serum VEGF and b-FGF in Graves’ ophthalmopathy
i el Bl B Al eV N A D-FGF 3 VEGF (s dihaall clygicall 3345

YeX, etal.
Graefes Arch Clin Exp Ophthalmol 2014 May 28.

Background: Graves’ ophthalmopathy (GO) is thought to be an inflammatory disorder of autoimmune background.
The aim of this study is to investigate the involvement of vascular endothelial growth factor (VEGF) and basic
fibroblast growth factor (b-FGF) in patients with Graves’ ophthalmopathy (GO).

Methods: Serum concentrations of VEGF and b-FGF of 48 GO patients, 30 Graves hyperthyroid disease (GD)
patients without ophthal mopathy, and 30 healthy controls were measured by Enzyme-Linked Immunosorbent Assay
(ELISA). Patients with GO were subdivided into two groups according to clinical activity scores (CAS): a score
of 3 or less is considered as inactive (CAS <3, inactive GO, n=14), and 4 or more is considered active eye disease
(CAS >4, active GO; n=34). All of the patients with active GO underwent corticosteroid therapy.

Results: The concentrations of serum VEGF and b-FGF were significantly higher in patients with GO and in those
with GD than in controls. The serum levels of VEGF and b-FGF in patients with active GO were higher than those
in patients with inactive GO and those in GD patients (P<0.05). Moreover, serum VEGF and b-FGF concentratison
were significantly correlated with CAS in GO patients (p<0.01). Mean VEGF and b-FGF levels in corticosteroid-
responsive patients (CAS decreases >3 after treatment) decreased significantly after corticosteroid treatment (P<0.05),
and these changes were accompanied by a decrease of CAS (P<0.05).

Conclusions: The results suggest that serum VEGF and b-FGF levelswere increased in patients with active GO and
could reflect the degree of ocular inflammatory activity.
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Study to determine the durability of glycaemic control with early treatment
with a vildagliptin-metformin combination regimen vs. standard-of-care metformin monotherapy
vildagliptin — metformin . 5,Skd) 4s sidall dalleally (Sl Jada 4 ) palies) Qyaa
i zMas metformin 4 4ais) dadlaally i.buu

Del Prato S, et al.
Diabet Med 2014 May 23.

Aims: Durability of good glycaemic control (HbAlc ) is of importance as it can be the foundation for delaying
diabetic complications. It has been hypothesized that early initiation of treatment with the combination of oral anti-
diabetes agents with complementary mechanisms of action can increase the durability of glycaemic control compared
with metformin monotherapy followed by a stepwise addition of oral agents. Dipeptidyl peptidase-4 inhibitors are
good candidates for early use as they are efficacious in combination with metformin, show weight neutrality and
a low risk of hypoglycaemia. We aimed to test the hypothesis that early combined treatment of metformin and
vildagliptin slows B-cell deterioration as measured by HbAlc.

Methods: Approximately 2000 people with Type 2 diabetes mellitus who were drug-naive or who were treated with
metformin for less than 1 month, and who have HbA1c of 48-58 mmol/mol (6.5-7.5%), will be randomizedina1:1
ratio in VERIFY, a 5-year multinational, double-blind, parallel-group study designed to compare early initiation of
a vildagliptin-metformin combination with standard-of-care initiation of metformin monotherapy, followed by the
stepwise addition of vildagliptin when glycaemia deteriorates. Further deterioration will be treated with insulin. The
primary analysis for treatment failure will be from a Cox proportional hazard regression model and the durability of
glycaemic control will be evaluated by assessing treatment failure rate and the rate of loss in glycaemic control over
time as co-primary endpoints.

Summary: VERIFY is the first study to investigate the long-term clinical benefits of early combination treatment vs.
the standard-of-care metformin monotherapy with a second agent added by threshold criteria.
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Rheumatology And orthopedics

sUsall ialyay A5l el

Polymyalgia rheumatica in daily routine practice
Lasal) Lojlaall & i) cBLzaal) lf

Talke M, et al.
Z Rheumatol 2014 Jun;73(5):408-14.

Definition and epidemiology: Polymyalgia rheumatica (PMR) is a very painful inflammatory disease which regularly
affects the shoulder region but in 70 % of casesthe pelvic girdle region is aso affected. The disease occursin people
over the age of 50 years and reaches apeak at 72 years old. Women are affected twice as often asmen. The prevalence
is estimated to be 0.3-0.7% in the Caucasian population over 50 years old.

Diagnostics and classification: Misdiagnosis of PMR is common. The differential diagnosis primarily includes
impingement syndrome, osteoarthritis of the shoulders, calcifying tendinitis of the rotator cuff, bursitis, omarthritis
or inflammatory rheumatic diseases, such as rheumatoid arthritis. Taking a structured medical history and performing
athorough clinical examination are crucial. The erythrocyte sedimentation rate (ESR) and C-reactive protein (CRP)
levels are usually highly elevated and should be investigated particularly in patients who present with new onset
bilateral shoulder pain and pronounced general impairment of movement. Imaging shows characteristic inflammatory
changes around the shoulders and hip joints. The new European League Against Rheumatism and American College
of Rheumatology (EULAR/ACR) classification criteria of PMR including ultrasound imaging are superior to previous
classification and diagnostic criteria in terms of positive and negative predictive values.

Therapy: Glucocorticoids are still the mainstay of treatment. Recommended daily prednisolone starting doses are
between 15 mg and 25 mg with a weekly dose reduction until 10 mg/day and then further dose reductions of 1 mg
per month. Methotrexate can aid reducing prednisolone doses in patients who fail to reach doses below the Cushing
threshold quickly enough, which can have mgjor side effects.
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Impaired response or insufficient dosage?-Examining the potential causes
of “inadequate response” to allopurinol in the treatment of gout
Llaiodl Aldiaal) Gl s lalin) fAs ) LUS axe ol 4laial) Cinia
ool dallea A allopurinol slgal 4818l e

Stamp LK, et al.
Semin Arthritis Rheum 2014 May 9.

Objectives: Gout is one of the most common forms of arthritis. It is well established that urate-lowering therapy
that aims for a serum urate less than at least 0.36 mmol/l (6 mg/dl) is required for the successful management of
gout. Allopurinal, a (XO) inhibitor, is the most commonly used urate-lowering therapy. However, many patients fail
to achieve the target serum urate on allopurinol; these patients can be considered to have “inadequate response” to
alopurinol. Herein, we examine the potential mechanisms and implications of inadequate response to allopurinol.
Methods: Theliterature was reviewed for potential causesfor failureto reach target serum urate in patients receiving
alopurinol.

Results: The two most common causes of inadequate response to alopurinol are poor adherence and under-dosing
of allopurinol. Adherent patients who fail to achieve target serum urate on standard doses of allopurinol form agroup
that could be considered to be “partially resistant” to allopurinol. There are four potential mechanisms for partia
allopurinol resistance: decreased conversion of alopurinol to oxypurinol; increased renal excretion of oxypurinol;
abnormality in XO structure and/or function such that oxypurinol is rendered less effective and/or drug interactions.
Conclusions: It is important to determine the reasons for failure to achieve treatment targets with allopurinol,
particularly as newer agents become available. The knowledge of the mechanisms for inadequate response may help
guide the clinician towards making a therapeutic choice that is more likely to result in achieving the serum urate
target.
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DiagnosticRadiology

PET/CT in head and neck oncology
PET/ICT cusaall gﬁ,\hl\ spaill aa Galill g siiied laa¥l g.:.hld\ el jgd
ially all) (B Apaysl) LAl B

Johnson JT, et al.
Laryngoscope 2014 Feb 10.

Objective/hypothesis: Combined positron emission tomography with simultaneous computed tomography (PET/
CT performed using 18F-fluorodeoxyglucose [FDG] as a radiopharmaceutical) results in improvement in anatomic
localization of tumor. This review explores the contemporary application of PET/CT to pretreatment assessment,
posttreatment monitoring, and subsequent treatment planning for patients with squamous carcinoma of the head and
neck.

Data sources: Contemporary publications on the use of PET/CT in head and neck oncology are reviewed and
synthesized.

Results: PET/CT ishighly sensitivein staging of patients with squamous cancer of the head and neck. The sensitivity
islimited by tumor size, and PET/CT cannot currently replace the information obtained from elective neck dissection
in the assessment of cervical metastases. In the setting of posttreatment monitoring, PET/CT allows for identification
of persistent carcinoma prior to clinical observation in approximately two-thirds of cases. However, contemporary
reports do not allow assessment of cost effectiveness, and they do not allow determination if the application of
PET/CT in this setting results in improved treatment outcomes. PET/CT is insensitive to evaluation of patients with
glandular tumors, and those with low volume tumors and cystic metastases.

Conclusions: PET/CT requires further evaluation before recommendations can be made regarding comparative
effectiveness when compared to CT or MRI for posttreatment monitoring. The improved sensitivity and specificity

of PET/CT during treatment planning justifies its use in this setting for patients with advanced stage squamous cancer
of the head and neck.
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Psychiatry
L;..u.é.ﬂ\ gﬂ\

Differential methylation of the oxytocin receptor gene
in patients with anorexia nervosa

eandl agll) e sie g Y St Ajga B A pladl) ALl

KimYR, etal.
PL0S One 2014 Feb 11;9(2):e88673.

Background and aim: Recent studiesin patients with anorexianervosa suggest that oxytocin may beinvolved in the
pathophysiology of anorexia nervosa. We examined whether there was evidence of variation in methylation status of
the oxytocin receptor (OXTR) gene in patients with anorexia nervosa that might account for these findings.
Methods: We analyzed the methylation status of the CpG sitesin aregion from the exon 1 to the MT2 regions of the
OXTR gene in buccal cells from 15 patients and 36 healthy women using bisulfite sequencing. We further examined
whether methylation status was associated with markers of illness severity or form.

Results: We identified six CpG sites with significant differences in average methylation levels between the patient
and control groups. Among the six differentially methylated CpG sites, five showed higher than average methylation
levels in patients than those in the control group (64.9-88.8% vs. 6.6-45.0%). The methylation levels of these five
CpG sites were negatively associated with body mass index (BMI). BMI, eating disorders psychopathology, and
anxiety were identified in a regression analysis as factors affecting the methylation levels of these CpG sites with
more variation accounted for by BMI.

Conclusions: Epigenetic misregulation of the OXTR gene may be implicated in anorexia nervosa, which may either
be a mechanism linking environmental adversity to risk or may be a secondary consequence of theillness.
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Increased amygdalar and hippocampal volumes
in young adults with social anxiety

SLiaY) Rl c¥lay Guild) die Cuanlly 555U ana Baly

Machado-de-Sousa JP, et al.
PL0S One 2014 Feb 11;9(2):e88523.

Background: Functional neuroimaging studies have consistently shown abnormal limbic activation patterns in
socially anxious individuals, but structural data on the amygdala and hippocampus of these patients are scarce. This
study explored the existence of structural differences in the whole brain, amygdala, and hippocampus of subjects
with clinical and subthreshold social anxiety compared to healthy controls. We hypothesized that there would be
volumetric differences across groups, without predicting their direction (i.e. enlargement or reduction).

Methods: Subjects classified as having social anxiety disorder (n=12), subthreshold social anxiety (n=12) and
healthy controls (n=14) underwent structural magnetic resonance imaging scans. The amygdala and hippocampus
were defined a priori as regions of interest and volumes were calculated by manual tracing. Whole brain volume was
calculated using voxel-based morphometry.

Results: The bilateral amygdala and left hippocampus were enlarged in socially anxious individuals relative to
controls. The volume of the right hippocampus was enlarged in subthreshold social anxiety participants relative to
controls. No differences were found across groups in respect to total brain volume.

Conclusions: Our results show amygdalar and hippocampal volume alterationsin social anxiety, possibly associated
with symptom severity. The time course of such alterations and the cellular and molecular bases of limbic plasticity
in social anxiety should be further investigated.
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Laboratory Medicine
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Blood culture contamination in hospitalized pediatric patients

hdall B cplgiall JULY) die aal) £, 5 gl

MinH, et al.
Korean J Pediatr 2014 Apr;57(4):178-85.

Purpose: Blood culture is the most important tool for detecting bacteremiain children with fever. However, blood
culture contamination rates range from 0.6% to 6.0% in adults; rates for young children have been considered higher
than these, although data are limited, especialy in Korea. This study determined the contamination rate and risk
factorsin pediatric patients visiting the emergency room (ER) or being admitted to the ward.

Methods: We conducted a retrospective chart review of blood cultures obtained from children who visited Yonsel
Severance Hospital, Korea between 2006 and 2010. Positive blood cultures were labeled as true bacteremia or
contamination according to Centers for Disease Control and Prevention/National Healthcare Safety Network
definitions for laboratory-confirmed bloodstream infection, after exclusion of cultures drawn from preexisting central
lines only.

Results: Among 40,542 blood cultures, 610 were positive, of which 479 were contaminations and 131 were true
bacteremia (overall contamination rate, 1.18%). The contamination rate in the ER was significantly higher than in the
ward (1.32% vs. 0.66%, P<0.001). The rate was higher in younger children (2.07%, 0.94%, and 0.61% in children
aged <1 year, 1-6 years, and >6 years, respectively).

Conclusion: Overall, contamination rates were higher in younger children than in older children, given the difficulty
of performing blood sampling in younger children. The contamination rates from the ER were higher than those
from the ward, not accounted for only by overcrowding and lack of experience among personnel collecting samples.
Further study to investigate other factors affecting contamination should be required.
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ophthalmology
el al e

Clinical efficacy of intravitreal ranibizumab in early
and mid-idiopathic choroidal neovascularization

daugially 3,8L Jalall A aladl e ranibizumab ¢ial 4y el Adladl)
Lapdiall (B o) Jogae Bl legh J<ial) o

FanC, et al.
J Ophthalmol 2014;2014:382702.

Background: To compare visual outcomes and spectral-domain optical coherence tomography results following
intravitreal ranibizumab treatment for early and mid-idiopathic choroidal neovascularization (ICNV).

Methods: This retrospective, case-controlled study examined 44 patients with ICNV in one eye initialy treated
with intravitreal ranibizumab (0.5 mg). Further intravitreal treatments were administered as necessary. Patients were
divided into two groups according to disease duration, that is, <3 months or 3-6 months (early and mid-groups), and
the data were compared.

Results: All patients completed at least 12 months of follow-up. Significant differences were observed between the
groups in best-corrected visual acuity and in central macular thickness (CMT) reduction at all five follow-up visits.
At the last follow-up (12 months), 19 early group eyes (79.1%) and 10 mid group eyes (50.0%) had statistically
significant visual gains of >15 early treatment diabetic retinopathy study (ETDRS) letters (y (2) = 4.130, P=0.042).
The mean number of injections was significantly higher (P=0.0001) in the mid group (2.53%1.76) than in the early
group (1.22+1.01).

Conclusions: Early intravitreal ranibizumab for ICNV can result in better visual prognoses, more obvious decreases
in CMT, and fewer injections.
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otorhinolaryngology
syaially calVly N1 Lal

A comparison of vestibular evoked myogenic potential (VEMP)
between definite Meniere’s disease patients and normal healthy adults
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Jariengprasert C, et al.
JMed Assoc Thai 2013 Dec;96(12):1563-8.

objective : To compare the results of VEMP between unilateral definite Meniere>s disease patients and normal
healthy adults.

Materials and methods: Thirty-two patients with unilateral definite Meniere’s disease patients and 32 age-matched
normal healthy adults (control) underwent VEMP tests with short tone burst of 500 Hz at 90 dBnHL. Student-t test
was used for comparison of means of all parameters between two groups.

Results: Absent VEMP response was found in 14 MD patients and abnormal asymmetry ratio (AR) was found in
five MD patients. Normal responses were found in all subjects of the control group. The mean P1 and N1 latencies,
VEMP amplitude between unilateral MD, and control were not significantly different between two groups. However
the difference between the mean AR of both groups showed statistically significant (p-value <0.05). The upper limit
of normal AR was calculated to be of 35.15%.

Conclusion The absence of VEMP response and AR of VEMP were more dominant than other parameters such as
P1 and N1 latencies or VEMP amplitude in the detection of saccular dysfunction in MD. The results suggested that
AR should be used as atool in interpretation of VEMP response for the diagnostic batteriesin MD. The upper limit
of normal AR of < or = 35% should be recommended.
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Dermatology
alall al e

Effects of isotretinoin on the platelet counts and the mean platelet volume
in patients with acne vulgaris
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Ataseven A, et d.
ScientificWorldJournal 2014 Jan 29;2014:156464.

Aim: Theaim of this study was to evaluate the platelet counts and the mean platelet volume in patients who received
isotretinoin for the treatment of acne vulgaris.

Method: A total of 110 patients were included in this retrospective study. Complete blood count parameters were
recorded prior to and three-months following the treatment.

Results: Both platelet counts and the mean platelet volume were significantly decreased following the treatment. No
significant differences were noted on the levels of hemoglobin, hematocrit, and white blood cell count.

Conclusion: Platelet counts and mean platelet volume significantly decreased following isotretinoin treatment. Since
the decrease of platelet counts and the mean platelet volume was seen concomitantly, it is concluded that the effect
of isotretinoin was through the suppression of bone marrow.
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