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Medical Professionalism

Because medicine is a profession and physicians are professionals, it is important to have a clear understanding of what
“professionalism” means. As a physician-in-training, you will be developing a personal sense of what it means to be a
professional. The marks of a profession are:

1- Competence in a specialized body of knowledge and skill.

2- An acknowledgment of specific duties and responsibilities toward the individuals it serves and toward society.

3- The right to train, admit, discipline and dismiss its members for failure to sustain competence or observe the duties and
responsibilities.

Professionalism requires that the practitioner strive for excellence in the following areas, which should be modeled by mentors
and teachers and become part of the attitudes, behaviors, and skills integral to patient care:

Altruism: A physician is obligated to attend to the best interest of patients, rather than self-interest.

Accountability: Physicians are accountable to their patients, to society on issues of public health, and to their profession.
Excellence: Physicians are obligated to make a commitment to life-long learning.

Duty: A physician should be available and responsive when “on call,” accepting a commitment to service within the profession
and the community.

Honor and integrity: Physicians should be committed to being fair, truthful and straightforward in their interactions with patients
and the profession.

Respect for others: A physician should demonstrate respect for patients and their families, other physicians and team members,
medical students, residents and fellows.

The fundamental principles of professionalism are stated as (1) the primacy of patient welfare; (2) patient autonomys; (3) social
justice. Professional responsibilities that follow from these principles are commitment to competence, to honesty with patients,
to confidentiality, to appropriate relationship with patients, to improving quality of care, to improving access to care, to a just
distribution of finite resource, to scientific knowledge, to maintaining trust by managing conflicts of interests and to professional
responsibilities.

Is professionalism compatible with the restrictions sometimes placed on physician’s judgments in managed care?

One of the principal attributes of professionalism is independent judgment about technical matters relevant to the expertise of
the profession. The purpose of this independent judgment is to assure that general technical knowledge is appropriately applied
to particular cases. Today, many physicians work in managed care situations that require them to abide by policies and rules
regarding forms of treatment, time spent with patients, use of pharmaceuticals, etc. In principle, such restrictions should be
designed to enhance and improve professional judgment, not limit it. For example, requiring consultation is ethically obligatory
in doubtful clinical situations; penalizing consultation for financial reasons would be ethically wrong. Also, requiring physicians
to adhere to practice guidelines and to consult outcome studies may improve professional judgment; requiring blind adherence
to those guidelines may be a barrier to the exercise of professional judgment. The presence of rules, policies and guidelines in
managed care settings requires the physicians who work in these settings to make such judgments and to express their reasoned
criticism of any that force the physician to violate the principles of professionalism.

Professor M. Hisham Al-Sibai
Editor-in-chief
Secretary General of the Arab Board of Health Specializations
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EFFICACY AND SAFETY OF DEFERASIROX THERAPY IN A GROUP OF BETA
THALASSEMIA PATIENTS DURING THREE YEARS FOLLOW UP IN BABYLON
THALASSEMIC CENTER IN BABYLON PROVINCE IN IRAQ
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ABSTRACT beta-thalassemia major, (2-16 years old), had been
started treatment with deferasirox in Babylon Center

Objective: 1o assess the efficacy and safety of 3 of Hereditary Blood disorders in Babylon governorate-
vears deferasirox therapy in group of patients with Iraq. They were followed prospectively from March
thalassemia. 2012 till March 2015. The dose of deferasirox was
Methods: One hundred and thirty two patients with adjusted up to 40 mg/kg according to the response.

*Adnan Handhil Tarish, MD; Assistant Professor in Pediatric Department of Medical College of Babylon University, Head of Pediatric Department of Medical
College of Babylon University, Iraq. E-mail: adnantarish@yahoo.com. E-mail: adnantarish@uobabylon.edu.iq
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Serum ferritin, liver enzymes, urine for albumin and
renal function tests were regularly checked.

Results: Out of 132 patients, 105 patients (71%,)
had decreased level of serum ferritin (less than 1000
ng/dl), (p-value<0.05). The mean serum ferritin at
basal, 12, 24 and 36 months were 3120, 2077, 1402 and
1075 respectively, (p-value<0.05). The most effective
deferasirox dose which was used to reduce ferritin
level was between 30-30.79 mg/kg from 6-12 month of
treatment, while 25.68-30.42 mg/kg after 12 month of
therapy. All patients had normal liver enzymes and renal
function tests except three patients who experienced
mild elevation of liver enzymes and one patient had
mild disturbance in creatinine level.

Conclusions: Deferasirox significantly reduces
serum ferritin in the majority of patients with beta-
thalassemia major. A dose of 230 mg/kg is required to
achieve a negative iron balance. It appears to be safe,
well tolerated in pediatric patients and efficacious even
in patients with very high iron load.

INTRODUCTION

Thalassemia refers to spectrum of hereditary anemias
characterized by reduced or absent production of one
or more globin chain.! Regular blood transfusions
from an early age are essential therapy for child with
beta-thalassemia major in order to achieve optimal
growth and adequate organ function as well as improve
survival.? Every unit of packed blood cell contain 200-
250 mg of iron. This rate of transfusion leads to iron
deposition in the body, of about 15-20 mg/day, with
aiming of good chelation therapy to remove more than
15-20 mg/day to achieve negative iron balance.® Iron
overloaded is a main cause of morbidity and mortality
in transfusion-dependent thalassemic patients.*

The introduction of iron-chelation therapy has led to
a significant improvement in the survival patients with
thalassemia. Desferioxamine (Desferal) is hexadenate
has been the established chelation therapy for iron-
overloadedpatients (introduced at 1970) and was safe
and effective, excreted in stool and urine with short half-
life (20-30 minutes), so that it needs infusion regimen
with eventual poor compliance.>®

Deferiprone (Ferriprox) is bidenate has been
introduced since 1987, oral chelation therapy used
as second line therapy when desferrioxamine is
contraindicated. It is effective in removing cardiac iron
but associated with other side effect like hepatic fibrosis,
erosive arthritis and granulocytosis, so this needs close
monitoring.*’

Deferasirox (Exjade) is a tridenate once-daily
oral chelation therapy approved by FDA in 2005
used effectively and safely in transfusion-dependent
thalassemia in pediatric and adult with half-life 8-16
hours, it is excreted in stool.*” Deferasirox once-daily
dosing permits circulating drug at all tissue scavenge
non-transferrin bound (labile plasma iron), the chemical
species responsible for tissue damage in iron-overloaded
patient.'”

The effectiveness of deferasirox was monitored and
followed by monthly assessment of serum ferritin levels
which is non-expensive, easily reproductive and to some
extent convenient. A serum ferritin levels can be affected
by factor such as inflammation so the level should be
interpreted with caution, however serial measurement of
serum ferritin are more reliable indicator of body-iron
burden.!! Several recent reports suggest that deferasirox
therapy is more cost effective than traditional therapy.'
It has a positive effect on lowering liver iron and
producing high patient compliance.'*!*

Side effect of deferasirox may associated commonly
with gastrointestinal symptoms (like nausea, vomiting,
abdominal pain and diarrhea), skin rash, increased
alanine aminotransferase and serum creatinine which
are mild to moderate in severity and resolved without
treatment, thrombocytopenia, deafness and cataract
were rarely reported.'® Deferasirox doses were initially
based on Liver Iron Concentration (LIC) and were
adjusted according to trends in serum ferritin levels.
Efficacy was monitored by monthly serum ferritin
values, safety was assessed by incidence and type of
adverse reactions and laboratory indices.® The efficacy
and safety of deferasirox has been demonstrated widely
in variety of underlying anemias needing recurrent
blood transfusions.!¢
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METHODS

The 132 patients known cases of beta-thalassemia
major, aged from 2-16 years old, to start with deferasirox,
in Babylon Center of Hereditary Blood disorders in
Babylon governorate were included prospectively from
march 2012 till March 2015. All patients aged older
than 2 years (the deferasirox was not licensed to be
used in age less than 2 years) with history of blood
transfusion of 1-2 units every 3-6 weeks, serum ferritin
of more than 1000 ng/ml were included in the study,
Those patients with age younger than 2 years, baseline
serum creatinine above the upper normal limit and
those with rising liver enzyme (ALT, AST) more than
10 time the upper normal, systemic disease like heart
problems, platelet disorder and using anti convulsant
were excluded from the study.

The starting dose of deferasirox was 20 mg/kg/
day and increased in 5-10 mg/kg every 3-6 months
depending on the patient response which was reflected
by serum ferritin and laboratory finding, while if patient
with initial level of serum ferritin of more than 2500
ng/ml, we start with 30-35 mg/kg and increased to the
maximum dose 40 mg/kg/day. The therapy was stopped
when serum ferritin of less than 500 ng/ml.

Taken history regarding side effect of deferasirox
like nausea, vomiting, abdominal pain, and
development of skin rash. Basal serum creatinine urine
for albumin, Aspartate transaminase (AST), Alanine
Aminotransferase (ALT), CBC, were done monthly
while serum ferritin every 3 months. Compliance
of patient can be assessed by counting the number
of tablets returned in bottles at each visit. The drug
was stopped transiently if there was disturbed renal
function (Baseline serum creatinine above the upper
normal limit), rising liver enzyme, (AST) and (ALT)
more than 10 time the upper normal and severe skin
rash developed. Audiometry and ophthalmological
tests were performed annually. All patients and parents
provided oral informed consent before being allowed to
participate in our study.

Normal level of AST (10-48 TU/L, ALT (7-56 1U/L,

platelet count (150.000-450.000 platelets in each micro-
liter of blood), blood urea nitrogen (2.5 to 7.1 mmol/L),
serum creatinine (50-110 umol/L).

Statistical analysis: Data was collected, tabulated
and subjected to statistical analysis by using SPSS 18
software. Appropriate statistical tests (ANOVA test,
T.Test) were applied to various variables.

The aim of this study was to assess the efficacy and
safety of 3 years of deferasirox therapy in group of
patients with B thalassemia major

RESULTS

Total number of patients enrolled in the study were
132 patients: males 76 (57.5%), with median age of
9+2.72 years, and females 56 (42.5%) with median age
of 10£3.07 years.

The commonest basal level of serum ferritin between
1000-5000 ng/dl seen in 94.6%, Table 1.

Serum ferritin (ng/ml) No. Percentage

1000-2500 ng/ml 50 37.8%

2500-5000 ng/ml 75 56.8%

>5000 ng/ml 7 5.4%

Total 132 100%
Table 1. Distribution of patients with basal level

of mean serum ferritin at beginning of study.

The ferritin level began to decrease at 9 month of
therapy and its reduction was increased with increased
duration of therapy to reach 1075 ng/dl at 36 month
(base level was 3120 ng/dl), and was statistically
significant at 9 month of therapy and became very
highly significant 0.0000 after 12 month of treatment.
Also shown in Figure 1 and Table 2.

The commonest level of serum ferritin at the end of
the study between 501-1000 ng/dl in 70 patients 53%,
while only 9 patients 6.9% was above 2500 ng/dl. We
stop deferasirox therapy in 25 patients (SF less than 500
ng/ml), majority of them achieved this level after 24-36
months of therapy, Table 3, Figure 2.
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Time Me.a.n Sertm p-value
ferritin (ng/ml)

Initial 3120
3 Months 3139 0.95
6 Months 2910 0.27
9 Months 2252 0.05
12 Months 2077 0.000
24 Months 1402 0.000
36 Months 1075 0.0000

Table 2. The mean serum ferritin during
the duration of deferasirox therapy (36 months).

3500.00
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Mean serum ferritin(ng/ml)

1500.00

1000.00-

T T T T T T |
INITIAL ~ 3M 6M oM 12M 24 36M

Time of study (months)

Figure 1. Mean serum ferritin along with 36 months
duration of deferasirox therapy.

;ZEI?{S;ES Number Percentage (%)
<500 25 18.9
501-1000 70 53
1001-1500 18 13.6
1501-2000 7 53
2001-2500 3 2.3
>2500 9 6.9
Total 132 %100

Table 3. Distribution of patients with mean
serum ferritin levels at the end of study.

Time Mean deferasirox (mg/kg) | p-value
Initial 23.37
3 months 28.31 0.14
6 months 31.50 0.01
9 months 31.79 0.05
12 months 30.42 0.000
24 months 27.68 0.000
36 months 25.68 0.000

Table 4. Mean doses of deferasirox through
deferent time of our study.

60.0%’
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Main Serum ferritin{ng/ml)

Figure 2. Percentage and mean level of serum ferritin
at 36 month of deferasirox therapy.

The most effective deferasirox dose used to reduce
ferritin level was between 30-30.79 mg/kg from 6-12
month of treatment, while 25.68-30.42 mg/kg after 12
month of therapy, Table 4 and Figure 3.

The most common side effect was gastrointestinal
disturbance in 43 patients 32.5%, and compliance to
treatment seen in 113 patients 86.3%, Table 5.

The main serum level of liver enzymes (ALT, AST),
were normal initially and at the end of 36 months of
deferasirox therapy, and also with renal function tests,
Table 6.
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Figure 3. Shows distribution of deferasirox doses in
deferent time of study.

Complication Frequency | Percentage
Nausea 20 15.1%
Vomiting 14 10.6%
Thrombocytopenia 2 1.5%
Abdominal pain 9 6.8%
Diarrhea 0 0%
Skin rash 2 1.5%
Rising liver enzyme
(>g300 IU/L)y 3 L7%
o otbwal tney || 0-75%
Good compliance 113 86.3%
Poor compliance 18 13.7%

Table 5. Frequency of drug-related complications and
compliance with 3 years of deferasirox therapy.

DISCUSSION

The majority of patients in our study (62.2%) had
higher basal serum ferritin >2500 ng/ml as compared
with other studies,'”'® and this is possibly reflect
suboptimal chelation therapy in the past. In our study,
the mean basal SF was decreased over 36 months
with deferasirox therapy, this is compatible with
results obtained by Dhamija M et al,”® and Ali Taher
et al.?** This is indicated that over period of 36 month
of therapy, provided a dose dependent overall reduction

Time ALT AST Bulroe(;d crzeeliil;ﬁe
(DL (0L (mmolLl) | (Mg/L)

Base line 14.8 10.01 2.3 41.4
3 months 14.6 9.16 2.9 42.5
6 months 18.6 14.6 3.1 44.2

9 months 17.4 12.5 3.7 43.7
12 months 14.7 16.9 3.6 423
24 months 14.2 11.3 3.9 41.2
36 months 11.3 15.9 34 42.1

p-value 0.7 0.16 0.6 0.76

Table 6. The mean liver enzyme and renal function test
through 36 months of deferasirox therapy.

in iron burden as measured by serum ferritin which
reduced from 3120 ng/ml at beginning of study to 2077
ng/ml at 12 month of therapy, and reach ferritin level
1075 ng/ml at 36 month.

In the present study, the efficacy of deferasirox in
lowering SF was appeared after 9 months duration
of therapy with significant p-value (0.05), then SF
decreased significantly in the subsequent months till the
end of study with highly significant p-value (0.000), and
this is perhaps due to redistribution of iron between
reticular-endothelial system and hepatic iron in first
3-6 months of therapy making no significant statistical
change.”

In our study, we found 95 patients (71.9%) with
mean SF after 36 months with deferasirox therapy were
<1000 ng/ml, and goes with results Dhamija M et al.’

The staring dose of deferasirox in our study was
23.3 mg/kg with effective dose (lowering SF) at 30-32
mg/kg/day after 9 months of study, Cappellini et al,"
showed in their cohort that at increased doses of 5-10
mg/kg every 3-6 month. However, to achieve a negative
iron balance, a minimum of 30 mg/kg was required.
Taher et al?! also documented this in the escalator study,
however the mean dose of deferasirox at the end of our
study was 25.68 mg/kg/day, while 34.6 mg/kg/day in
Dhamija M et al?® which may explained by sample size
different and lab error.
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The frequency of GIT disturbances in our study
was 32%, and majority was mild to moderate in
severity and necessitate no stopping of deferasirox
(sometimes we need to divide the twice per a day or
we use domperidone as antiemetic), and this percentage
compatible with results were obtained by Tahir A and
Cappellini E,” while 10% in Dhamija M et al.?® Skin
rash in present study manifested in 2 patients (1.5%)
and was mild and not need dose modification, and was
compatible to, some extent, with Tahir A and Cappellini
E* and Porter J et al,”? but lower than results were
obtained by Cappellini E,* and Domenica et al,”® and
these variations could be related to large number of
patients included in last studies.

In the present study, we found only 3 patients (1.7%)
with rising liver transaminase (ALT, AST) more than
10 fold the upper normal values which near to some
extent similar to that obtained by Domenica M et al,®
while higher percentage (70%) in both Chaudhary,*
and Muzami et al,”” while 16% in Dhamija M et al.?
In our study, mild, non-progressive increases in serum
creatinine levels were recorded (>33% basal line) in
only 1 patient (0.7%) needing dose modification then
reintroduce the usual dose gradually, while 8.8% in
Domenica M et al,® 8.5% in Dhamija M et al*® and
2.5% in Al-Wataify.”® The compliance of our patients to
deferasirox in present study was 86.3% and this also to
some extent was reported in Haghpanah S et al.?

CONCLUSIONS

The results obtained from this study confirm that
deferasirox significantly reduces serum ferritin in the
majority of patients with thalassemia major. A dose
of >30 mg/kg is required to achieve a negative iron
balance. It appears to be safe, well tolerated in pediatric
patients and efficacious even in patients with very high
iron load. But some patient does not get good response
(negative iron balance) even with maximum dose of
deferasirox 40 mg/kg/day, so those subset of patient
need special flow up and alternative management.

RECOMMENDATIONS

To know the effective starting dose of deferasirox,

we should know the liver iron concentration (LIC), so
we need MRI R2* (soft wear and expertise hand).

We need further studies (multi-centric) to clarify the
efficacy and safety profile of deferasirox therapy in
thalassemic child patients.
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ABSTRACT

Objective: Our study aims to define the effectiveness
of polyethylene glycol (PEG) as a treatment for
functional constipation refractory to lactulose in Syrian
children in the pediatric gastroenterology and nutrition
outpatient clinic.

Methods: This is a retrospective study, extends
from 1 January 2000 till 1 June 2015, for all treated
patients by polyethylene glycol and high fiber diet for
resistant functional constipation to lactulose treatment.
Treatment duration is > 6 months, with a PEG dose of 1
g/kg/day divided 3 times daily. The maximum dose is 17
g/day with high fiber diet.

SEES

Results: The total number was 26 patients, boys 16
(63%), girls 10 (37%). The age range between 11-114
months. The majority of patients (18=65.3%) were
followed for 6 months. Nineteen patients (73.03%,) were
cured, 6 (23.07%) improved, 1 (3.8%) was dependant
on polyethylene glycol. No cases of resistance were
noted. Later relapse was noted in 5 cases (18.5%).

Conclusions: Polyethylene glycol proved in our study
to be effective in the management of chronic functional
constipation in the resistant cases on lactulose .

INTRODUCTION

Constipation is defined as a delay or difficulty in
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defecation, also be defined as hard stool and difficult
defecation with decreasing numbers of weekly stools. It
is a common pediatric issue; estimated to occur in 5 to
10% of children.! In about 95% of them, constipation has
a functional cause and can result in fecal impaction, fecal
soiling and abdominal pain. The treatment of childhood
constipation includes; fecal disimpaction, suitable diet
including fiber consumption, toilet training in preschool
children to prevent future slow bowel movement and
constipation and to promote regular bowel habits.?
Furthermore, clinical practice guidelines recommend,
besides hygiene and nutritional measures, prokinetic
agents or laxatives like lactulose.*” Among the latter,
polyethylene glycols (PEG) laxatives, whose osmotic
properties enable softening the stools and promoting
bowel transit,® have clearly demonstrated theirefficacy
and tolerance for the treatment of chronic constipation,
not only in adults®'? but also in children.>>7!*18 The
ability of a PEG balanced solution to relieve significant
fecal impaction in children with reluctant encopresis
has been demonstrated in the late 1980s."

The first clinical studies on PEG-based laxatives in
pediatrics,'#1¢-22 started in 2000. Moreover, a limited
number of children were included and treated for a short
period and the use of PEG in pediatric practice was still
off label. 234

Polyethylene glycol is used to treat constipation. And
it is a class of medications called osmotic laxatives. It
increases the number of bowel movements and softens
the stool so it is easier to pass. It is more effective
than lactulose, and could be used in case of failure of
lactulose.

Polyethylene glycol could be used in children
older than 6 months of age, with 0.5 to 1.5 g/k/day,
the maximum dose is 17 g/day. Polyethylene glycol
should not be administered in patients with a known or
suspected bowel obstruction.

Our study aims to determine the effectiveness of
PEG for the treatment of functional constipation that is
resistant to lactulose in Syrian children. It is the first
study in Syria.

10

METHODS

Retrospective, descriptive study in pediatric
gastroenterology and nutrition outpatients clinic in
Damascus, from 1 January 2000 till 1 June 2015.

Refractory or reluctant functional constipation is
defined as non organic constipation in a child treated by
lactulose with no success.

The inclusion criteria: All treated patients by
polyethylene glycol and high fiber diet for refractory
functional constipation to lactulose treatment in the
pediatric gastroenterology clinic. Selected age is >6
months.

Allincluded patients were treated before polyethylene
glycol by lactulose and high fiber diet (low in potato,
carrot, banana, junk food and fast food) diet for >3
months with a dose of 0.25 g/kg/day with resistance of
constipation.

All included patients were studied for organic
constipation before the polyethylene glycol use, the
organic cases were not included in the study.

All included patients have to use polyethylene glycol
>4 months. With a dose of 1 g/kg/day divided on 3
times daily, the maximal dose is 17 g/day, with high
fiber diet.

The exclusion criteria: All non functional
constipation, or ages <6 months, or treatment by
polyethylene glycol <4 months.

Cure is defined as a defecation of 1 normal stool per
day, the improvement in constipation is defined as the
increasing number of stool per week >3, with a better
stool consistency but some defecation difficulties are
present after 2 weeks of treatment.

Resistance 1s defined as non modification of stool and
defecation.

Polyethylene glycol dependency is defined failure
to polyethylene glycol withdrawal. Relapse is defined
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as re-occurrence of constipation after >2 months of
polyethylene glycol arrest.

Error in diet is defined as broke the diet more than 3
times per week, because of perturbation in the nutrition
behaviors.

Error in medication is defined as medication escape
more than 3 times per week, because of non compliance.

RESULTS

The total number of receiving patients of polyethylene
glycol before exclusion was 61, the total number after
the application of the exclusion criteria was 26.

The number of 26 patients were analyzed on excel
program. The gender: boys 16 (63%), girls 10 (37%).
The age range: minimum 11 months, maximum 144
months. Mean 34.7 months, Table 1 presents the ages.

Age Number %
<12 months 2 7.6
12-24 months 11 423
24-36 months 6 23
36-48 months 4 15.2
>96 months 3 11.5
Total 26 100

Table 1. Age of the group.

The minimum follow up duration was 4 months,
the maximum was 60 months, the majority of patients
(18=65.3%) were followed for 6 months, 5 for 6-12
months, 1 for 24 months, and 1 for 60 months.

The minimum follow up visits number is 3 times
during the treatment, the maximum was 7 times, the
majority (14=53.8%) was 3 times, The table 2 presents
the follow up visits number.

The output analysis demonstrated that 19 (73.03%)
patients were cured (9 males, 10 females): no difference
between boys and girls with regards to outcome, 6
(23.07%) were imporved (4 males and 2 females), 1
(3.8%) was dependant on polyethylene glycol. No cases
of resistance were noted.

11

Age Cure | Amelioration | Relapse
<12 months 2 - -
12-24 months 9 2 -
24-36 months 5 1 2
36-48 months 3 1 2
>96 months 2 1 1
Total 21 5 5

Table 2 . Treatment results in the study.

Eight patients (29.6%) applied the diet with some
errors during the treatment, 3 patients (11.1%) applied
the treatment by polyethylene glycol with some errors.

Later relapse was noted in 5 cases (18.5%), 2 of
them applied the diet with some mistakes during the
treatment and 2 of them applied the polyethylene glycol
with some mistakes during the treatment. No side effect
of polyethylene glycol was noted.

DISCUSSION

Our study sheds some light on constipation
management, as constipation is a common pediatric
issue. Estimated to occur in 5 to 10% of children.
Polyethylene glycols (PEG) laxatives have clearly
demonstrated their efficacy and tolerance for the
treatment of chronic constipation in children, especially
in case of resistance to lactulose.’*"!*'® Although,
resistance to lactulose is rare, but when it occurs it
requires change in intervention. The laxative used
should be changed to another type that is more effective
such as PEG.

PEG is an effective treatment of chronic severe
functional constipation. A double-blind, multicenter,
placebo-controlled trial assessed the efficacy of 3
different doses of PEG (0.2, 0.4, or 0.8 g/kg/day) in
103 children with idiopathic functional constipation.?
Compared with placebo, all in
significantly higher rates of treatment success, defined
a 3 times of defection during the second week of
treatment. The used dose in our group is 0.5 g/kg/day, is
compatible with the used dose.?

doses resulted

Comparing data; the rates of treatment among the 3
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PEG groups were 77%, 74%, and 73%, respectively*2’
which is compatible with our study’s results; 73.03%
patients were cured, 23.07% were no difference was
found between males and females, no age relation was
found.

Another study evaluated the efficient daily dose of
PEG in 4 age groups.?® Regardless of age, a daily dose
of PEG of approximately 0.5 g /kg/day was found to be
effective in >90% of children with constipation, which
corresponds to the results of our study.

The studies showed that the treatment with PEG is
more effective than lactulose,?*? with no difference
in tolerance rates between the two laxatives. As it was
presented in our study (no side effects) which could be
explained by the small group size.

PEG-based laxatives have the advantage over
lactulose that in high doses they can be used for
disimpaction. Also, as they are not fermented by colonic
bacteria, they do not result in increased gas production.

The majority of relapse cases were caused mainly
by errors in the diet or treatment during the course (4/5
cases).

The limitations of this study include; the fact that the
study was done retrospectively, and the small number
of patients.

CONCLUSIONS

We found that polyethylene glycol can be an effective
treatment in the management of chronic functional
constipation that is resistant to lactulose. It is clear that
it represent an advanced step of the management when
lactulose is not enough to cure. Given that this is the
first study done on PEG effectiveness in the region;
more extensive research should be done.
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ABSTRACT

calcium with risk of atherosclerosis in these patients.
Methods: A cross-sectional study was conducted

Objective: Chronic renal failure (CRF) is associated
with premature atherosclerosis and increased incidence
of cardiovascular morbidity and mortality. This study
aims to evaluate lipid profile parameters among CRF
patients on regular hemodialysis (HD), and to identify
the relationship between these parameters and serum

from April 2013 to June 2014 in dialysis unit in Imamein
Kadhmian Medical City. A total of 100 patients with
CRF on regular HD were involved in this study. A
matching group of a similar number of healthy persons
were included as controls. Measurement of serum
calcium and lipid profile was performed to all patients.
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Results: Serum lipid profile was not significantly
altered in patients when compared with controls
(p>0.05), apart from a significant increase (p<0.05)
in Atherogenic index in patients compared to controls.
A significant positive correlation was found between
serum calcium and atherogenic index in HD group
(r=0.9, p-value <0.05); but not in the control group.

Conclusions: Alterations in the calcium status
correlates with atherogenic index which indirectly
related to atherosclerotic process in patients on chronic
HD.

INTRODUCTION

Chronic renal failure (CRF) is associated with
premature atherosclerosis and increased incidence
of cardiovascular morbidity and mortality.! Several
factors contribute to atherogenesis and cardiovascular
disease in patients with CRF. Notable among the CRF-
induced risk factors are lipid disorders, oxidative stress,
inflammation, physical inactivity, anemia, hypertension,
vascular calcification, endothelial dysfunction, and
depressed nitric oxide availability.?

Patients with end-stage renal disease (ESRD) suffer
from a secondary form of complex dyslipidemia
consisting of both quantitative and qualitative
abnormalities in serum lipoproteins resulting from
alterations in lipoprotein metabolism and composition.’

The prominent features of uremic dyslipidemia are
an increase in serum triglyceride levels (due to elevated
very low density lipoprotein [VLDL]-remnants and
intermediate-density lipoprotein [IDL]) and low high-
density lipoprotein (HDL) cholesterol. Low-density
lipoprotein (LDL) cholesterol often is normal, but the
cholesterol may originate from the atherogenic small
and dense LDL subclass (sdLDL).?

However, triglycerides decrease and cholesterol
increases following transplantation.*

The pathogenesis of most lipid abnormalities in
patients with CKD primarly involves defective removal
from the circulation. The diminished clearance of
triglycerides, which can lead to hypertriglyceridemia,
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stems both from an alteration in the composition of
circulating triglycerides (which become enriched
with apolipoprotein C-III) and, perhaps later, from
reductions in the activity of lipoprotein lipase and
hepatic triglyceride lipase which involved in triglyceride
removal.’

Levels of oxidized LDL and antibodies to oxidized
LDL are elevated disease.®
Intermediate-density lipoprotein levels are also elevated.
These are the Lp particles that are intermediate in size
between very low-density lipoprotein (VLDL) and LDL
and an increase in their levels represents the delay in
removal of the triglyceride component of the VLDL as
it is transformed into the cholesterol-ester-rich LDL.’

in end-stage renal

Since calcium is associated with atherosclerosis in
chronic renal failure (CRF), in the present study, we
measured serum calcium in CRF patients on regular
hemodialysis (HD).

METHOIDS

The study was a cross-sectional one performed in Al-
Emamain Al-Kadhymain Teaching Hospital in dialysis
unit and College of Medicine/Al-Nahrain University.,
during the period from April 2013 to June 2014. One
hundred patients (58 males and 42 females) were
involved in this study of different age group ranging
from (21 to 75) years complaining of chronic renal
failure on regular hemodialysis. Each patient was
subjected to hemodialysis for period of 4 hours in two
or three sessions per week. Using GAMBRO AK95S
haemodialysis apparatus with polyfluxTML dialyzer
membrane with effective surface area ranged from 1.4
to 2.1 m? and flow rate ranged from 200 to 300 ml/min.

Patients having a proteinuria of 3 g or more per day
or serum albumin of less than 3 g/dl were excluded from
the study since nephrotic syndrome itself is known to
produce lipid abnormalities. Similarly, diabetic patients
and persons who were obese (body weight >ideal
body weight by 10%), were not included in the study.
Patients who were on drugs like steroids which are
known to alter serum lipids were also excluded from the
study. All patients were stable (their body weight was
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more or less the same over a period of 7 days). They
were not having any infection and were on good oral
intake without vomiting during the study period.

A detailed dietetic history was recorded for all the
patients. The study included another 100 apparently
healthy subjects, they were neither alcoholic nor smoker
with no family history of renal failure who serve as
healthy controls; they were matched with patients for
age and sex.

Blood was collected after an overnight fast of 12 hours
on supine position without application of tourniquet,
for estimations of calcium, cholesterol, triglycerides,
albumin and blood sugar. All blood samples were
transported immediately to the laboratory.

The protocol for the study was approved by the
Ethical committee of Al-Nahrain Medical College, and
informed signed consent was given by each subject.

Methods: Measurement of plasma lipid profile
was done by colorimetric enzymatic method using
suitable kits (Biomerieux, France). The total serum
calcium levels were measured using atomic absorption
spectrophotometer.® The corrected serum calcium
was calculated according to the formula described by
Gowenlock.’

Statistical analysis statistical analysis was done
using Excel system version 2003 and includes
descriptive statistics (mean and standard deviation) and
inferential statistics (t-test) to test the significance of
mean difference. When p-value was less than 0.05, the
difference is considered statistically significant.

RESULTS

One hundred patients were included in this study,
their age ranged between 21 to 75 year, mean (64 +13.4
years). They were diagnosed with CRF on regular
hemodialysis three times per week for more than six
months compared with the control group which is
composed of healthy individuals as in Table 1.

patients with
CRF on HD ((IEI(())I:;(())I(?)
(No=100)
Males 58 50
Gender
Females 42 50
Mean age 64.5+13.4 47.3£16.5

Table 1. Age and gender distribution of patients with
CRF on HD and control groups

There was no significant alteration in plasma lipid
profile (LP) between patients and control group.
However we found a significant increase in atherogenic
index (AI) in patients when compared with their
respective controls p<0.05 as in Table 2.

Also a significant positive correlation was found
between calcium (Ca) and Al in HD group (r=0.9,
p<0.05) as in Figure 1; but not in the control group.

DISCUSSION

Data from several studies have shown that the
development and progression of atherosclerotic disease
in animal models and human is highly due to the
imbalance of body environment in HD patients.'’

Our results showed that calcium had significant and

patients with CRF Control
Data (mean+SD) on HD (No=100) p-value
(No=100)

Total corrected calcium (mmol/L) 2.3+0.04 2.2+0.5 0.09
TG (mmol/l) 1.5+0.7 1.5+0.6 0.7
TC (mmol/l) 4.1£1.0 4.0+0.1 0.5

HDL-C (mmol/L) 1.0+0.3 0.9+0.2 0.2
LDL-C (mmol/l) 2.4+0.9 2.7£1.0 0.2
XL}?L-C (mmogl/L) 0.7+0.3 0.7+0.3 0.8
therogenic mndex
(TC/HDLC) 4.4+£1.2 2.7+0.3 0.03

Table 2. Corrected calcium ca*? and lipid profile (mean+SD) in CRF patients on HD and control groups.
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Figure 1. Correlation between serum corrected calcium and atherogenic index in patients
with CRF on regular HD (n=100; r = 0.9; p<0.05) and control.

positive correlation with atherogenic index. The similar
lipid profile results in hemodialysis patients and control
group may be duo to malnutrition, inadequate intake
of food duo to anorexia, but not related to dialysis and
other co morbidities diseases such as infection.

Moreover, our results presented here show significant
increase in atherogenic index with respect to control
group. These results which are in agreement with other
reported results.!"-12

In patients on chronic HD, the major determinant of
Ca balance is the concentration of Ca in the dialysate.
Thus, in patients with CKD, there may be reduced
intake, impaired absorption from the intestine, use of
diuretics and acidosis, which may result in decreased
serum Ca. In addition reduced renal excretion may
cause accumulation of Ca resulting in increased serum
Ca levels in CRF patients.!>!

The lipid-lowering effect of calcium probably results
from the ability of Ca to bind bile acids and saturated
fatty acids in the intestine and form in-absorbable
chelates thereby increasing the fecal excretion of these
compounds.'>1°

Secondary hyperparathyroidism is a common
complication of CRF. Previous studies'”'® suggest that
secondary hyperparathyroidism and hypercalcemia both

contribute to vascular pathology in CRF. PTH excess
increases cytoplasmic Ca which will alter the production
of endothelium-derived vasoactive substances.'”'®
We found that increased calcium actually correlate
with atherogenic index which indirectly related to
atherosclerotic process. This underlying mechanism for
this vascular pathology is a subject for future studies, but
a very probable explanation is the effective suppression
of plasma phosphate by the high-calcium.

CONCLUSIONS

The findings of the present study suggest
that alterations in the calcium status correlates
with atherogenic index which indirectly related to
atherosclerotic process in patients on chronic HD.
Further large clinical studies are needed to understand
this association better.
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ABSTRACT children and its relation to selected patients’ variables.
Methods: Eighty two malnourished children who

Objective: A case-control study was carried out to have been admitted to nutritional rehabilitation ward
determine urinary secretory IgA level in malnourished in Basra General Hospital and Basra Maternity and
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Children Hospital, and ninety apparently healthy
children who have visited Primary Health Care Center
were recruited in the study, their ages ranged from
1-36 months; from the first of February 2014 till the
end of November 2014. Measurements of weight and
length by standard procedure done for all infants
and children recruited in the study. Anthropometric
data (weight and length) are applied to WHO growth
charts. All malnourished children were evaluated to
exclude functional and anatomical renal abnormalities
by estimating blood urea and serum creatinine and
abdominal ultrasonography.
secretory IgA was done for all patients and controls
after exclusion of urinary tract infection by dipstick test
and urine culture.

As well as wurinary

Results: Regarding age and sex distribution, 54.9%
of the malnourished children are females; mostly 6-12
months of age. All admitted malnourished children are
underweight, 97.6% are wasted, and 63.3% are stunted.
Severe wasting, underweight, and stunting are recorded
in 87.8%, 92.7%, and 23.1% respectively. Higher
frequency ofbottle feeding among malnourishedpatients,
than control group (41.5%, 28.9%) respectively, as well
as complementary feeding
in malnourished patients with statistically significant
results (p-value=0.037). The study reveals a statistically
significantly low urinary secretory IgA in children with
malnutrition than control group, (p-value<0.001).
But there is no significant difference in relation to the
severity of nutritional indicators or the age and sex of

recorded less frequently

malnourished children. Diarrhea, poor weight gain and
shortness of breathing are regarded as independent risk
factors for low level of urinary secretory IgA.

Conclusions: Because urinary sIgA level reflect the
state of mucosal immunity of urinary tract, so can be used
as a marker for assessment of local mucosal immunity
of the urinary tract in children with malnutrition

INTRODUCTION

Malnutrition in children is a global public health
problem with wide implications. These children are at
an increased risk of dying from infectious diseases, and
it is estimated that malnutrition is the underlying cause
of 45% of global deaths in children below 5 years of
age.!
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Children  with  malnutrition are at risk of
hypoglycemia, hypothermia, dehydration and shock,
infections, severe anemia and congestive heart failure.?
The underlying mechanisms behind increased the risk
of infections in children with malnutrition involve
thymic atrophy, proliferation,
decrease immunoglobulin production, and low level of
complements especially in edematous malnutrition.>*

decrease cellular

Among the common infections in children with
malnutrition is urinary tract infection (UTI).> The
risk of UTI is increased by the above mechanisms in
addition to impairment of local immune status of mucus
membrane of urinary tract which mainly protected
from bacterial adhesion, invasion and proliferation by
production of secretory IgA (sIgA).5’

Therefore, apart from anatomical or functional
factors, immune causes such as low s-IgA level in
urine among the factors predisposing to UTI. This
may consequently lead to defective local defense
mechanisms and predispose to recurrent urinary tract
infections in children with malnutrition.®

METHODS

A Case-control study has been carried out to
determine the level of urinary sIgA on the first day of
admission before starting nutritional rehabilitation in 82
malnourished children who were admitted to nutrition
rehabilitation ward in Basra General Hospital and
Basra Maternity and Children Hospital, over a period
of 10 months; from the first of February 2014 to the
end of November 2014, with their ages range from 1-36
months. Ninety apparently healthy children age and sex
matched were selected from children visiting Primary
Health Care Center for routine checkup and vaccination
who have normal growth parameters, their ages range
from 1-36 months.

Exclusion criteria for both patients and control
group include: urinary tract infection, kidney diseases
(anatomical or functional) and history of diarrhea more
than 2 weeks. A special questionnaire was designed
for the purpose of the study and information regarding
patients identity, presenting symptoms and feeding
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history as breast feeding (exclusive and predominantly
breast feeding), bottle feeding (predominantly bottle
feeding) and complementary feeding (foods and drinks
given after the age of 6 months with or without breast or
bottle feeding)’ was recorded. An informed consent was
obtained from the parents for recruitment in the study.

All infants and children were underwent physical
examination to assess their nutritional status and
classified into wasting (weight for length), -1 SD
mild wasting, -2 SD moderate wasting, <-3 SD severe
wasting, stunting (length for age), -1 SD mild stunting,
-2 SD moderate stunting,<-3 SD severe stunting and
underweight (weight for age), -1 SD mild underweight,
-2 SD moderate underweight, <-3 SD severe
underweight was assessed according to CDC/WHO
normalize reference values.?

All malnourished children were evaluated to exclude
functional renal abnormalities by estimating blood urea
and serum creatinine levels.

The anatomical renal abnormalities were excluded by
abdominal ultrasonography scan for all malnourished
children only. For both patients and control group; urine
specimens were collected into a sterile adhesive bag,
after appropriate local hygiene. The dip-stick was used
in patients and control group to exclude the presence
of leukocytes, nitrite, red blood cells or protein, with
sensitivity (90-100%) and specificity (58-91%).!° Urine
culture was done for all malnourished children; and
those with positive results were excluded from the study.
The level of urinary secretary IgA was assessed using
human ELISA kit for patients and control group, the
normal value is 0.26 to 2.30 mg/l."" Data were analyzed
using SPSS software version 20. Data were expressed
by mean + Standard Deviation (SD). Comparison was
performed by using Chi-Square test. The t-test was used
for quantitative comparison and between two mean
of different samples. Comparisons between groups
were made by using the one way analysis of variance
(ANOVA) test. Logistic regression analysis was also
done for the analysis of different marker, by using Odd
Ratio (OR) and 95% Confidence Interval (CI). For
all tests p-value of <0.05 was considered statistically
significant.
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RESULTS

A total of 82 malnourished children were included
in the study, their ages ranged from 1-36 months (mean
age was 11.3£2); 45 (54.9%) of them are females, and
37 (45.1%) are males, approximately half of them
43 (52.4%) are 6-12 months of age. Ninety healthy
well-nourished children as control group; their mean
age is 12.5£2. Females and males are 54.4%, 45.6%
respectively.

Nutritional status and clinical presentation of
hospitalized children: All admitted malnourished
children are underweight, (97.6%) are wasted, and
(63.3%) are stunted. Severe wasting, underweight,
and stunting are recorded in 87.8%, 92.7%, and
23.1% respectively, and the most common presenting
symptoms are poor weight gain 58 (70.7%), followed
by vomiting 42 (51.2%) and diarrhea 41 (50%).

Feeding history in malnourished patients and
control group: Table 1 shows higher frequency of
bottle feeding (including bottle feeding with or without
complementary feeding) among malnourished patients,
and control group (41.5%, 28.9%) respectively, as well
as complementary feeding without breast or bottle
feeding recorded less frequently in malnourished
patients than control group (14.6%, 31.1%) respectively,
with statistically significant results (p-value = 0.037).

Urinary sIgA results

Urinary sIgA in malnourished patients and control
group: The mean level of urinary sIgA in malnourished
children is (0.0684+0.033 mg/l); significantly lower than
that in control group (0.744+0.337 mg/l) with p-value
<0.0001.

Relation of urinary sIgA level to selected variables
of malnourished patients: Table 2 shows that despite
the lower level of urinary sIgA in females (0.068+0.029)
than males (0.069+0.037) malnourished children, It
is not statistically significant with p-value=0.872.
However urinary sIgA level is low in infants younger
than 6 months, and those on bottle feeding with
statistically non-significant results (p-value>0.05).

The level of urinary slgA in children administer
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complementary feeding (with or without breast or bottle
feeding) are statistically significantly higher than those
not administer complementary feeding.

Urinary sIgA level and nutritional status: Despite
urinary sIgA level is lower in severe malnutrition (<-
3SD) than moderate - severe type; but still statistically
not significant, Table 3.

Urinary sIgA level and clinical presentation:
Table 4 demonstrates that low level of urinary sIgA
is not significantly different in malnourished children
according to their presenting symptoms, with p-value
>0.05.

Logistic regression analysis of selected variables:

Table 5 shows that diarrhea, poor weight gain and
shortness of breath can be regarded as independent risk
factors associated with low level of urinary sIgA in
malnourished patients with p-value <0.05.

DISCUSSION

Severe malnutrition is one of the most common and
serious causes of morbidity and mortality in children
under the age of five years worldwide, and proper
evaluations and anticipations are crucial for proper
management.

In spite of higher frequency of males than females in
Iraqichildrenunder 5 years ofage with male:female 1.05:
1,'? the current study shows that admitted malnourished

Cases Control
Feeding pattern (No. 82) (No. 90) p-value”
No. % No. %
Breast feeding 14 17.1 16 17.8
Bottle feeding 16 19.5 18 20
Breast feeding 22 26.8 20 22.2 0.037
Complen;entary Bottle feeding 8 2 8 8.9
o Non 12 14.6 28 31.1
Total 82 100 90 100
“Chi-Square Tests
Table 1. Feeding pattern among cases and control group.
i Urinary sIgA (mg/1)
Variables p-value
No. (%) Mean + SD
Male 37 (45.1) 0.069+0.037
Sex 0.872°
Female 45 (54.9) 0.068+0.029
1-6 19 (23.2) 0.063+0.039
Age 6-12 43 (52.4) 0.069+0.031 0.669°
(months) 12-18 14 (17.1) 0.069+0.031 '
18-36 6(7.3) 0.083+0.032
Breast feeding 14 (17.1) 0.057+0.038
Bottle feeding 16 (19.5) 0.047+0.028
Feeding Breast 22 (26.8) 0.073+0.026 0.005%
Complementary Bottle 18 (22) 0.078+0.036
Non 12 (14.6) 0.086+0.021

*T-Tests, SANOVA Tests

Table 2. The level of urinary sIgA according to selected patients variables.
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. . -2SD to -3SD <-3SD
Nutritional indicators p-value
No. (%) Mean+SD No. (%) Mean+SD
Wasting 8(9.8) 0.074+0.030 72 (87.8) 0.068+0.033 0.983
Stunting 33 (40.2) 0.068+0.034 19 (23.1) 0.065+0.029 0.719
Underweight 6(7.3) 0.072+0.033 76 (92.7) 0.069+0.032 0.110

Table 3. The relation of urinary sIgA and nutritional indicators of malnourished patients.

. Urinary sIgA (mg/L)
Variables p-value
No. (%) Mean+SD
Diarrhea 41 (50.0) 0.062+0.038
Vomiting 42 (51.2) 0.060+0.039
Poor weight gain 58 (70.7) 0.070+0.032 0.05

Shortness of breathing 20 (24.4) 0.066+0.031
Difficult micturition 10 (12.2) 0.075+0.016

Table 4. Urinary sIgA according to clinical presentation of malnourished patients.

. 95% CI
Variables OR p-value
Lower Upper

Sex 1.598 0.472 5.415 0.452

Age 0.813 0.438 1.506 0.510

Diarrhea 0.052 0.007 0.398 0.004

Vomiting 0.167 0.025 1.103 0.063

Poor weight gain 0.088 0.029 0.260 0.000

Shortness of breath 0.015 0.002 0.098 0.000

Difficult micturition 0.166 0.021 1.305 0.088

Table 5. Logistic regression of selected variables associated with low level of urinary sIgA.

females are more than males with ratio M:F is 1:1.2,
possibly because of more care given to male infants
than females, while other researcher in Sammawa
city" and Tanzania,' report that inpatient malnourished
males were more than females. Malnutrition still more
common in infants below 12 months, most likely due
to improper feeding habits as increase bottle feeding,
early weaning, and improper food preparation. Similar
results are concluded by Noor et al in Babylon,'® Firas
et al in Basra,'® Ma’ad B. in Basra!” and Kaneta K. in
Bangladesh.'®

According to WHO classification of malnutrition,
most of admitted malnourished patients were severely
underweight, with 90% were severely wasted and
23% were severely stunted, according to the criteria
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of admission by WHO depending on weight for length
(wasting), and on weight for age if there is stunting.
Multiple indicator cluster survey (MICS) in Iraq reports
that about 10% of children aged below 5 years is severely
stunted, and 3% is wasted and 4% is underweight.'?

Breast feeding in malnourished children (with and
without complementary feeding) are slightly more than
bottle feeding, the difference is explained by that in Iraq;
the nursing mothers are outnumber the non-nursing
mothers, and the cause of malnutrition in breastfed
infants is possibly due to poor breastfeeding practice.
MICS conclusion; only 20% of children aged less than
six months are breast feeding and at the age 12-15
months is 52%, and 37% of children aged less than two
years are on bottle feeding.'? Similar result concluded
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by Ma’ad B. in Basra.'” In contrast to a study carried out
by Abushray in Karbala who shows that bottle feeding
more common than breast feeding."

On the other hand, bottle feeding are more in
malnourished than well-nourished children; because
of the availability and feasibility of bottle feeding, and
the complementary feeding is less in malnourished than
well-nourished children, as low rate of breast feeding
and delay complementary feeding are risk factors for
severe malnutrition.'?

Gastrointestinal symptoms; diarrhea and vomiting
were noted in approximately half of children with
malnutrition, this is probably due to starvation diarrhea,
decrease activity of intestinal brush border and decreased
pancreatic enzymes secretion; followed by respiratory
tract infections, same findings were concluded by
Colecraft EK et al in Ghana.”

The level of urinary sIgA was significantly lower
in malnourished children than well-nourished children
may be due to decrease in sIgA bearing cells or due lower
turnover of sIgA component.?! This is in agreement
with a study carried out by Teoddsio M. et al in Brazil,!!
Reddy et al in India,?* and Stitaya S. et al in Thailand.?

Relation of low urinary sIgA to the age and sex was
not significant but still malnourished females have
lower level of urinary sIgA than males, in contrast to
a study carried out by James-Ellison et al who reports
there is no significant difference in sIgA level between
males and females.*

Because breast milk provide the infant with significant
amount of immunoglobulin, mainly of sIgA type;
the level of urinary sIgA in breast fed malnourished
children was higher than those with bottle feeding , this
is in agreement with other researcher.?

Despite low level of sIgA in severely malnourished
patients with wasting, stunting, and underweight, but
the result not significant, similar findings concluded by
Teododsio M. et al in Brazil,!! Reddy et al in India,”* and
Stitaya S. et al in Thailand.”

24

Secretory IgA is reduced in saliva, tears, urine, and
nasal washings from children with severe malnutrition,
the mechanisms behind these immunological alterations
explained by lack of energy and building blocks
to synthesize the proteins required.?* Malnutrition
increases the risk of infections, namely: gastroenteritis,
pneumonia, and UTI; but current study show no
significant difference which presenting symptoms
associated with low level of urinary sIgA.

CONCLUSIONS

Because urinary sIgA level reflect the state of mucosal
immunity of urinary tract; so it can be used as a marker
for assessment of local mucosal immunity of the
urinary tract in children with malnutrition and further
studies needed for evaluation of its role as indicator for
local mucosal immune recovery in malnutrition.
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COMPARISON BETWEEN SURGICAL AND MEDICAL CASTRATION IN
ADVANCED PROSTATE CANCER MANAGEMENT

Mohsen Dandal, MD; Jamil Tarakji, MD
gdrb o o Jads o

ABSTRACT

Objective: This prospective, retrospective study was performed to determine the importance of surgical castration
as a more effective method than hormonal castration in androgens blockage of patients diagnosed with advanced
prostate cancer.

Methods: This randomized clinical trial was carried out between 2013 and 2015 on 50 patients who were referred to
the Urology Clinic and Oncology Clinic of Aleppo University Hospital and diagnosed with advanced prostate cancer
established by clinical, imaging, laboratory and pathological features. A surgical castration (simple orchiectomy)
has been done for a sample of patients and the others has been treated by medical castration, then a comparison
between the two samples has been done according to Prostate-Specific Antigen (PSA) levels after 3 months and after
one year of treatment. After that, the parameters were assessed and data collected was analyzed using Chi-square ¥’
test, p-value<0.05 was considered statistically significant.

Results: On average, efficacy of both types of castration were approximate after 3 months of treatment, whereas
the treatment considered effective if PSA level was less than 4 ng/ml. A percentage of surgical patients castration
with PSA less than 4 ng/ml was 69.23% whereas the percentage of patients with medical castration was 70.83%. PSA
levels has been measured after one year of treatment in both groups and the percentage of surgical patients castration
with PSA less than 4 ng/ml was 80.76% whereas percentage of patients with medical castration has been falled to
62.5%. This falling happened because some patients didn't complete their doses of anti-androgens medications or
because of side effects of these medications. Side effects of anti-androgen medication has been appeared in 75%
of medical castration patients, whereas psychological effect has been appeared in 69.23% of patients with simple
orchiectomy.

Conclusions: Surgical castration is better than medical castration in treatment of advanced prostate cancer
according to cost effective, safety, and availability.
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NUTRITIONAL STATUS AS AN INDICATOR FOR PATIENT SAFETY:
A DESCRIPTIVE STUDY AT HOSPITALS AFFILIATED
TO DAMASCUS UNIVERSITY
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Liliane Derani, MD; Hyam Bashour, MD; Zaid Al Assaf

Slasell sy e plad 2o il gllad

ABSTRACT

Objective: This study was conducted to estimate the risk of malnutrition during hospitalization in a sample of
patients admitted to three hospitals affiliated to Damascus University, and to study the changes in patients’nutritional
status during their hospitalization.

Methods: This study is a descriptive study, which was conducted between 2010 and 2012, using a reference
questionnaire, which was filled in with direct interview.

Results: The number of patients participating in the research was 390 patients, and the proportion of male to
female was 165/225. The mean of the age was 48.22+15.582 years. Calculating the body mass index (BMI) showed
that 2.6% of patients had malnutrition (BMI=18.5 kg/m’ or less), and 53.6% of patients had medium and severe
risk to develop malnutrition in hospital; that was higher than other international studies. However there was no
significant statistical change between the mean of the weight at admission and the mean of the weight after a week
from the first measurement for patients who were hospitalized for more than seven days.

Conclusions: It is necessary to assess the nutritional status of all patients admitted to the hospital, and assess the
potential risk to develop malnutrition or getting worse during the period of hospitalization in order to follow-up the
patient and follow the proper protocol to the patient s nutritional status thus keeping patient safety and avoiding the
adverse impact of health care.
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UTERUS-LIKE CYST IN THE ILEAL MESENTERY: A CASE REPORT
AND REVIEW OF THE LITERATURE
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ABSTRACT

We describe a 15-day-old girl who presented with
right lower abdominal mass, referred with a prenatal
diagnosis of abdominal cyst. Exploration revealed a
cystic mass arising from the small bowel mesentery.
The mass was lined by endometrial-like tissue and
had an outer layer of smooth muscle that resembled
myometrium. There are approximately 31 reported
cases of “a uterus-like mass” but this is the first
case diagnosed in neonatal period. We believe that a
congenital malformation, possibly caused by a defect
in fusion of Miillerian ducts, could be considered in
explaining the pathogenesis of this kind of lesion.

INTRODUCTION

A uterus-like mass is a very rare condition that was
first described by Cazutto in 1981'. This lesion was
characterized by a central cavity lined with endometrial
and tubal type mucosa surrounded by thick bundles of
smooth muscle cells.

Three theories have been suggested to explain their
etiology:

1) The uterine/Miillerian duct fusion defect theory,
which is based on a developmental abnormality
occurring during the formation of the female genital
tract.?

2) The metaplastic theory, which is based on the fact
that a uterus-like mass may arise from subperitoneal
mesenchymal cells that retain the ability to duplicate
Miillerian duct structures.

3) The heterotopia theory?.

CASE PRESENTATION

A 15-day-old female neonate had an ultrasound
following a prenatal diagnosis of intra-abdominal mass.
The ultrasound suggested an ovarian cyst measuring
4.5 cm in its largest diameter. A repeat abdominal
ultrasound showed a right pelvic cystic mass separate
from the ovary and filled with unclear fluid. The

*Mohammad Mohannad Batal, MD; Department of Pediatric Surgery, Al-Kindi University Hospital, Aleppo, Syria, Medical Director of Al-Kindi University
Hospital, CES of General Surgery, ABMS Pediatric Surgery, AFSA Surgery, DU of Laparoscopic Surgery, DIU of Pediatric Oncology, Aleppo, Syria.
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diagnosis of intestinal duplication cyst or complicated
mesenteric cyst was suggested, and surgical exploration
was indicated.

At surgery, a 5x4 cm sized cyst was located at the
level of terminal ileum, completely separate from ileum,
taking its blood supply from the mesentery of terminal
ileum. Both uterus and ovaries were normal. The cyst
was well defined with a thick wall, and contained dark
brown viscous material. The surgical resection was easy
and the cyst was sent for histopathology, Figure 1.

Figure 1. Uterus-like mass of ileal mesentery (a) before
resection, (b) site of the mass after resection.

Gross pathology showed an open cystic mass
measuring 4.5 cm in its greater diameter with smooth
outer wall and granular brown inner wall and a mild thick
wall adherent to tiny cylinder like piece. Microscopically,
the cyst was composed of a muscular cystic wall with
massive ulcerated inner surface infiltrated by chronic
inflammatory cells including foreign body giant cells
surrounded by degenerated calcifications. Residual foci
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of Miillerian type epithelium (endometrial and fallopian
type epithelium) was seen focally, Figure 2.
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Figure 2. Microscopically, H&E %20 (a),
H&E %10 (b), H&E %40 (c), muscular cystic wall
reveal massive ulcerated inner surface infiltrated

by chronic inflammatory, residual foci of Miillerian

type epithelium (endometrial and fallopian type
epithelium).
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Figure 3. Immunohistochemical analysis. Estrogen receptor (ER) was positive in nuclei of lining epithelium (a,b),
progesterone receptor (PR) was negative (c), Cytokeratin (AE1/AE3 and CK7) both were positive in epithelial
lining cells (d,e), SMA was positive in the surrounding muscular layer (f), Vimentin was positive in epithelial
lining cells, stromal cells and spindle cells of muscular wall (g), CD68 was positive in scattered macrophages

in the stroma (h), CD34 was highlight the arterioles in the stroma (i).

Immunohistochemical examination was performed
on 10% formalin-fixed, paraffin-embedded sections
using the following antibodies: estrogen receptor (ER),
progesteron receptor (PR), cytokeratin (AE1/AE3,
CK7), SMA, vimentin, CD34, CD68.

Estrogen receptor (ER) was positive in nuclei of
lining epithelium (a,b), progesterone receptor (PR) was
negative (c), cytokeratin (AE1/AE3 and CK7) both
were positive in epithelial lining cells (d,e), SMA was
positive in the surrounding muscular layer (f), Vimentin
was positive in epithelial lining cells, stromal cells and
spindle cells of muscular wall (g), CD68 was positive
in scattered macrophages in the stroma (h), CD34 was
highlight the arterioles in the stroma (i), Figure 3.
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DISCUSSION

Uterus-like masses (ULM) are rare entities. Since
1981, 31 cases had been reported in English literature,
9 cases from the ovary,'?*>0%1% and 22 cases from
extra-ovarian regions including the uterine cervix and
fundus'"® (5 cases), conus medullaris'®*" (4 cases),
broad ligament®?! (2 cases), right pelvic wall?>? (2
cases), small bowel® (1 case), small bowel mesentery**
(1 case), sigmoid meso-colon® (1 case), colon* (1
case), vaginal cuff”’ (1 case), liver® (1 case), appendix®
(1 case), inguinal soft tissue* (1 case) and periadnexal
region®' (1 case), Table 1.

A review of these cases showed that all occurred
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18 37 5 Ut . e .
2007 ers Intramenstrual bleeding mention
Sh MC et al
19 amzlg 071 e 24 3 Conusmedullaris Low back pain TCS Heteropia
Sharma MC et al Spinal
20 20074 33 2.8 | Conusmedullaris Tethered Cord Syndrom dysraphism — Heteropia
tethered cord
Kaufi Y etal, . . . S ted RUH
21 autman 1 cta 39 5 Right pelvic wall | Dysmenorrhea,menorrhagia cparate Anomaly

2008

R. ureter absent

45




Journal of the Arab Board of Health Specializations Vol.17, No.1, 2016

. Hysterectomy
Kaufman Y et al RIF, 1 back b
22 au 2(?(1)18186 a 57 | 10.5 | Right pelvic wall ower ac. > Suprapuble and salpingo- Metaplasia
pamn oophorectomy
Si id
23 | Shin SY etal, 2009% | 31 2.5 1Smor Lower abdominal pain No associations | Metaplasia
mesocolon
Liang Y], et al Left broad L .
24 1ang e 17 - (,3 rod Severe dysmenorrhea No associations | Metaplasia
2010"7 ligament
25 | Tijani E etal, 2010" | 35 21 Uterus, fundus Pelvic and iliac fossa pain Cal25 elevated | Metaplasia
Subtotal hyster
Kh Aet
26 ?rggell I Ze 47 13 Uterus Vaginal bleeding and Bilateral Metaplasia
al, oophorectomy
Oophorectomy
L. inguinal soft
27 Seki A et al, 2011% 44 | 3.8 mguma 50 Mass palpable for SH . Metaplasia
tissue endometriosis
for27y
. Hysterectomy
Kim HC et al
28 1m2 01 224e a 46 2 Appendix Right iliacfossa pain due to uterine Metaplasia
adenomyosis
Kakkar A et al, . . o .
29 a 22(1;12]56 a 9 - Conusmedullaris Asymptomatic Spina bifida, TCS | Metaplasia
30 | NaKYetal, 20132 39 1 4-6 Cecum, colon Lower a::;:li;nal pain, Endometriosis Metaplasia
Sopha SC et al, . . . .. .
31 op 2a0 1 4236 2 47 1.4 Liver Abdominal pain, vomiting Hysterectomy Metaplasia

SH, sliding hernia; TCS, Tethered Cord Syndrome; RUH, rudimentary uterine horn; RIF, right iliac fossa

Table 1. Clinical features of previously reported cases of uterus-like mass.

in females aged 9 to 59 years. To our knowledge, the
present lesion is the first case of a uterus-like mass that
was diagnosed in neonatal period.

Seven cases of ovarian masses presented with lower
abdominal pain,">*%1° two were found incidentally
during breast cancer follow up or surgery,®’ the
conusmedullaris mass presented with parathesia and
weakness of the legs in three cases'®!® and the fourthwith
no neurological symptoms.' The small bowel mesentery
mass presented with a palpable abdominal mass.?* Other
patients presented with abdominal pain or a mass with
or without bleeding.

In all cases, there were thick muscular walled masses
with central cavity or multicystic spaces, resembling a
uterus. The mass size ranged from 0.7 to 21 cm.

Histogenesis of ULM has not been clarified yet.
However, three hypotheses have been proposed:
congenital anomaly, metaplasia and heterotopia.

The metaplasia theory has been most widely accepted
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in reports of patients with uterus-like masses (ULMs),
Tablel. This theory is based on the finding that uterus-
like masses may arise from subperitoneal mesenchymal
cells that retain the ability to duplicate Miillerian duct
structures. The subcoelomic mesenchyme (secondary
Miillerian system) is defined as the layer of tissue that lies
underneath the mesothelial surface of the peritoneum.
These tissues may proliferate and differentiate into
cells similar or identical to those lining the uterus and
fallopian tubes in response to hormonal stimulation.

In the first report of an ovarian ULM, Cozzutto
postulated that ovarian endometriosis elicits the
transformation of ovarian stromal cells to smooth
muscle cells via myofibroblasts.!

Pai et al, found that there was a close relationship
among ULM of the ovary, breast cancer and elevated
serum CA125, and that the ULM was a hormone-
dependent lesion as well as a form of endometriosis.®

Na KY et al, based on their findings of multiple
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endometriotic foci outside of the mass, suggested the
possibility of smooth muscle metaplasia from pre-
existing endometriosis.?!

The congenital anomaly or the Miillerian duct defect
theory is based on a developmental abnormality during
the formation of the female genital tract.

This theory is supported by several reports>®!022
showing the coexistence of developmental disorders
in the lower gastrointestinal tract and urinary tract in
patient with ULM.

In our case, the cyst was diagnosed in the neonatal
period and the immunohistochemical examination
showed PR negative and ER positive. Knowing that the
Miillerian duct develops between the 8th-13th weeks
of gestation?’ and the human ER has been detected in
the uterus at the beginning of the second trimester,*> we
can say that the anomaly was early and that support the
Miillerian duct defect theory.

Heterotopia theory was proposed by Peterson et al.?
They noted that neither the congenital nor the metaplasia
theory was satisfactory for the explanation of some of
the uterus like masses.

CONCLUSIONS

The pathogenesis of this rare entity is still unclear.
We believe there isn’t one theory that can explain the
pathogenesis of this lesion in its different locations.

We must distinguish between the ULMs located in
the genital system and the others. The ULMs which
were located in genital organs (21/31-67.7%) and
associated with endometriosis in (9/21)*8212.18.2122.25
42.8% supported the metaplasia theory.

In contrast, the congenital anomaly theory can explain
the pathogenesis of the ULM located extra-pelvic and

associated with other congenital anomalies.

In the present case, the diagnosis of the cyst was
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antenatally, so we propose the congenital malformation,
or the Miillerian ducts defects as the likely cause for
this lesion.
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FAMILIAL HYPOPARATHYROIDISM, RENAL INSUFFICIENCY,
NEPHROCALCINOSIS AND GROWTH FAILURE: A RARE CASE OF
BARAKAT SYNDROME
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ABSTRACT

Barakat syndrome (also known as HDR syndrome)
is an autosomal dominant disorder characterized by
hypoparathyroidism, sensorineural deafness, and
renal disease caused by mutation in the GATA3 gene
located at the short arm of chromosome 10. The exact
prevalence of this disorder is not known but seems to
be very rare, with only about a dozen cases reported in
the literature.! Here, we report the case of a 4-month-
old boy who was admitted to Damascus Children's
Hospital for generalized spasms and blockade of right
eye ball movements due to hypocalcemia. Medical

history revealed that he was already diagnosed with

congenital hypoparathyroidism at the first month of
life with suspicion of DiGeorge syndrome. By the age
of 32 months, he developed an unexplained case of
renal failure and a serious developmental delay. The
completion of the clinical and laboratory findings of the
patient by the age of 32 months, lead us to diagnose the
case as Barakat syndrome, as the first case of Barakat
syndrome reported in Syria.

INTRODUCTION

Barakat syndrome is a rare genetic disorder with
clinical diversity, characterized by hypoparathyroidism,
sensorineural deafness and kidney disease.
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Patients may present with hypocalcaemia, tetany, or
afebrile convulsions at any age. Hearing loss is usually
bilateral (but may be asymmetric) and may range from
mild to profound impairment.

Reported kidney abnormalities include nephrotic
syndrome, chronic kidney disease, hematuria,
proteinuria, and various congenital kidney anomalies
including cystic kidney, renal dysplasia, hypoplasia, or
aplasia, and urologic abnormalities such as pelvicalyceal
deformity and vesicoureteral reflux.>

Other abnormalities associated with the syndrome
include female genital malformations,
abnormalities  (retinitis pigmentosa, nystagmus,
pseudopapilledema, ptosis), psychomotor delay and
growth failure.?

ocular

The syndrome was first noted in siblings with
hypocalcemia and proteinuria, that subsequently
progressed to steroid-resistant nephrotic syndrome.

Mutations in GATA3, a gene localized to the
chromosomal region 10p14-15, have been detected
in families affected by the syndrome.' GATA3 is a
transcription factor that is involved in the embryonic
development of the parathyroid glands, kidneys, inner
ears, thymus, and central nervous system.' Several
mutations in the GATA3 gene lead to the HDR
phenotype. Therefore, HDR patients exhibit a spectrum
of phenotypes.

The familial forms of hypoparathyroidism can follow
anautosomal dominant, autosomal recessive, or X-linked
recessive pattern. Hypoparathyroidism can present as
an isolated disorder or may be associated with other
congenital abnormalities such as DiGeorge Syndrome.?
Sanjad Sakati Syndrome (SSS), an autosomal recessive
disorder, is one of the most common causes of congenital
hypoparathyroidism encountered in the Middle East
and Gulf states. Patients with SSS are characterized by
distinct phenotypic features, [UGR, severe growth and
mental retardation.*

In this report, we gathered the physical and laboratory
findings (hypoparathyroidism, hearing reduction, renal

50

failure and growth failure) that had advanced along 32
months ofthe life of our patient to put our diagnosis, even
though these findings seemed completely unrelated.

CASE PRESENTATION

A 4-month-old boy from Damascus-Rural was
admitted to the Children’s Hospital for sudden
generalized spasms, a blockade of right eyeball
movements and unusual crying. Serum calcium was 5.3
mg/dl, so intravenous calcium gluconate was infused
immediately and hypocalcemia was corrected in about
48 hours.

The patient was a known case of hypoparathyroidism,
characterized by seizures, diagnosed at the age of 30
days. There was an undisclosed therapy with oral
calcium gluconate and ergocalciferol.

The family history revealed death of two sisters at the
age of 3 and 4 months due to severe hypocalcemia, which
was discovered late and treated inadequately. Further
history revealed that a similar episode of seizures had
happened 2 months earlier. He had developed respiratory
failure, and was subsequently admitted to the ICU and
required mechanical ventilation for two days.

He had severe growth failure with a weight of 3000
g and a height of 48 cm (below the third percentile
following the WHO child growth standards). He was
born on term to consanguineous parents, with a birth
weight of 2200 g. Physical examination did not reveal
any distinct facial phenotypic features, nor minor or
major anomalies.

Echocardiogram was normal. Chest X-ray was
normal. Gamma globulins level was normal according
to the age, although he had recurrent episodes of
upper respiratory tract infections. The laboratory
study (Table 1) revealed just hypocalcemia due to
hypoparathyroidism and nothing else remarkable.

By the age of 32 months, he was readmitted because
new symptoms had developed, including pallor,
lethargy, intermittent vomiting, low appetite and poor
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Unit 1% admission 2" admission Normal range
WBC x10° L 9.970 10.500
N cell/mm? 42% 59%
L cell/mm? 44% 29%
Hb g/dL 9.4 6.2
MCV fL 83 86
PLT x10”L 400 297
PH - 7.47 7.37
PCO2 torr 20 35
PO2 mmHg 59 58
HCO3 mmol/L 15 20
SO2 % 96 96
BE mEq/L 6.1- 4.5-
Urea mg/dL 51 158
Crea mg/dL 0.6 2.5
Ca mg/dL 4.4 12.8
P mg/dL 9 9.2
ALP U/L 608 805
Glu mg/dL 114 86
Mg mg/dL 2.1 3.07 1.5-2.3
Na mmol/L 142 139
K mmol/L 42 5
Cl mmol/L 113 109
IG(A) g/L 0.6 1.5 0-0.8
IG(G) g/L 5.2 8.6 2.3-14.1
IG(M) g/L 0.9 0.9 0.2-1
UA mg/dL - 6.2
Fe umol/L - 16
Zn mcg/dL - 94.7 50-150
TP g/dL - 6.4
ALB g/dL - 4.2
Urine Ca/Crea - - 0.39 0.5>

Table 1. The results of laboratory tests.

weight gain. By this age, he could not sit alone, stand
alone, crawl or walk. He could say just 2 to 3 words.
His weight was 4400 g (fits an age of one month). His
height was 62 cm (fits an age of about 8 months). The
laboratory study showed anemia with renal failure.
Serum creatinine was 2.5 mg/dl, blood urea nitrogen:
158 mg/dl, but 25 (OH) vit D,: 45 pg/ml (normal range:
30- 100 pg/ml), Table 1.

Abdominal
nephrocalcinosis,

ultrasonography revealed bilateral
thinning and hyperechogenicity
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of the renal cortex, without any hydronephrosis.
Abdominal X-ray was normal and showed no calcified
shadows. Creatinine clearance was 7.8 mL \1.73 m?\m.
Blood smear showed microcytic hypochromic anemia
consistent with the setting of a chronic disease. Skeletal
survey revealed low density of bones. The bone age was
about 6 month-old.

Chromosomal study of the patient showed no
abnormality, and karyotype was normal without
microdeletion of 22q11.2. Auditory brainstem response
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study revealed conductive hearing reduction in the right
side, but no signs of sensorineural deafness in the left
side.

Treatment was initiated with Shohl’s solution, folic
acid, ferrous maleate, erythropoietin, in addition to
calcium gluconate and ergocalciferol. The patient was
discharged with the diagnosis of Barakat syndrome and
is being followed up.

DISCUSSION

Patients with this syndrome usually show symptoms
related to hypocalcemia which may occur at any age,’
the same as happened in our patient in the newborn
period of his life.

Most patients show progression to chronic renal
failure and require renal replacement therapy.” Our
patient has developed chronic renal failure without any
underlying reason. As mentioned, no renal dysplasia
was detected on imaging studies.

Other reports appeared in the literature confirming
that Barakat syndrome is associated with a wide
phenotype spectrum, consisting of hypoparathyroidism,
sensorineural deafness, and renal disease.> Our patient
has just two clear aspects of the triad of this syndrome, in
addition to nephrocalcinosis and severe growth failure.

It is possible that hearing loss could develop suddenly
or progressively in our patient later in life. Especially
when we notice that the ages of some reported cases in
literature, range from childhood to adulthood.

Normal chromosomal study and lack of distinct facial
anomalies ruled out the diagnosis of DiGeorge and SSS
syndromes respectively.

Barakat et al. in 1977 reported steroid-resistant
nephrosis with progressive renal failure and death at ages
5 and 8 years in 2 brothers who also had nerve deafness
and hypoparathyroidism. At autopsy, the parathyroid
glands were absent in 1 child and hypoplastic in the
other. Barakat et al. also described male twins from
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another family with similar findings and death at age 3
years. At autopsy, their parathyroid glands were fibrotic
and in the kidneys glomerular basement membranes
were thickened.” The same syndrome may have been
present in the families reported by Yumita et al. '° (1986)
and Shaw et al."" (1991).

Some reported cases (mentioned below) described
additional findings associated with Barakat syndrome,
as we described the nephrocalcinosis and the growth
failure in our patient.

Ferraris et al.”” (2009) studied a 14-year-old boy
who had symptomatic hypoparathyroidism, bilateral
sensorineural deafness, unilateral renal dysplasia,
bilateral palpebral ptosis, and horizontal nystagmus.
Fundoscopy revealed symmetric pseudopapilledema,
and brain CT scan showed basal ganglia calcifications.

Moldovan et al.® (2011) reported a 29-year-old
Portuguese woman with severe hypoparathyroidism,
bilateral mild neurosensory deafness that was diagnosed
in childhood, and agenesis of the vagina and uterus. She
had normal renal and abdominal ultrasound and normal
renal function. Pelvic ultrasound showed absence of the
uterus and vagina, normal uterine adnexae, and a left
ovarian cyst.

We could not perform a renal biopsy or a renogram
using (DMSA) because of of the parents refusal. We
also could not perform an analysis of GATA3 gene
because of the lack of technical and financial resources.

We think that the diagnosis in suspected patients
may be assisted by the following tests: measurement of
serum PTH levels, an audiogram or auditory brainstem
response study, renal imaging studies, and a renal
biopsy. DNA analysis may demonstrate the presence of
a submicroscopic deletion of chromosome 10p. Detailed
study of chromosome 10p should be undertaken in
patients with well-defined renal tract abnormality
phenotypes, especially when there is associated
hypoparathyroidism or deafness. In the future, with
advanced knowledge, Barakat syndrome may become
a well-defined syndrome. We suggest that there should
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be a numeric and universal score to define any similar
cases according to clinical, laboratory, imaging and
genetic parameters.

CONCLUSIONS

This is the first report of Barakat syndrome in Syria.
Further DNA analysis is planned in the future to confirm
the diagnosis. Reporting this case may help increase our
understanding of this rare syndrome. Early recognition
of this disorder can be lifesaving and may prevent the
occurrence of irreversible complications and can help
provide a proper treatment.
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Medical Case

Vertebral-Body Erosion in Thoracic Aortic Aneurysm

A T4-year-old man presented with acute back pain but without neurologic symptoms. The blood pressure was
normal. He had a history of hypertension, open repair of an aortic infrarenal aneurysm, and end-stage renal failure
that required hemodialysis. Computed tomography revealed a thoracic aneurysm that measured 8.1 cm by 11.7
cm in the greatest dimensions on the axial view and well-corticated erosions of thoracic vertebrae 10 and 11
(Panel A shows the coronal view, Panel B the axial view, and Panel C the sagittal view; yellow arrows show the
aneurysm, red arrows the erosion, and the blue arrow thoracic vertebra 11). Thoracic vertebral erosion, which
is more often seen after aortic graft surgery, is a rare complication of thoracic aortic aneurysm. The suggested
mechanism is repetitive mechanical pressure causing relative ischemia in the bone, which leads to lysis and bone
destruction. Differential considerations for a retroperitoneal mass eroding vertebrae include tumor and infection.
The preservation of disk spaces seen in this patient makes infection unlikely, and the presence of a thin calcific rim
surrounding the mass (Panels B and C, white arrows) is most consistent with a large aortic aneurysm. Because of
the patient’s poor general health, no surgical repair was performed. With conservative treatment, the patient lived
another 3 years. He died after a short episode of recurrent back pain for which palliative treatment was given.
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Joris Wansink, M.D. and Frank G.H. van der Kleij, M.D., Ph.D.
Scheper Hospital, Emmen, the Netherlands
N Engl J Med 2016, 374:e10. March 3, 2016. Images for clinical medicine
Prepared and translated by Samir Aldalati, MD
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Medical Case

Gastric Ascaris Infection

BRI (PR PRk

A 30-year-old woman who was otherwise healthy presented to the emergency department with worsening pain
in the right upper quadrant that had developed approximately 10 days earlier. She reported that the pain was not
radiating but that it was exacerbated by deep inspiration. A review of systems was notable for an irritating cough,
decreased appetite, and generalized fatigue. The patient reported that she did not have any other symptoms. On
physical examination, she was found to have diminished breath sounds over the right lung field and abdominal
pain on palpation of the right upper quadrant. The results of routine blood testing were unremarkable. Axial images
of the thorax (shown) and abdomen on a computed tomographic scan showed a distended stomach with worms
present; three hypodense nodular formations of the liver were also evident, a finding consistent with biliary cysts.
The patient was treated with mebendazole and passed Ascaris lumbricoides worms in her stool. On evaluation 2
months later, she was asymptomatic, and her stool tested negative for parasites. Patients infected with ascaris are
often asymptomatic. When patients do present for evaluation, common signs of infection include cough, fever,
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abdominal discomfort, and eosinophilia. However, as was the case with this patient, the presentation may not
follow this pattern, and the diagnosis may be made with imaging.
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Joana Sotto Mayor, M.D. Sofia Esperanc¢a, M.D.
Hospital de Braga, Braga, Portugal. s.mayor.joana@gmail.com
N Engl J Med 2015, 373:el8. October 8, 2015. Images for clinical medicine
Prepared and translated by Samir Aldalati, MD
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BMI and BMI SDS in childhood: annual increments and conditional change
Loyl cfpiitly Ay gal) ol :aiad) ALK g jlaal) jridially aad) AL jaidia

Brannsether B, et al.
Ann Hum Biol 2016 Feb 10:1-17.

Background: Early detection of abnormal weight gain in childhood may be important for preventive purposes. It is
still debated which annual changes in BMI that should warrant attention.

Aim: To analyse one year increments of Body Mass Index (BMI) and standardised BMI (BMI SDS) in childhood,
and explore conditional change in BMI SDS as an alternative method to evaluate one-year changes in BMI.
Subject and methods: The distributions of one year increments of BMI (kg/m?) and BMI SDS are summarised by
percentiles. Differences according to sex, age, height, weight, initial BMI, and weight status on the BMI and BMI
SDS increments were assessed with multiple linear regression. Conditional change in BMI SDS was based on the
correlation between annual BMI measurements converted to SDS.

Results: BMI increments depended significantly on sex, height, weight and initial BMI. Changes in BMI SDS
depended significantly only on the initial BMI SDS. The distribution of conditional change in BMI SDS using a
two-correlation model was close to normal (mean 0.11, SD 1.02, n=1167), with 3.2% (2.3-4.4%) of the observations
below -2 SD and 2.8% (2.0-4.0%) above +2 SD.

Conclusion: Conditional change in BMI SDS can be used to detect unexpected large changes in BMI SDS. Although
this method requires the use of a computer, it may be clinically useful to detect aberrant weight development.
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Short and long term prognosis in perinatal asphyxia
BN Joa Le GLIAY) cNa B ) Jishy saad IA3Y)

Ahearne CE, et al.
World J ClinPediatr 2016 Feb 8;5(1):67-74.

Interruption of blood flow and gas exchange to the fetus in the perinatal period, known as perinatal asphyxia, can,
if significant, trigger a cascade of neuronal injury, leading on to neonatal encephalopathy (NE) and resultant long-
term damage. While the majority of infants who are exposed to perinatal hypoxia-ischaemia will recover quickly
and go on to have a completely normal survival, a proportion will suffer from an evolving clinical encephalopathy
termed hypoxic-ischaemic encephalopathy (HIE) or NE if the diagnosis is unclear.Resultant complications of HIE/
NE are wide-ranging and may affect the motor, sensory, cognitive and behavioural outcome of the child. The advent
of therapeutic hypothermia as a neuroprotective treatment for those with moderate and severe encephalopathy has
improved prognosis. Outcome prediction in these infants has changed, but is more important than ever, as hypothermia
is a time sensitive intervention, with a very narrow therapeutic window. To identify those who will benefit from
current and emerging neuroprotective therapies we must be able to establish the severity of their injury soon after
birth. Currently available indicators such as blood biochemistry, clinical examination and electrophysiology are
limited. Emerging biological and physiological markers have the potential to improve our ability to select those
infants who will benefit most from intervention. Biomarkers identified from work in proteomics, metabolomics and
transcriptomics as well as physiological markers such as heart rate variability, EEG analysis and radiological imaging
when combined with neuroprotective measures have the potential to improve outcome in HIE/NE. The aim of this
review is to give an overview of the literature in regards to short and long-term outcome following perinatal asphyxia,
and to discuss the prediction of this outcome in the early hours after birth when intervention is most crucial; looking
at both currently available tools and introducing novel markers.
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Pulse oximetry overestimates oxyhemoglobin
in neonates with critical congenital heart disease
2l GaanS s ald dis masal) adll liad a8 Asadial) dadlual)
Luall Layel) 4l colddl) cNlag B Auas ol
sl S ¥ Galiia aladi) e

Murphy DI, et al.
Neonatology 2016 Jan 23;109(3):213-8.

Background: Pulse oximetry is a key part of the clinical evaluation and management of neonates with congenital
heart defects. In 2011, the US Department of Health and Human Services recommended use of routine pulse oximetry
to screen for critical congenital heart disease (CCHD). Current studies suggest pulse oximetry overestimates arterial
oxygen saturation in moderately hypoxemic pediatric patients. Based on variable hypoxemia in neonates with CCHD,
concern exists that present pulse oximeter technology may overestimate measured oxyhemoglobin.

Objectives: To compare pulse oximetry and oxyhemoglobin values in NICU patients with known CCHD to evaluate
the ability of pulse oximetry to reliably predict oxyhemoglobin accounting for potential confounding variables such
as heart lesion, saturation range, total hemoglobin concentration, peripheral perfusion, and timing of measurements.
Methods: This is a single-center retrospective study. Inclusion criteria were AHA-defined CCHD and umbilical
artery blood gas-derived oxyhemoglobin with concurrent pulse oximetry recording during hours of life 0-72.
Bland-Altman analysis and the concordance correlation coefficient were used to measure the internal consistency
(agreement) between the two measurements.

Results: 89 patients were evaluated with 599 paired arterial oxyhemoglobin and pulse oximetry recordings. 47%
of all pulse oximetry values were >95% - the cutoff for CCHD screening. Pulse oximetry overestimated arterial
oxyhemoglobin by a mean of 5.4% over all levels of oxygen saturation. Pulse oximetry overestimation was >3
in 65.4% of measurements, >6 in 41.2% of measurements, and >10 in 15.3% of measurements. Hour of life, total
hemoglobin, and peripheral perfusion did not significantly affect the degree of overestimation.

Conclusions: Our results reinforce the concern that present pulse oximeters overestimate oxyhemoglobin values,
contributing to some false-negative CCHD screens and potentially leading to unnecessary escalations in care of those
patients with diagnosed CCHD. Improvements in pulse oximetry accuracy and precision in the neonate would benefit
both screening and clinical care in the NICU.
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Initial severity and efficacy of risperidone in autism
gl c¥ls A risperidone dladg Alall 4ua) 30

Levine SZ, et al.
Eur Psychiatry 2016 Jan 20;32:16-20.

Background: Risperidone is a common psychopharmacological treatment for irritability in autism spectrum disorder
(ASD). It is not well-established how effective risperidone is across the initial symptom severity range. This study
aims to examine the influence of baseline severity on the efficacy of risperidone in the treatment of ASD.

Methods: Participants were from the NIMH funded RUPP multisite, randomized, double-blind trial that compared
risperidone to placebo to treat autistic disorder with severe tantrums, aggression, or self-injury. Participants were aged
5to 17, and randomly assigned to risperidone (n=49) or placebo (n=52). Baseline and change scores were computed
with the Aberrant Behavior Checklist (ABC) parent assessed scales with irritability as the primary outcome, as well
as the clinician assessed ABC Irritability subscale, and Clinical Global Impression Scale.

Results: The relationship between baseline severity and change scores for the risperidone and placebo groups was
examined with eight competing three-level mixed-effects models for repeated measure models. Significant (P<0.01)
interactions between treatment and baseline severity were observed for parent ABC ratings of irritability and lethargy
only. Greater magnitudes of the differences between risperidone and placebo were observed from moderate to very
severe baseline severity on irritability and lethargy. Initial severity values over approximately 30 had a strong effect
on symptom change [irritability: effect size (ES)=1.9, number needed to treat (NNT)=2, lethargy ES=0.9, NNT=5].
Conclusions: Parents may expect benefits of risperidone on irritability and lethargy with moderate to severe symptoms
of ASD.
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Mycoplasma pneumoniae as a trigger
for Henoch-Schénlein purpura in children

JUkY) e MUsd Fabn Al Gasaa JalaS Ayl LadlgSuall

Kuzma-Mroczkowska E, et al.
Cent Eur J Immunol 2016;40(4):489-92.

Mycoplasma pneumoniae is one of the most common causes of respiratory tract infections in children. Extrapulmonary
manifestations are seen in up to 25% of infected patients. Extrapulmonary complications are associated with the central
nervous system, gastrointestinal tract, skin changes, myocarditis, pericarditis, hemolytic anemia, thrombocytopenia
and thrombosis. The majority of extrapulmonary symptoms are associated with skin changes such as exanthematous
skin eruptions, erythema nodosum, urticaria, Stevens-Jonson syndrome. M. pneumoniae stimulates production of
the interleukins and tumor necrosis factor (TNF) a and can cause vasculitis. Henoch-Schonleinpurpura (HSP) is
a leucoclasticvasculitis that affects small vessels. Clinical manifestations of HSP include typical rash, arthritis,
gastrointestinal and sometimes renal involvement. The main feature in HSP is abnormal IgA deposits in vessel
walls. Circulating abnormal glycosylated IgA1l and antibodies form immune complexes: [gA1-IgG and anti-IgA 1.
Immune complexes activate cytokines, parts of complement and influence directly the endothelium. We report cases
of three children with Henoch-Schonleinpurpura with prolonged and recurrent skin and joint changes.The serological
analysis (positive serum IgM) confirmed Mycoplasma pneumoniae infection. Treatment with clarithromycin caused
complete regression of disease. We suggest that in the case of prolonged symptoms of vasculitis due to Henoch-
Schonleinpurpura, Mycoplasma pneumonia infection may be a potential cause of exacerbation of the disease.
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Obstetrics And Gynecology
Aglal) (bl 2t il

Serial change in cervical length for the prediction
of emergency cesarean section in placenta previa
sl gie Jsh uﬁ Ay gall <)yt aladdiul
il dasdall N B Ldlau) 4 el gl 3

Shin JE, et al.
PLoS One 2016 Feb 10;11(2):¢0149036.

Purpose: To evaluate whether serial change in cervical length (CL) over time can be a predictor for emergency
cesarean section (CS) in patients with placenta previa.

Methods: This was a retrospective cohort study of patients with placenta previa between January 2010 and November
2014. All women were offered serial measurement of CL by transvaginal ultrasound at 19 to 23 weeks (CL1), 24
to 28 weeks (CL2), 29 to 31 weeks (CL3), and 32 to 34 weeks (CL4).We compared clinical characteristics, serial
change in CL, and outcomes between the emergency CS group (case group) and elective CS group (control group).
The predictive value of change in CL for emergency CS was evaluated.

Results: A total of 93 women were evaluated; 31 had emergency CS due to massive vaginal bleeding. CL tended
to decrease with advancing gestational age in each group. Until 29-31 weeks, CL showed no significant differences
between the two groups, but after that, CL in the emergency CS group decreased abruptly, even though CL in the
elective CS group continued to gradually decrease.On multivariate u to determine risk factors, only admissions for
bleeding (odds ratio, 34.710; 95% CI, 5.239-229.973) and change in CL (odds ratio, 3.522; 95% CI, 1.210-10.253)
were significantly associated with emergency CS.Analysis of the receiver operating characteristic curve showed that
change in CL could be the predictor of emergency CS (area under the curve 0.734, p<0.001), with optimal cutoff for
predicting emergency cesarean delivery of 6.0 mm.

Conclusions: Previous admission for vaginal bleeding and change in CL are independent predictors of emergency
CS in placenta previa. Women with change in CL more than 6 mm between the second and third trimester are at high
risk of emergency CS in placenta previa. Single measurements of short CL at the second or third trimester do not
seem to predict emergency CS.
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The prognostic value of pretreatment CA-125 levels
and CA-125 normalization in ovarian clear cell carcinoma
Ll Alall Ay giesa 3age g goladl J8 CA-125 cilygiual 44030 daddl)
LAY A8 Gl Alayu el

Bai H, et al.
Oncotarget 2016 Feb 6.

Objective: The present study investigated the clinical implications of pretreatment carbohydrate antigen 125 (CA-
125) levels and CA-125 normalization in patients with ovarian clear cell carcinoma (CCC), and it provides useful
information for the improvement of monitoring strategies for this lethal disease.

Methods: The medical records of patients with ovarian CCC who had undergone primary staging surgery or
cytoreductive surgery followed by systemic chemotherapy were retrospectively reviewed. A range of clinico-
pathological parameters were collected and examined.

Results: A total of 375 women were included in the analysis. FIGO stage (p<0.001) was identified as the only significant
prognostic factor for relapse. Residual tumor and advanced stage (p=0.001 and p<0.001, respectively) were identified
as independent adverse factors for survival.The potential risk factors associated with elevated pretreatment CA-
125 levels included advanced-stage disease, positive residual tumors and negative endometriosis (p<0.001, p=0.001
and p<0.001, respectively). Pretreatment CA-125 levels were not associated with relapse-free survival (RFS) or
overall survival (OS) (p=0.060 and p=0.176, respectively). CA-125 normalization after chemotherapy exhibited a
positive linear correlation with advanced stage (r=0.97, p=0.001) and residual tumor (r=0.81, p=0.027) and a negative
relationship with 5-year RFS (r=-0.97, p=0.002) and 5-year OS (r=-0.97, p=0.001).Patients with CA-125 levels that
normalized before cycle 2 of chemotherapy had a similar prognosis as patients whose CA-125 levels normalized
prior to chemotherapy (RFS: p=0.327; OS: p=0.654).By contrast, patients with CA-125 levels that normalized after
cycle 2 of chemotherapy or never normalized were significantly more likely to experience disease progression.
Conclusions: Pretreatment CA-125 levels are not very useful for predicting clinical outcome. CA-125 levels
following treatment are a valid indicator for treatment monitoring. CA-125 normalization after the completion of
cycle 1 of chemotherapy represents a distinct inflection point for decreased RFS and OS.
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Serum angiogenic profile in abnormal placentation
il @lighds e¥la B Juaal) 8 Lo gD Salgal) Jalsad) Alla

Biberoglu E, et al.
J Matern Fetal Neonatal Med 2016 Feb 10:1-5.

Objective: To evaluate the circulating soluble fms-like tyrosine kinase 1 (sFltl), placental growth factor (P1GF) and
vascular endothelial growth factor (VEGF) levels in women with abnormal placentation and to compare the data with
the results of women with normal pregnancy.

Materials and methods: Serum biomarkers of angiogenesis and maternal and perinatal characteristics of 68 pregnant
women, all in the third trimester, who were diagnosed to have vaginal bleeding due to complete placenta previa with
and without concomitant placenta accreta, increta and percreta as the study group and 30 pregnant women without
any placentation abnormality who eventually delivered at >37 weeks of gestational age as the control group were
evaluated.

Results: There was no statistical difference in the maternal serum values of sFlt1, PIGF, sF1t1/PIGF ratio and VEGF
in groups with placental abnormality as compared to controls. Not even a single case of preeclampsia and intrauterine
fetal growth restriction was encountered in the study group.

Conclusion: We demonstrated that regardless of the localization and the degree of the myometrial invasion of the
placenta in the uterus, the circulatory biomarkers of angiogenesis and vascularization were comparable.
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Quantitative analysis of hormones and inflammatory cytokines in Chlamydia
trachomatis-infected women with tubal ectopic pregnancy and early intrauterine pregnancy
Laa sl LasaSly (Uil cillaal) o ladl) die Algily) Gl sladly cilisapgdl a8l Jalal
aad) Jals U Jang sl Jald Jas 352 2

Shao R, et al.
Data Brief 2015 Dec 2;6:135-42.

In this data, non-pregnant women during the menstrual cycle, women with normal intrauterine pregnancy (IUP), and
women with tubal ectopic pregnancy (EP) after informed consent were included. The serum levels of 17p-estradiol,
progesterone, testosterone, beta-human chorionic gonadotropin, interleukin (IL)-1f, IL-4, IL-6, IL-7, IL-8, IL-10,
tumor necrosis factor o (TNFa), and interferon-y (IFN-y), epidermal growth factor, the Chlamydia (C.) trachomatis
IgG and HSP60 were analyzed. Receiver operating characteristic analysis was used to assess the diagnostic
discrimination of tubal EP and gestational age-matched IUP. Our data show that C. trachomatis infection is associated
with IL-8 levels, which had excellent discriminative validity in positively identifying tubal EP (concomitant with C.
trachomatis infection) from [UP and non-pregnant conditions regardless of C. trachomatis infection.
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Maternal glucose and fatty acid kinetics and infant birth weight
in obese women with type 2 diabetes
BN (s AY) e Aewdll Gagaally Sl i cp A8l
@S] glall S Jaadlly cililaall cilgd) die aua ) vis

Cade WT, et al.
Diabetes 2016 Feb 9.

The objectives of this study were: 1) to describe maternal glucose and lipid kinetics and 2) to examine the relationships
with infant birth weight in obese women with pre-gestational type 2 diabetes during late pregnancy. Using stable
isotope tracer methodology and mass spectrometry, maternal glucose and lipid kinetic rates during the basal condition
were compared in three groups: lean women without diabetes (Lean, n=25), obese women without diabetes (OB,
n=26), and obese women with pre-gestational type 2 diabetes (OB+DM, n=28, total n=79). Glucose and lipid kinetics
during hyperinsulinemia were also measured in a subset of participants (n=56). Relationships between maternal
glucose and lipid kinetics during both conditions and infant birth weight were examined. Maternal endogenous
glucose production rate (EGP) was higher in OB+DM than OB and Lean during hyperinsulinemia.Maternal 1C50
for palmitate suppression with insulinemia was higher in OB+DM than OB and Lean. Maternal EGP per unit insulin
and plasma free fatty acid concentration during hyperinsulinemia most strongly predicted infant birthweight. Our
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findings suggest maternal lipid and glucose kinetics are altered during late pregnancy and might suggest a mechanism
for higher birth weight in obese women with pre-gestational diabetes.
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Histology-based prediction of lymph node metastases
in early gastric cancer as decision guidance for endoscopic resection

il Jlaiiul) ela) L8 &y gﬁ dazal) a3 8LS Jayall Q,A Aggliall) sBel) Jilad, ) ) g0

Ronellenfitsch U, et al.
Oncotarget 2016 Feb 6.

Background: Selected cases of early gastric cancer (EGC) can be successfully treated by endoscopic therapy
if the risk of concurrent lymph node metastases (LNM) is negligible. Criteria for endoscopic resection based on
risk factor analyses for LNM have been established mainly in Asia. However, it is not clear to what extent these
recommendations can be transferred to Western collectives. The aim of this study was to analyze predictors for LNM
in EGC in a Western study population.

Methods: From our institutional archive, we selected all patients with gastric adenocarcinoma who had undergone
gastrectomy with lymphadenectomy (1972 - 2005). Among 1970 patients 275 cases with EGC were identified.
Clinical and pathological data were collected and logistic regression analyses performed.

Results: LNM were present in 36/275 (13.1%) patients. With deeper invasion proportion of LNM increased. At
submucosa level (sm1), patients were almost five times more likely to have LNM than at mucosa levels.Multivariable
logistic regression analysis revealed lymphovascular invasion, diffuse- and mixed-type, and invasion depth as
significant independent histopathological predictors of LNM. In patients with intestinal type according to Lauren and
no lymphovascular invasion, we found only one LNM-positive case out of 43 patients in the pT1b (sm1 and sm2)
groups.

Conclusions: Our results underline the recommendation of most guidelines that endoscopic resection is sufficient
for pT1la ECG because of the low incidence of LNM in this group. However, there seems also a role for endoscopic
therapy in cases of pT1b (sm1/2) EGC with intestinal type differentiation and no lymphovascular invasion.
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Can early aggressive administration of fresh frozen plasma
improve outcomes in patients with severe blunt trauma?
Baanall Laidlll agagd) sUasy) Baild
BuAdl) ALY (yagua ) o dic Adaadlall il Cpad B

Hagiwara A, et al.
Shock 2015 Nov 17.

Background: This study investigated the effect of a high ratio of fresh frozen plasma (FFP) to red blood cells (RBCs)
within the first 6h and 24h after admission on mortality in patients with severe, blunt trauma.

Methods: This retrospective observational study included 189 blunt trauma patients with an Injury Severity Score
(ISS) >16 requiring RBC transfusions within the first 24h. Receiver operating characteristic (ROC) curve analysis
was performed to calculate cut-off values of the FFP/RBC ratio for outcome. The patients were then divided into
two groups according to the cut-off value. Patient survival was compared between groups using propensity score
matching (PSM).

Results: The area under the ROC curve was 0.57, and the FFP/RBC ratio was 1.0 at maximum sensitivity (0.57) and
specificity (0.67). All patients were then divided into two groups (FFP/RBC ratio >1 or <1) and analyzed using PSM
and inverse probability of treatment weighting (IPTW). The unadjusted hazard ratio (HR) was 0.44, and the adjusted
HR was 0.29. The HR was 0.38 by PSM and 0.41 by IPTW. The survival rate was significantly higher in patients with
an FFP/RBC ratio >1 within the first 6h.

Conclusion: Severe blunt trauma patients transfused with an FFP/RBC ratio >1 within the first 6h had an HR of
about 0.4. The transfusion of an FFP/RBC ratio >1 within the first 6h was associated with the outcomes of blunt
trauma patients with ISS >16 who need a transfusion within 24h.
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Evaluating the frequency of postoperative fever
in patients with coronary artery bypass surgery

LY ) cfilaa daha A Aalal) sy aal) JilgE ands

Rostami M, et al.
ARYA Atheroscler 2011 Fall;7(3):119-23.

Background: Nowadays, coronary artery bypass graft (CABQG) is a frequent surgery in treatment of coronary artery
disease. According to high expense of this surgery and its important role in patients’ quality of life, high survival
rate of patients and success of surgery are necessary. The aim of this study was the evaluation of fever incidence
(febrile events) due to incidence of pneumonia, wound infection, bacteremia, urinary tract infection and inflammatory
response without infection after CABG.

Methods: In an intergrades descriptive-analytical study, 107 patients who underwent coronary artery bypass graft
(CABG) were enrolled in the study. The patients then were examined by the febrile events and also their characteristics
including age, sex, duration of surgery, underlying diseases, and frequency distribution of antibiotics consumptions
in pre-surgical and postsurgical periods, and incidence of infectious syndromes.

Results: Frequency distribution of febrile events after CABG was 29.9 percent. The most common administered
antibiotic before the surgery was cephalothin (Keflin) and then, cefazolin. The most common administered antibiotic
after the surgery was cephalothin (Keflin) and cephalexin (47.7%) and then, cephalothin-gentamicin-cephalexin
(31.8%). The average age of patients without febrile syndrome was 60.53 years and in those with febrile syndrome
was 59.31 years. In terms of gender, 74.8% of the patients were males. So that 32.5% of males and 22.2% of females
had fever. The incidence time of fever in most cases was in the postoperative fourth day. In terms of underlying
diseases, 13 percent of them had hypertension and hyperlipidemia, 14 percent had only hypertension, 11.2 percent
had only hyperlipidemia and 6.5 percent had diabetes.

Conclusions: This study showed that the prevalence of fever in patients undergoing CABG was 29.9 percent and
the most common cause of fever was sternal infections. There was a significant correlation between administered
antibiotics in preoperative and postoperative periods and febrile syndrome.
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Surgery for gallstone disease during pregnancy
does not increase fetal or maternal mortality

Oiadl ol aY) aie cldel) jhd e B Y Jaad) A Aghdall cluasd) ¢ da)a

Athwal R, et al.
Hepatobiliary Surg Nutr 2016 Feb;5(1):53-7.

Background: Pregnancy was traditionally considered a contraindication to cholecystectomy but is now becoming
the favoured option for gallstone-related disease (GRD) during pregnancy.

Methods: To assess if cholecystectomy during pregnancy increases the risk of preterm labour, fetal mortality and
maternal mortality. PubMed and MEDLINE databases for the period from January 1966 through December 2013.
Studies were both conservative and surgical intervention was utilised in the management of GRD were included. The
results of the included studies were pooled using meta-analysis techniques.

Results: Surgical intervention for GRD in pregnancy does not increase the risk of preterm labour, fetal mortality or
maternal mortality.

Conclusions: Cholecystectomy during pregnancy for GRD is associated with low complications for the fetus and
mother and should be considered in all suitable patients.
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Pulmonary Diseases

Ayl eyl

Effect of vitamin D3 on chemokine levels and regulatory T-cells in pulmonary tuberculosis
sl Jad) ¥l A Aadaial) Al LB ciliSgasl) cligina o D3 Gualidl) il

Harishankar M, et al.
Int Immunopharmacol 2016 Feb 26;34:86-91.

1,25-Dihydroxyvitamin D, [1,25(0OH),D,] the active form of vitamin D, acts as an immunomodulator in various
immune cells. The present study is aimed to study the effect of 1,25(0OH),D, on chemokine levels and regulatory
T-cells in 51 healthy controls (HCs) and 50 pulmonary tuberculosis (PTB) patients. Peripheral blood mononuclear
cells were cultured with culture filtrate antigen (CFA) of Mycobacteriumtuberculosis in the presence or absence
of 1,25(OH),D, at 10"M concentration for 72h and the percentage positive regulatory T-cell subsets were studied
using flow cytometry. The chemokine levels were estimated in the culture supernatants by ELISA. 1,25(OH),D,
significantly upregulated the frequency of regulatory T-cell subsets while suppressed the production of chemokine
levels in CFA stimulated cultures of HCs and PTB patients (p<0.05). Correlation analysis revealed a significant
negative correlation between CD4+Foxp3+ regulatory T-cells and MCP-1, MIP-1f and IP-10 in CFA stimulated
with 1,25(0OH),D, treated cells (p<0.05). The results suggested that 1,25(0OH),D, upregulated regulatory T-cells and
act as anti-inflammatory by downregulating chemokine levels which could be beneficial to protect the host from
inflammation and tissue damage during infection.
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New combinations in the treatment of COPD: rationale for aclidinium-formoterol
aclidinium-formoterol aladic) sad dagill @ Cpajal) dbad) goi)d) slal) <Nl ‘_,A Baaa Ladle @il i

Incorvaia C, et al.
Ther Clin Risk Manag 2016 Feb 15;12:209-15.

The current guidelines on chronic obstructive pulmonary disease (COPD) recommend the prominent use of

bronchodilators, including long-acting B2-agonists (LABAs) and long-acting muscarinic antagonists (LAMAS),
while inhaled corticosteroids are recommended only in patients with severe disease or frequent exacerbations.
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LABA-LAMA combinations are indicated when single bronchodilators are insufficient to control COPD. A number
of LABA-LAMA combinations are available, based on twice-daily or once-daily administration according to the
12- or 24-hour duration of action, respectively. The aclidinium-formoterol combination is based on the new LAMA
aclidinium bromide, which has a high selectivity for M3 muscarinic receptors and a fast onset of action, and the well-
known LABA formoterol. Both drugs require twice-daily administration. The fixed-dose combination of aclidinium
400 pg/formoterol 12 pug has shown in randomized controlled trials fast and sustained bronchodilation that was
greater than either monotherapy and provided clinically significant improvements in dyspnea and health status
compared with placebo, also reducing the use of rescue medications. The overall incidence of adverse events was low
and comparable to placebo. These data define the aclidinium-formoterol fixed-dose combination as a new treatment
option for patients with COPD. The need for twice-daily administration could be an apparent disadvantage compared
to the available once-daily LABA-LAMA combinations, but the immediately perceived benefit in reducing dyspnea
due to the fast onset of action, as well as reported correct patient use and satisfaction with the Genuair inhaler might
prove useful in favoring adherence.

e ol Lgiaa ey Slaaill Glensal lanaall 2123581 COPD ejall sl (g55,)) elall s dadles 3 ) Cilgasill i
S sl VWY iaye ie Laih A8LY1 d sl lag syl may iy LAMAS sa0a) 480 sl clpalall; LABAS syl B2
0S5 Y Lexie LAMAS sl 4ilSesd) clpualally LABAS sl B2 cdlise culald G 48Laal) (i Lelall L8l <l s
cCailsal) Cpdaaill 038 p Ladlall S il e 3al) 2ag . adall bl 555 sl Alls e sylardl 3 Wl 43 Luadll Cilas sal
sl e aclidinium-formoterol 4S,Liall acies .caiill e delu 24 5 12 5300 sadd b 53y dejn 5l Lgy cpficyn o i
ol 2aY ALYl M3 Ay lSsal) el dlle 4kl aidy oAy aclidinium bromide Luasll saaall 4K sall clpalsl)
ahes e 400 G 0585 Sl ALl A Ao jall o) Lags iipe slaeY elsall SIS zliay formoterol 4y mall saall B2 <Dliiose
Jumdl IS bl iyl s s 5 (3 L oS5 Ada sancmall Al giall WLyl DA (40 Cjelal formoterol ¢ ol 58 12 5 aclidinium
Al ) dallaall po A3 laally Lmaall Alally Loiinl) A5 3 Lela Lyopes Lind (385 Ll LS csan e cpelsall (pda (g S plasiad) (50
Wplies Laddie (S 4805l 48 5Ll oda aladin (2l Aysepall je Cilasall Jlaa¥) Cusanll o Jaagd . a1 Aysa¥) Alasind (e Jl Ll LS
Yl s Andle 4l A4 Ac jaS aclidinium-formoterol 4dlsall ALl (o€ Cilidazall 638 228 L Agibia )Y Aallaal) 4e ganal
LABA-LAMA (5 A3 S Liall ga 2lially ALkl o3¢] Lk Sale: JS5 ¢ asally (i pal e Une Y1 85 puad (s - padall Sl gyl 1o al
Jsially zrmaall 215l Y ALY ¢ sl 3l e pud G Lpudil) AL 8 Bl ) ol o ) clsagy 33aly 5yl laxt

Aslleall AL 038 aladil ket Leails i 8 48LaY) Genuair 31l DA (e gl (5]

Cardiovascular Diseases
- o o . £
Ao sl ALl ial e
The obesity paradox and heart failure
Qlil) ) gud cNla B A0l Al

Oga EA, et al.
J Obes 2016;2016:9040248.

There is scientific consensus that obesity increases the risk of cardiovascular diseases, including heart failure.
However, among persons who already have heart failure, outcomes seem to be better in obese persons as compared
with lean persons: this has been termed the obesity paradox, the mechanisms of which remain unclear. This study
systematically reviewed the evidence of the relationship between heart failure mortality (and survival) and weight
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status. Search of the PubMed/MEDLINE and EMBASE databases was done according to the PRISMA protocol. The
initial search identified 9879 potentially relevant papers, out of which ten studies met the inclusion criteria. One study
was a randomized clinical trial and 9 were observational cohort studies: 6 prospective and 3 retrospective studies.
All studies used the BMI, WC, or TSF as measure of body fatness and NYHA Classification of Heart Failure and had
single outcomes, death, as study endpoint. All studies included in review were longitudinal studies. All ten studies
reported improved outcomes for obese heart failure patients as compared with their normal weight counterparts;
worse prognosis was demonstrated for extreme obesity (BMI > 40 kg/m(2)). The findings of this review will be of
significance in informing the practice of asking obese persons with heart failure to lose weight. However, any such
recommendation on weight loss must be consequent upon more conclusive evidence on the mechanisms of the
obesity paradox in heart failure and exclusion of collider bias.
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Assessment of serum prolactin levels in acute myocardial infarction:
The role of pharmacotherapy
Lilgal) Aadlaall g3 s alad) 4ptal) Aliaal) pliiial e B (SS9 ) Ciligiae anl

Al-Kuraishy HM, et al.
Indian J Endocrinol Metab. 2016 Jan-Feb;20(1):72-9.

Background: Hyperprolactinemia may reflect neuroendocrine stress reaction against acute coronary syndromes.
Aim: The aim of the present study was evaluation of the serum prolactin level in the acute myocardial infarction (MI)
regarding the current pharmacotherapy in management of MI.

Setting and design: Cross-sectional clinical based study.

Subjects and methods: This cross-sectional clinical study involved all patients with acute MI in a coronary care unit,
a total number of 44 patients (45% males and 55% females) with age ranged from 40 to 75 years. A full history for
modifiable risk factors and current therapy with aspirin, clopidogrel and or metformin, all patients are nonsmokers.
The anthropometric measurements; for estimations of body mass index (kg/m(2)), electrocardiography was obtained.
Fasting blood samples were taken in the morning from all patients and the sera used for estimations of routine inves-
tigation and determination of ischemic cardiac biomarkers like cardiac troponin I (¢Tnl) and serum prolactin level.
Results: This study shows a significant increase in the serum prolactin in acute MI as compared with the control. In
acute MI serum cTnl elevation was correlated with serum prolactin increments. In metformin-treated group, there
was a lowest prolactin serum level.
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Conclusions: Serum prolactin level increased in acute MI, and positively correlated with cardiac troponin level and
reflects underlying cardiovascular complications.
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Gastroenterology
doaagll )

Predicting Barrett’s esophagus in families
cdlilal) oAl Cu )l g g Allay gl

Sun X, et al.
Cancer Epidemiol Biomarkers Prev 2016 Feb 29.

Background: Barrett’s esophagus (BE) is often asymptomatic and only a small portion of BE patients are currently
diagnosed and under surveillance. Therefore, it is important to develop risk prediction models to identify high-risk
individuals with BE. Familial aggregation of BE and esophageal adenocarcinoma (EAC), and the increased risk of
EAC for individuals with a family history, raise the necessity of including genetic factors in the prediction model.
Methods to determine risk prediction models using both risk covariates and ascertained family data are not well-
developed.

Methods: We developed a Barrett’s Esophagus Translational Research Network (BETRNet) risk prediction model
from 787 singly ascertained BE pedigrees and 92 multiplex BE pedigrees, fitting a multivariate logistic model that
incorporates family history and clinical risk factors. The eight risk factors age, sex, education level, parental status,
smoking, heartburn frequency, regurgitation frequency, and use of acid suppressant, were included in the model. The
prediction accuracy was evaluated on the training dataset and an independent validation dataset of 643 multiplex BE
pedigrees.

Results: Our results indicate family information helps to predict BE risk, and predicting in families improves both
prediction calibration and discrimination accuracy.

Conclusions: Our model can predict BE risk for anyone with family members known to have, or not have, had BE.
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It can predict risk for unrelated individuals without knowing any relatives’ information.

Impact: Our prediction model will shed light on effectively identifying high risk individuals for BE screening
and surveillance, consequently allowing intervention at an early stage and reducing mortality from esophageal
adenocarcinoma.
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High level of serum cholesteryl ester transfer protein in active hepatitis C virus infection
Nl B Jaad) B Joiadssl) iuy Jeaal) Guigll Cra dadipal) cilygioal)
C ) Golgal) gy Jladl) ay)

Satoh K, et al.
World J Hepatol 2016 Feb 18;8(5):291-300.

Aim: To determine the significance of cholesteryl ester transfer protein (CETP) in lipoprotein abnormalities in
chronic hepatitis C virus (HCV) infection.

Methods: We evaluated the significance of the serum concentration of CETP in 110 Japanese patients with chronic
HCV infection. Fifty-five patients had active HCV infection, and HCV eradication had been achieved in 55. The
role of CETP in serum lipoprotein abnormalities, specifically, in triglyceride (TG) concentrations in the four major
classes of lipoproteins, was investigated using Pearson correlations in conjunction with multiple regression analysis
and compared them between those with active HCV infection and those in whom eradication had been achieved.
Results: The serum CETP levels of patients with active HCV infection were significantly higher than those of
patients in whom HCV eradication was achieved (mean+SD, 2.84+0.69 ug/mL vs 2.40£1.00 ug/mL, P=0.008). In
multiple regression analysis, HCV infection status (active or eradicated) was an independent factor significantly
associated with the serum CETP level. TG concentrations in low-density lipoprotein (mean+SD, 36.25+£15.28 pg/mL
vs 28.14+9.94 ug/mL, P=0.001) and high-density lipoprotein (HDL) (mean+SD, 25.9+7.34 ug/mL vs 17.17+4.82 ug/
mL, P<0.001) were significantly higher in patients with active HCV infection than in those in whom HCV eradication
was achieved. The CETP level was strongly correlated with HDL-TG in patients with active HCV infection (R=0.557,
P<0.001), whereas CETP was not correlated with HDL-TG in patients in whom HCV eradication was achieved (R=-
0.079, P=0.56).
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Conclusions: Our results indicate that CETP plays a role in abnormalities of lipoprotein metabolism in patients with
chronic HCV infection.
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Neurology

Subthalamic nucleus deep brain stimulation may reduce
medication costs in early stage Parkinson’s disease
Aallaal) S e 2al) By 38 Apalgal) cnt Blpil §larll Granll (g il
s 13 (e 380 Jalall pdaje 2

Hacker ML, et al.
J Parkinsons Dis 2016 Feb 26.

Background: Subthalamic nucleus deep brain stimulation (STN-DBS) is well-known to reduce medication burden
in advanced stage Parkinson’s disease (PD). Preliminary data from a prospective, single blind, controlled pilot trial
demonstrated that early stage PD subjects treated with STN-DBS also required less medication than those treated
with optimal drug therapy (ODT).

Objective: The purpose of this study was to analyze medication cost and utilization from the pilot trial of DBS in
early stage PD and to project 10 year medication costs.

Methods: Medication data collected at each visit were used to calculate medication costs. Medications were converted
to levodopa equivalent daily dose, categorized by medication class, and compared. Medication costs were projected
to advanced stage PD, the time when a typical patient may be offered DBS.
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Results: Medication costs increased 72% in the ODT group and decreased 16% in the DBS+ODT group from
baseline to 24 months. This cost difference translates into a cumulative savings for the DBS+ODT group of $7,150
over the study period. Projected medication cost savings over 10 years reach $64,590. Additionally, DBS+ODT
subjects were 80% less likely to require polypharmacy compared with ODT subjects at 24 months (p<0.05; OR=0.2;
95% CI: 0.04-0.97).

Conclusions: STN-DBS in early PD reduced medication cost over the two-year study period. DBS may offer
substantial long-term reduction in medication cost by maintaining a simplified, low dose medication regimen. Further
study is needed to confirm these findings, and the FDA has approved a pivotal, multicenter clinical trial evaluating
STN-DBS in early PD.
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Endocrinology
axall 2031) (ol

Diabetes mellitus is associated with reduced high-density lipoprotein
sphingosine-1-phosphate content and impaired high-density lipoprotein cardiac cell protection

LU o aadll opig ) sgina galii ga @Sl sl (38)3
4tal) LAY 448y 3 o) 99 aalig sphingosine-1-phosphate ¢

Brinck JW!, et al.
Arterioscler Thromb Vasc Biol 2016 Mar 10.

Objective: The dyslipidemia of type 2 diabetes mellitus has multiple etiologies and impairs lipoprotein functionality,

thereby increasing risk for cardiovascular disease. High-density lipoproteins (HDLs) have several beneficial effects,
notably protecting the heart from myocardial ischemia. We hypothesized that glycation of HDL could compromise
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this cardioprotective effect.

Approach and results: We used in vitro (cardiomyocytes) and ex vivo (whole heart) models subjected to oxidative
stress together with HDL isolated from diabetic patients and nondiabetic HDL glycated in vitro (methylglyoxal).
Diabetic and in vitro glycated HDL were less effective (P<0.05) than control HDL in protecting from oxidative
stress. Protection was significantly, inversely correlated with the degree of in vitro glycation (P<0.001) and the levels
of hemoglobin Alc in diabetic patients (P<0.007). The ability to activate protective, intracellular survival pathways
involving Akt, Stat3, and Erk1/2 was significantly reduced (P<0.05) using glycated HDL. Glycation reduced the
sphingosine-1-phosphate (S1P) content of HDL, whereas the SIP concentrations of diabetic HDL were inversely
correlated with hemoglobin Alc (P<0.005). The S1P contents of in vitro glycated and diabetic HDL were significantly,
positively correlated (both <0.01) with cardiomyocyte survival during oxidative stress. Adding S1P to diabetic HDL
increased its S1P content and restored its cardioprotective function.

Conclusions: Our data demonstrate that glycation can reduce the SIP content of HDL, leading to increased
cardiomyocyte cell death because of less effective activation of intracellular survival pathways. It has important
implications for the functionality of HDL in diabetes mellitus because HDL-S1P has several beneficial effects on the
vasculature.
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Prognostic significance of glycemic variability after cardiac surgery
L) claliad) day adll S cilygiona (b cgliall 451 0Y) Lpaay)

Bansal B, et al.
J Diabetes Complications 2016 Feb 11.

Introduction: The prognostic significance of acute glycemic variability (GV) after cardiac surgery is not known.

This study was therefore planned to analyze the independent prognostic value of GV after cardiac surgery.
Materials and methods: This is a single center prospective observational study in 870 consecutive cardiac surgery
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patients over a 3-month period at a tertiary care institute in India.

Results: In linear regression analysis, GV was a significant predictor of length of stay in intensive care unit (LOS-
ICU) (beta 0.102, p=0.007) and rise in creatinine after surgery (beta 0.229, p<0.001). Mean POC-BG was a significant
positive predictor of length of stay in hospital (LOS-hospital) (beta 0.1, p=0.004). In multivariable logistic regression
analysis, GV predicted prolonged LOS-ICU (p=0.006, OR 1.016) and acute kidney injury (p<0.001, OR 1.034).
Conclusion: This study showed that GV, as measured by standard deviation, was a predictor of LOS-ICU, rise in
creatinine and AKI after cardiac surgery. GV is therefore a new dimension in postoperative glycemic management in
cardiac surgery patients, which needs to be explored.
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Hematology And Oncology

ebﬂb all bl

Brain radiotherapy plus concurrent temozolomide versus radiotherapy alone
for patients with brain metastases
temozolomide 1 (yafjall sUacy) aa § Leall Lo lnl) dadlaall
Lt Latl) Loyl JilAL) adage i Bjilal) Agelal) Aallaal) aa 43\l

Zhao Q, et al.
PLoS One 2016 Mar 1;11(3):0150419.

Objective: We performed a meta-analysis of randomized clinical trials to compare the efficacy of brain radiotherapy
(RT) combined with temozolomide (TMZ) versus RT alone as first-line treatment for brain metastases (BM).
Methods: Medline, Embase, and Pubmed were used to search for relevant randomized controlled trials (RCTs).
Two investigators reviewed the abstracts and independently rated the quality of trials and relevant data. The primary
outcome was overall survival (OS). Secondary outcomes included progression-free survival (PFS), objective response
rate (ORR), and adverse events.

Results: Seven studies were selected from the literature search. RT plus TMZ produced significant improvement in
ORR with odds ratio (OR) of 2.27 (95% CI, 1.29 to 4.00; P=0.005) compared with RT alone. OS and PFS were not
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significantly different between the two arms (OS: HR, 1.00; P=0.959; PFS: HR, 0.73; P=0.232). However, the RT
plus TMZ arm was associated with significantly more grade 3 to 4 nausea and thrombocytopenia.

Conclusion: Concomitant RT and TMZ, compared to RT alone, significantly increases ORR in patients with BM, but
yields increased toxicity and fails to demonstrate a survival advantage.
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Outcomes of unplanned sarcoma excision:
impact of residual disease
Loaps LG asa il i 0 al) c¥la B Al habdd) 8 Jlatind) guilis

Charoenlap C, et al.
Cancer Med 2016 Mar 1.

This study aimed to compare the oncological results between unplanned excision (UE) and planned excision (PE) of
malignant soft tissue tumor and to examine the impact of residual tumor (ReT) after UE. Nonmetastatic soft tissue
sarcomas surgically treated in 1996-2012 were included in this study. Disease-specific survival (DSS), metastasis-
free survival (MFS), and local-recurrence-free survival (LRFS) were stratified according to the tumor location and
American Joint Committee on Cancer Classification 7th edition stage. Independent prognostic parameters were
identified by Cox proportional hazard models. Two-hundred and ninety PEs and 161 UEs were identified. Significant
difference in oncological outcome was observed only for LRFS probability of retroperitoneal sarcomas (5-year LRFS:
33.0% [UE] vs. 71.0% [PE], P=0.018). Among the 142 UEs of extremity and trunk, ReT in re-excision specimen
were found in 75 cases (53%). UEs with ReT had significantly lower survival probabilities and a higher amputation
rate than UEs without ReT (5-year DSS: 68.8% vs. 92%, P<0.001; MFS: 56.1% vs. 90.9%, P<0.001; LRFS: 75.8%
vs. 98.4%, P=<0.001; amputation rate 18.5% vs. 1.8%, P=0.003). The presence of ReT was an independent poor
prognostic predictor for DSS, MFS, and LRFS with hazard ratios of 2.02 (95% confidence interval (CI), 1.25-3.26),
1.62 (95% CI, 1.05-2.51) and 1.94 (95% CI, 1.05-3.59), respectively. Soft tissue sarcomas should be treated in
specialized centers and UE should be avoided because of its detrimental effect especially when ReT remains after
UE.
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Urology And Nephrology
S Sleadly AL ol

The predictive value of platelet/lymphocyte ratio
in hemodialysis patients with erythropoietin resistance
Ciigag YL Aadlaall (paglial) (ggal) Jlail) oudage die cilygliall cilagiual) dpadl Ay Aol

Taymez DG, et al.
Ther Apher Dial 2016 Mar 1.

The most important cause of anemia in CKD is relative deficiency of erythropoietin (EPO) secretion from the dis-
eased kidney and EPO therapy has become the standard treatment for anemia of CKD. However, some patients do not
respond well to erythropoiesis stimulating agent (ESA), so-called ESA resistance. One of the most important causes
of ESA resistance is chronic inflammation in hemodialysis (HD) patients. ESA hyporesponsiveness index (EHRI),
calculated as the weekly dose of EPO divided by kilograms of body weight divided by the hemoglobin level, and has
been considered useful to assess the EPO resistance. Neutrophil/lymphocyte (NLR) ratio and platelet/lymphocyte
ratio (PLR) were also found to be associated with inflammation in HD patients. However, the relationship between
NLR, PLR and EHRI has not been investigated before. HD patients underwent medical history taking, physical
examination, calculation of dialysis adequacy and biochemical analysis and calculation of EHRI. Logarithmically
converted EHRI (logEHRI) was correlated only with hemoglobin (r -0.381, P<0.0001) and PLR (r=0.227, P=0.021)
but not with NLR. Comparison of PLR among 25th, 50th and 75th percentile of EHRI showed that PLR levels in-
creased going from the 25th to 75" percentile (P=0.032). Posthoc analysis revealed that 25-75th percentile (P=0.014)
and 50-75th percentile (P=0.033) were different with respect to PLR. In linear regression analysis, PLR (standardized
=0.296, confidence interval: 0.000-0.001, P=0.003) was independently associated with logEHRI. We found that
PLR was independently associated with EHRI in HD patients. PLR, which is quite a simple and cheap method, may
guide clinicians for detecting EPO resistance.
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Rheumatology And Orthopedics
allanl) yzlyals Tyl alyad)

VARIAR Study: Assessment of short-term efficacy and safety of rituximab compared
to an tumor necrosis factor alpha antagonists as second-line drug therapy in patients
with rheumatoid arthritis refractory to a first tumor necrosis factor alpha antagonist
rituximab a)83uY Al uad adlally Aledll auii :VARIAR 4y
sinal) (g g5yl Jualial) Gilgal) daye dic Apdlaal) B o)l Jad Wl a)all Adal) Jalad) cilabiae aa 4lally
W aysll Adall Jalad) cilabiany dadlaal) o

Torrente-Segarra V, et al.
Reumatol Clin 2016 Jan 28.

Objective: To compare the short-term efficacy and safety of rituximab (RTX) therapy versus anti-TNF in rheumatoid
arthritis (RA) patients after discontinuation of a first anti-TNF agent.

Methods: prospective observational multicenter study in the clinical practice setting, involving patients with severe
RA refractory to a first anti-TNF agent, who received either RTX or a second anti-TNF (2TNF), comparing the ef-
ficacy endpoints, EULAR response (Good/Moderate) and safety at 6 months.

Results: 103 patients enrolled, 82 completed 6-month follow-up, 73.7% women. Baseline data for RTX and 2TNF
groups, respectively: TJC, 8.6 and 6.6; SJC, 8.8 and 7.5; DAS28 score, 5.45 (£1.28) and 5.18 (£1.21) (p=0.048),
ESR, 41 and 38.7 mm; and HAQ, 1.2 and 1.0. Improvement was observed in all parameters, with no significant dif-
ferences (except for a more marked reduction in ESR with RTX). There were no serious adverse events.
Conclusions: RTX use as second-line therapy after anti-TNF failure led to improvements in the efficacy and func-
tional variables at 6 months, with no serious adverse events. These results were comparable to those observed in
patients who used a second anti-TNF agent in the same clinical scenario.
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Possible risk factors associated with greater damage
in systemic lupus erythematosus patients

@) alaadl A aye ie LY Bal) ae A88) AN 5y shadl) Jalge

Hammad M, et al.
Lupus 2016 Mar 7.

Objective: Systemic lupus erythematosus (SLE) is a prototypic multisystem autoimmune disorder. The total damage
in a patient with SLE may result from SLE itself or from any other pathologic process. The aim of this study was to
assess risk factors of greater damage in a sample of Egyptian SLE patients.

Methods: This Egyptian multicenter retrospective study included 100 SLE patients: 64 patients from Cairo University
Hospitals and 36 patients from Zagazig University Hospitals. The Systemic Lupus International Collaborative Clinics
(SLICC)/American College of Rheumatology (ACR) Damage Index (ACR-DI) was used to document the damage
in each patient.

Results: The total SLICC/ACR-DI score ranged from 0 to 8. A higher DI score was found in hypertensive patients,
compared to normotensive patients; and among those with positive anti-phospholipid antibodies, compared to those
with negative anti-phospholipid antibodies. This difference was statistically significant (p<0.01). Also, a higher DI
score was found in cyclophosphamide users, compared to non-users; and in those with proteinuria and seizures,
compared to those without; and the difference was statistically significant (p<<0.05). There was a significant positive
correlation between the DI and patient age (p<0.05).

Conclusions: Damage in SLE cannot be prevented completely, as SLE disease is considered an aggressive disease
treated by aggressive medications, but rheumatologists should try to minimize damage as much as possible to maintain
the patients’ health, functioning and general wellbeing.
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Dermatology
Lalall ) yaY]

Guidelines on the use of finasteride in androgenetic alopecia
Lbag ¥ Lalal) Aalles A finasteride aladiuly dblaial) cilga il

Mysore V, et al.
Indian J Dermatol Venereol Leprol 2016 Mar-Apr;82(2):128-34.

Background: Finasteride is a widely used drug in dermatology for the treatment of androgenetic alopecia. There
are many reports of associated sexual side effects. This article reviews the use of once-daily 1 mg finasteride in
androgenetic alopecia and its associated sexual adverse effects.

Methods: A literature search was performed to collect data on the use of finasteride in male pattern baldness. Relevant
literature published till March 2014 was obtained from MEDLINE, EMBASE, CINAHL, Cochrane registers and
LILACS. The keywords “finasteride”, “male pattern baldness” and “androgenetic alopecia” were used for literature
search. Similarly, a search was done for finasteride in female pattern hair loss with keywords “female pattern baldness”,
“finasteride” and “female pattern alopecia”. All systematic reviews, meta-analyses, national guidelines, randomized
controlled trials, prospective open label studies and retrospective case series in the English literature were reviewed.
Results: Two hundred sixty two studies were evaluated, twelve of which fulfilled the inclusion criteria.
Conclusions and recommendations: Current evidence on the safety of finasteride indicates that it is safe but there is
growing concern about its sexual side effects. In view of this, proper information should be provided to patients prior
to starting treatment (Level of recommendation 1+, Grade of recommendation B). The reported sexual side effects are
few and reverse with stoppage of the drug (Grade of recommendation B) but further studies are required.
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Topical calcipotriol/betamethasone dipropionate for psoriasis vulgaris
calcipotriol/betamethasone dipropionate alaiiu
il Gsal) eyl dalles b Laiase

Yan R, et al.
Indian J Dermatol Venereol Leprol 2016 Mar-Apr;82(2):135-44.

Topical calcipotriol/betamethasone dipropionate ointment/gel has been commonly used for the treatment of psoriasis
vulgaris. However, the efficacy of this combination needs to be consolidated. We aimed to assess the effects and
safety profile of calcipotriol/betamethasone dipropionate for the treatment of psoriasis vulgaris, using evidence
based approach. Randomized controlled trials on the treatment of psoriasis vulgaris with calcipotriol/betamethasone
dipropionate were identified by searching PubMed, China National Knowledge Infrastructure and the Cochrane
Library. The primary outcome measure was the Psoriasis Area and Severity Index (PASI) score. Ten randomized
controlled trials involving 6590 participants were included. The methodologies of the studies were generally of
moderate to high quality. These trials used topical calcipotriol/betamethasone dipropionate for 4 or 8 weeks, and were
compared with topical calcipotriol or betamethasone. The results showed that calcipotriol/betamethasone dipropionate
was more effective than controls. A four-week treatment with calcipotriol/betamethasone dipropionate did not
show any significant difference between the once-daily or twice-daily regimen. The adverse events of calcipotriol/
betamethasone dipropionate were tolerable and acceptable. The reports included in this review are heterogenous
and have limitations. Topical application of calcipotriol/betamethasone dipropionate once daily is an efficacious
treatment for psoriasis vulgaris and is associated with few side effects.
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Anaesthesia And Intensive Care Medicine

55l ylially paal

The use of remifentanil during general anesthesia for caesarean section
4 yadl) 3l cN B aladl paddl) SO remifentanil e alaiiu)

Van de Velde M.
Curr Opin Anaesthesiol 2016 Mar 9.

Purpose of review: The purpose is to review the neonatal and maternal effects of remifentanil given at induction of
general anesthesia for caesarean section and prior to delivery of the baby.

Main findings: Remifentanil seems to have short-lived respiratory depressant effects in approximately 50% of
neonates, requiring short periods of mask ventilation or tactile stimulation of the neonate. Remifentanil produces
excellent maternal hemodynamic stability avoiding tachycardia and hypertension, possibly reducing the risk of
maternal awareness.

Summary: Remifentanil can be safely used at induction of general anesthesia provided healthcare workers are
available to manage short-lived neonatal depression.
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Psychiatry

i) ilal

Efficacy of escitalopram in the treatment of social anxiety disorder
Slaay) Gl Gl dallaa & escitalopram ¢ lse Add

Baldwin DS, et al.
Eur Neuropsychopharmacol 2016 Feb 27.

Escitalopram is the most selective of the serotonin reuptake inhibitor (SSRI) antidepressants. We conducted a meta-
analysis of placebo-controlled studies where escitalopram was used to treat patients with social anxiety disorder
(SAD). Data from all randomised, double-blind placebo-controlled studies in SAD with escitalopram from both
specialist settings and general practice were used. Patients met the DSM-IV criteria for SAD, were >18 years old,
and had a Liebowitz Social Anxiety Scale (LSAS) >60. The primary outcome measure was the estimated treatment
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difference in LSAS total score at Week 12. Secondary outcome measures included the estimated treatment difference
in the Clinical Global Impression-Severity (CGI-S) score at Week 12. A total of 1598 patients from 3 randomised
controlled trials were included in the analyses. Escitalopram (n=1061) was superior to placebo (n=537), with an
estimated treatment difference on the LSAS of -9.2 points (95%CI: [-14.4; -4.0], p<0.01) (escitalopram 5 mg/day),
-4.6 points (95%CI: [-8.1; -1.0], p<0.01) (escitalopram 10 mg/day), -10.1 points (95%CI: [-13.7; -6.5], p<0.01)
(escitalopram 20 mg/day) and -7.3 points (95%CI: [-12.3; -2.2], p<0.01) (escitalopram 10-20 mg/day). For the CGI-S,
the corresponding values were -0.55 points (95%CI: [-0.79; -0.31], p<0.01) (escitalopram 5 mg/day), -0.26 points
(95%CI: [-0.42; -0.10], p<0.01) (escitalopram 10 mg/day), -0.48 points (95%CI: [-0.64; -0.31], p<0.01) (escitalopram
20 mg/day) and -0.29 points (95%CI: [-0.51; -0.07], p<0.05) (escitalopram 10-20 mg/day). The withdrawal rate due
to adverse events was 7.2% for escitalopram, compared with 4.3% for placebo (p<0.05). In this meta-analysis, all
doses of escitalopram showed significant superiority in efficacy versus placebo in the treatment of patients with SAD.

Giluhall Jles Jalas eha) w5 e sil) &ali e SSRI (isig ) Lad sale) illadia ESY) @labiae SST e escitalopram slss sy
Slaball Gl aakin) & .SAD e laiay! 3l Gllacal cila dallae 8 escitalopram sls Cuaxsial il dbliny) dallae; idagaal
bl e escitalopram elsy Guallaall SAD e laiay) Bl Gyl e die dilia)) dallasy 3o grcaal) dexil) A g3 A glial)
Ll o gl CulS LS e 18 jamy 13lS LS ¢ e Liia) Gl sl DSM-TV laa gl (3is el Gsslaall o 5f dpaliaiayl!
oo o 2K L) 8 dalleadl NS Giaall 3l o Glial Gl dagill i€ .60< elaa) 3Gl (LSAS ALy Liebowitz al
g5l A CGI-S (allall (5 pmdl g Llai¥) 305 ol o Tl dallaal) IS i) (31} il 4, gl il Ll 12 & sV A LSAS
escitalopram alaind Gloal cias g Auhall o3 & el Jiadll e dagame Aflpde Gl 3 G Ui 1598 (e 5 .12
{695 4 Joalst) Ak 9.2- Al LSAS sl bl & dalledd A ke 3ilis o(Ala 537) diiliasy) dalleal sl Lo (Alls 1061)
0.01>p 4ad ¢1.0- S5 8.1- :%95 4 Jualssy) 4kt 4.6- ¢(as/ide 5 deyas escitalopram slacy 0.01>p 4aid 4.0- sy 14.4-
dcjas escitalopram elacy 0.01>p 4ad ¢6.5- sy 13.7- :%95 4d Jualgdy) 4dass 10.1- ¢(ps9/ale 10 Ae yas escitalopram ¢ Uacy
aail) Wl . (asy/ide 20-10 dejas escitalopram slacy 0.01>p dad 2.2- s 12.3-:%95 46 Jualsiy) akis 7.3- 5 ¢(asy/ide 20
0.01>p 4 0.31- a5 0.79- :%95 48 Jualsiy) ddais 0.55- <lSs CGI-S el (gyupmd) ¢ Ldadl) 305 alis o d)5al) dlaiidll
escitalopram sUacy 0.01>p dad <0.10- Jas 0.42- :%95 48 Jualsdy) ks 0.26- «(as/dde 5 4cyas escitalopram ¢lUacy
0.29- 5 ¢(ps9/ake 20 4ejas escitalopram elacy 0.01>p 4ad <0.31- a5 0.64- :%95 48 Jualssy) asi 0.48- ¢(asy/ide 10 Aeyns
Aallaal) Galay) ¥ ane Caly L (asy/ide 20-10 4epas escitalopram slacy 0.05>p dad <0.07- Jas 0.51- :9%95 A& Jualssy) ddais
Gleya pran Celil L (0.05>p) Liliayy!) dalleall %4.3 ae 43)lis cescitalopram slsa) dwilly %7.2 ¢lsall &5t pal) e el slll dagm

eyl B e Aadlas 3 3ilin Y Aallaall Zjlie Aliaa Zullad ) Jilail) 134 3 escitalopram

Otorhinolaryngology
< W5 £
U;_\;j\j caryly oY) uabA\
Evaluation of iron and zinc levels in recurrent tonsillitis and tonsillar hypertrophy
Criisll) dalis cllag (usUll piisll) Qlgal) ape die @lijlly dnaal) ciligioee anll

Somuk BT, et al.
Am J Otolaryngol 2016 Mar-Apr;37(2):116-9.

Objective: The aim of this study is to look into the roles of iron and zinc metals in etiopathogenesis of recurrent
tonsillitis and tonsillar hypertrophy by evaluating the levels of iron and zinc elements in the palatine tonsillar tissue.
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Methods: In total, 40 patients who underwent a tonsillectomy to treat recurrent tonsillitis and tonsillar hypertrophy
were included in the study. Patients were classified into two groups, recurrent tonsillitis and tonsillar hypertrophy,
determined by the results of clinical and histopathological examination. The levels of iron and zinc elements were
determined for each tonsillar tissue sample.

Results: There was a significant difference in the iron and zinc concentrations (p<0.001) between the tonsillar
hypertrophy and recurrent tonsillitis groups. The levels of iron and zinc were significantly lower in the recurrent
tonsillitis group.

Conclusions: This study suggests that low tissue concentrations of iron and zinc may lead to recurrent tonsillitis.
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Ophthalomology
el jialyaY)

Intraocular cytokines imbalance in congenital cataract
and its impact on posterior capsule opacification
Alial) Jals Lplgaly) clisgiud) b JIAY)

Lala) Aadaal) B clilsl) o asfiliy o¥sl aludl el B

Sauer A, et al.
Graefes Arch Clin Exp Ophthalmol 2016 Mar 12.

Background: Congenital cataract is of particular interest because of the variability of etiologies and the inflammatory
reaction that are often observed. The aim of the study was to describe intraocular levels of various inflammation-
related cytokines of patients with congenital cataract and to study their correlations with clinical determinants.
Methods: We followed a cohort of 18 patients (18 eyes) with congenital cataract from a University hospital and
measured levels of various inflammation-related cytokines in the aqueous humor of patients with congenital cataract,
and compared these levels to those observed in a control group (patients with senile cataract) using multiplex
immunoassay. Correlation analysis was used to study the possible correlation between intraocular levels of cytokines
and clinical determinants.

Results: Compared with the control group, the group with congenital cataract showed clear and significantly elevated
concentrations of inflammatory markers (IL-1B, IL-15, IFN-y, IL-12, IL-6, IL-5, IL-9, MIP-1a, MCP-1 and IP-
10). Postoperative intraocular inflammation and opacification of the posterior capsule seemed to be correlated with
preoperative IL-1B, TNF-a and IL-6 levels.
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Conclusions: An inflammatory condition may occur in eyes with congenital cataract. The cytokine profiles are really
different than those observed in senile cataract. Moreover, cytokines levels may be of interest to predict posterior
capsule opacification and to complete the etiological workup.
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