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The Relationships between Physician Professional Satisfaction and Patient Safety

There are three general factors that influence physician professional satisfaction:

Physician demographics such as age, domestic versus foreign medical school, race/ethnicity, and specialty.

Workplace attributes: physician professional satisfaction has been associated with physicians’ perceptions of time pressure,
control over their schedules, input into practice administration issues, and control over the content of their work.

Factors related to the broader health care system. In addition, a significant body of work has investigated relationships between
physician professional satisfaction and care patients received, including health outcomes.

The reasons to care about professional satisfaction among physicians:

Firstly, better professional satisfaction can address impending shortages by improving recruitment among college students and
encouraging fully trained physicians to spend more hours in practice per week and have longer careers.

Secondly, greater physician professional satisfaction may lead to higher quality care and improve patient safety. This idea
certainly has intuitive appeal. After all, who would not feel uncomfortable receiving care from a burned-out, possibly depressed
physician who is on the cusp of quitting? It seems completely reasonable to assume that a happier, more professionally satisfied
physician would deliver better care.

Thirdly, physician professional satisfaction is an indicator of health system performance. Proponents of this idea believe that
when a group of physicians is dissatisfied, stressed, or burned out, the key step is to investigate why these physicians are so
miserable. If the underlying causes of physician dissatisfaction also seem likely to threaten the safety of patients and quality of
care, these factors may be high-priority targets for remediation.

Factors contributing to physician professional dissatisfaction:

Many specific factors contributing to physician professional dissatisfaction that will probably sound familiar to patient safety
experts. These included clinic leaders who ignored physicians’ ideas for improving patient care, payers that refused to cover
necessary services, practice models that did not foster collegiality with other care providers, schedules that prevented physicians
from spending enough time with each patient, and mandated activities that physicians perceived as distractions from patient care.

However, in reality, the reasons for professional satisfaction and dissatisfaction can vary from physician to physician, and
even satisfied physicians encounter frustrations in day-to-day patient care. Some of these frustrations, which are poorly captured
by overall satisfaction measures, may have direct implications for quality and safety.

In conclusion the best responses to physicians’ perceptions of these problems will be to seek corroborating evidence, assess
the magnitude of threat, carefully design and implement solutions, and check to make sure the solutions worked—ideally with
the same physicians who reported the original problem.

Professor Mohamed Swehli
Editor-in-chief
Secretary General In-charge of the Arab Board of Health Specializations
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THE RELATIONSHIP BETWEEN TOTAL ANTIOXIDANTS, C-REACTIVE
PROTEIN AND OTHER PARAMETERS IN PATIENTS WITH ACUTE
MYOCARDIAL INFARCTION
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ABSTRACT

patients who were admitted in the Intensive cardiac care
unit (ICCU) in Ibn-Sina Teaching Hospital in Mosul city

Objective: To evaluate the relationship between
antioxidant status, C-reactive protein, Troponin I and
cardiac performance in patients with acute myocardial
infarction.

Methods: The study was conducted on thirty eight

from March to September 2007, of them 33 were males
and 5 were females, and control group of 40 persons
nearly matched with age, sex and body mass index of
them 33 were males and 7 were females. Demographic
details and written informed consent were obtained for

*Khalid NM Al-Khero, MD; Consultant Physician, Hematologist, Department of Medicine, College of Medicine, Mosul University, Duhok, Iraq.

E-mail: khalid_kheroo@yahoo.com.
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both groups, the diabetic and smokers were excluded
Total antioxidants (TAS) measured by Peroxidase
H202/ABTS Colorimetric Assay. CRP measured by
semi quantitative test procedure. Troponin I assay was
done by Monoclonal Antibody Technique and Enzyme
Linked Immunoflourescent Assay. Echocardiography
done to all patients within the first 72 hours after the
onset of chest pain.

Results: TAS was significantly low in patients with
AMI (p<0.001), and was directly associated with
ejection fraction (p<0.001). CRP was significantly high
in patient group (p<0.001). CRP and EF value showed
significant association, patients with EF<55 found to
have a higher CRP level (p<0.03), and those with EF>55
have a lower CRP level (p<0.03). Cardiac troponin I
was found to have significant direct relationship with
serum level of TAS (p<0.001).

Conclusions: (TAS)
was significantly low in patients with AMI and was
directly associated with ejection fraction and cardiac
troponin 1.

Total antioxidant status

INTRODUCTION

Coronary heart disease is the most common form of
heart disease and it is almost always due to atheroma and
its complication.! The pathogenesis of atherosclerosis
involves damage to the vascular endothelium caused
by various factors including oxidized low-density
lipoprotein (LDL). %*

The oxidation of low density lipoprotein (LDL) is a
major factor in the process of thermogenesis mainly by
causing an increased uptake of lipids by macrophages
in the arterial wall contributing in the formation of
athermanous plaque.*

Reactive oxygen species are important for life and
are involved in cell signaling, but they may contribute
to the etiology and progression of many diseases.

On the other hand the enhanced formation of reactive
oxygen species may affect four fundamental mechanisms
that may contribute to atherogenesis, namely: oxidation
of LDL, endothelial dysfunction, vascular smooth
muscle growth and monocyte migration.’

C-reactive protein (CRP) has been recognized as one
of the most sensitive of the acute phase reactant. It can
rise dramatically after AMI, stress, trauma, infection,
inflammation, surgery or neoplastic proliferation.

This rise occurs within 24 to 48 hour and the level
may be 2000 times of normal and can rise up to 10,000
folds during inflammation.®

The aims of this study were to assess the total
antioxidant status in acute myocardial infarction (AMI),
and define the relation between antioxidant status, CRP
and ejection fraction in patients with AMI. Also to
evaluate the correlation of antioxidant status with serum
troponin I level.

METHODS

The study was conducted on patients suffering from
acute myocardial infarction, who were admitted in
the Intensive coronary care unit (ICCU) in Ibn-Sina
teaching hospital in Mosul City, between March to
September 2007. A case control study was adopted to
achieve the aims of the study. Demographic details and
written informed consent were obtained for both groups.

Thirty eight patients with acute myocardial infarction
were selected, 33 were males and 5 were females with a
mean +SD age 60.88+8.16 years.

Patient with diabetes mellitus, and cigarette smoker
(but those who quit smoking in the last six months were
involved in this study) were excluded.

The control group consists of 40 normal persons
(33 were males and 7 were females) with a mean +SD
age 60.95+10.36 years, nearly matched withage and
body mass index of the patients group and all have no
previous history of IHD.

A 10 ml venous blood sample were collected from
all patients within the first 24 hours of onset of chest
pain and from the control group, collected in a plane
tubes and centrifuged and then tested for the level of
total antioxidant status (TAS), CRP level and cardiac
Troponin I. Serum total antioxidant status (TAS), was
measured byperoxidase (H202) ABTS colorimetric
assay,’ a kit supplied by Randox Company Ltd.UK.
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C-reactive protein (CRP), was measured by LABKIT
CHEMELEX.S.A.Pol. Ind.Can Castells/ Industria 113,
Nau J 08420 Canovelles BARCELONA.

Troponin I assay was done by Monoclonal Antibody
Technique and Enzyme Linked Immunoflourescent
Assay using VIDAS TROPONIN Ultra kit.REF 30 448,
Bio. Merienx SA 69280 Marcy I Etoile-France.

Echocardiography done to all patients in the first 72
hours after the onset of chest pain.

Statistical analysis: The age of the patients
measured as a mean age +=SD. The p-value calculated
by Chi square test and the relationships proved by using
Pearson correlation.

RESULTS AND DISCUSSION

To evaluate the antioxidant status in patients with
acute myocardial infarction, a case-control study was
carried out and revealed that the concentration of TAS is
low in AMI patients and it is significantly low compared
to control group (p<0.001), this finding is in accordance
with study done by Surekha et al.’ Following ischemia
Reactive oxygen species (ROS) produced during
reperfusion phase.’’

CRP +ve CRP —ve
EF p-value
No. % No. %

<0.55 16 72.7 6 37.5
0.03

>0.55 6 27.3 10 62.5

Total 22 100 16 100

Control Patients
Number 40 38
Age (year), Mean+SD 60.88+8.16 60.95+10.36
BMI (kg/m?) 27.30+£1.98 26.95+6.51
No. % No. %
Male 33 82.5 33 86.8
Sex
Female 7 17.5 13.2
. +ve - - 18.4
Hypertension
-ve - - 31 81.6
Unstable +ve - - 10.5
angina —ve - - 34 89.5
+ve - - 6 15.8
Old MI
-ve - - 32 84.2
Anterior - - 22 57.9
MI Type ;
Inferior - - 16 42.1

The Mean+SD of TAS in patientsis 1.17+0.21 and for the control
2.13+0.3 with significant p-value of <0.001.

Table 1. Demographic characteristics of
the studied groups.

Table 2. Relationship between CRP concentrations
and EF.

The antioxidant particularly secondary antioxidant act
as scavenging the effect of the ROS and interfere with
chain propagation therefore it is called (chainbreakers).'
This explain the harmful effect of ROS during ischemia
when theTASis low.

Other studies show that the level of thiobarbituric
acid as predictor of lipid peroxidation was significantly
increased and TAS was significantly decreased in
AMI. 12

CRP is an acute phase reactant that can rise markedly
after AML." The level of CRP in this study was found to
be significantly high in AMI in comparison to healthy
persons (p<0.001). We observed asignificant inverse
relationship between ejection fraction and the level of
CRP. Patients who have a normal ejection fraction have
undetectable or minimally raised CRP (p<0.03). Those
who have a reduced ejection fraction have raised CRP
levels (p<0.03), Table 2. Whether the elevated serum
level of CRPreflect the burden of atherosclerotic process,
size of infarction or the rupture of plaque, Hon-kan et
al concluded in their study that elevated serum level of
CRP in AMI<6 hours may portend plaque rupture'so
CRP might not only mirror the inflammatory stimulus,
on the other hand other studys found that the clinical
outcome both early and late significantly related to the
plasma level of CRP post-infarction, therefore its level
is correlated with the extent of myocardial damage."
whether CRP can be used clinically to monitor the
progress of MI or to predict the severe complicated MI
needs further study.

The ejection fraction; which reflect the cardiac
performance; is foundin this study to be directly related
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| y=33.817x+ 8.5135
r=0.606
60 | p<0.001
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Total antioxidants (mmol/L)

The Mean+SD of CRP concentration (mg/L) in patients 13.11+£9.34 where as it is 2.88+2.1 in the control group with significant

p-value of <0.001.

to the concentration of TAS (Figure 1), and this may be
explained by the fact that free radicals and antioxidant
status play a major rule in both atherosclerosis and
cardiac damage'® and through ischemic injury can lead
to alteration in cardiac performance in the form of
myocardial stunning and irreversible damage.'” It was
found that prolonged ischemia reduces the naturally
occurring defense mechanism of the heart against free
oxygen radicals, particularly mitochondrial mangenase,
superoxide mutase and intracellular pool of glutathione
and that the degree of oxidative stress was inversely
correlated with the recovery of mitochondrial damage.'®

Michael et al shows that heart failure subsequent to
left ventricular MI is associated with antioxidant deficit,
and that depressed cardiac function and heart failure
may occur as a consequence of increase in oxidative
stress and relative antioxidant deficiency."’

Cardiac troponin I is a part of a new generation of
biochemical markers that provides an additional clinical
tool for assessment of the acute coronary syndrome.
Functionally troponin I is a 24 KD structural protein
that interacts with troponin T, 37 KD, and troponin C,
18 KD as a part of the three troponin complex that is
essential for the contraction of striated muscle in both
cardiac and skeletal tissue.?’ Troponin I is both sensitive
and specific for the diagnosis of AMI with other
biomarker, with history of chest pain and characteristic
ECG finding.

Figure 1. Relationship between TAS and EF.

There was a significant inverse correlation between
serum TAS concentrations and serum Troponin I
levels (p<0.001) as shown in Figure 2. This correlation
can be explained clearly depending on the function
of total antioxidant and what does cTr I elevation
means? Knowing the fact that cTrl is a highly specific
and sensitive biomarker of cardiac injury®' and it is
not expressed by skeletal muscles or other tissues is
considered as a marker of cardiac necrosis.*

Depending on these two facts the observed differences
in the concentrations of cTrl of patients represent the
differences in the amount of cardiac damage produced
by myocardial infarction; since cTrl peak levels can
estimate the scintigraphic infarct size if measured at 72
hour of onset of AMI.*

All serum samples of the patients in this study were
collected in the first 24 hour of onset of chest pain; i.e.
the period of sample collection is equal to all patients; as
if putting them on a start line and allowing the difference
to occur in the concentration of cTrl depending on
infarct size.

On the other hand the differences in the concentrations
of TAS inrelation to cTrl concentrations can be explained
by the fact that TAS are utilized in the oxidative process
and the more concentration present means the more
protection offered, applying this concern on infarct size;
represented by cTrl; means the high concentration of
TAS available the better is the protection provided and
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Figure 2. The relationship between the concentrations of ¢cTr I and TAS in AMI patients.

the less cardiac damage to result. The equation is true
vice versa i.e. the low TAS concentration is present the
more damage is likely to occur.

CONCLUSIONS

Total antioxidant status (TAS) was significantly low

in patients with AMI and was directly associated with
ejection fraction and cardiac Troponin 1.
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ABSTRACT

Objective: Polycystic ovary syndrome (PCOS) is the
most common endocrinopathy affecting women in the
reproductive age. Hirsutism is commonly associated
with PCOS and can be a very disturbing condition.
Published articles on Hirsutism in PCOS in Iraq are
scarce, therefore this work was carried out.

Methods: A total of 139 infertile women were
included in this study for the period 2nd January to
31th August 2012. Cases were recruited from infertility
clinic in Baghdad Teaching Hospital. An interview

was conducted with every selected women and a
questionnaire was filled. The requested including was
demographic data and PCOS, history of menstrual
disturbances, infertility, history of DM and measurement
of waist circumference, hirsutism, acne, and androgenic
alopecia, ultrasound study and levels of LH, FSH,
testosterone, prolactin and fasting blood sugar (FBS)
were obtained from the patient s private record.
Results: Out of the studied sample, 83.5% had
PCOS and out of them 66.4% were with hirsutism. No
significant differences in age and waist circumference
between those with and without hirsutism (p=0.5 and

*Eman A. Al-Kaseer, MB ChB, FIBMS; Department of Family and Community Medicine, College of Medicine, Baghdad University, Baghdad, Iraq.

E-mail: al kaseere@yahoo.com.
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0.2, respectively). LH, FSH, LH/FSH ratio, prolactin
and FBS were significantly differ with hirsutism
(p=0.7, 0.9, 0.2, 0.4 and 0.5, respectively). Testosterone
was significantly elevated in hirsutism (p=0.001).

Conclusions: High prevalence of hirsutism among
PCOS was noticed.

INTRODUCTION

Polycystic Ovary Syndrome (PCOS) is the
most common endocrinopathy affecting women of
reproductive age.! It is associated with metabolic
changes and long term health consequences, which
commence during the reproductive years, persist into
the postmenopausal years and have their impact on
quality of life, morbidity and mortality.>®> Women
with PCOS have a wide spectrum of presentation
ranging from anovulation, menstrual disturbances and
infertility to apparently regular ovulatory menstrual
cycles, with varying degrees of signs and symptoms
of hyperandrogenism (hirsutism, acne and androgenic
alopecia) and polycystic ovarian morphology on pelvic
ultrasonography.**

Hirsutism (the appearance of excessive coarse
terminal hairs in a pattern not normal in the female in the
androgen sensitive sites of hair growth),’ is commonly
associated with PCOS and can be a very disturbing
condition. Hirsutism is recognized to cause profound
distress in the affected women, due to cosmetic,
psychosexual implication and complex management of
hirsute women, in addition to pharmacological and/or
cosmetic measures may require specific psychotherapy.’

Three groups established diagnostic criteria for
PCOS: National Institute of Health/National Institute
of Child Health and Human Disease (NIH/NICHD)® in
1990 defined PCOS as chronic anovulation with clinical
and/or biochemical hyperandrogenism with exclusion
of other mimicking etiologies, European Society for
Human Reproduction and Embryology/American
Society for Reproductive Medicine (ESHRE/ASRM)’
at Rotterdam in 2003 proposed that the diagnosis of
PCOS by two of three criteria: oligo and/or anovulation,
clinical and/or biochemical hyperandrogenism and
polycystic ovaries on ultrasound; other etiologies must

be excluded and most recently, Androgen Excess and
PCOS Society (AE-PCOS)" in 2009 emphasized that
PCOS is a primarily a hyperandrogenic disorder and
proposed revising definition to hyperandrogenism and
ovarian dysfunction.

Published articles on PCOS and hirsutism in Iraq are
scarce. Therefore, this study was carried out to throw a
light on hirsutism among women with PCOS.

METHODS

A total of 139 infertile women were included in the
study.They were recruited from infertility clinic in
Baghdad teaching Hospital for the period from the 2nd
of January to the 31th of August 2012.

An interview was conducted with every selected
woman and a questionnaire was filled. The questionnaire
included demographic data, personal and family
history of DM, family history of PCOS among their
first degree relatives (mothers and sisters), history of
menstrual disturbances (oligomenorrhea, amenorrhea,
menorrhagia, and polyamenorrhea), history of
infertility (primary infertility and secondary infertility),
measurement of waist circumference (minimum
reading observed between costal margin and the pelvic
brim at the level of the umbilicus),? hirsutism (modified
Ferryman — Gallawy (F.G) score), acne (comedones,
papules, pustules),’!! and androgenic alopecia (male
pattern baldness).

The laboratory findings (serum level of LH, FSH,
testosterone, prolactin and fasting blood sugar) were
obtained from the patient’s private record.

Ultrasound study (a transabdominal pelvic ultrasound
examination or transvaginal ultrasound) was done for
all women at midcycle and randomly for amenorrheic
ones. The diagnostic criteria of polycystic ovaries were
the presence of 9 or more subcapsular cysts <10 mm
in diameter with increase ovarian stroma and ovarian
volume.'?

Student’s t test was applied to examine the differences
in hormonal level (LH, FSH, testosterone and prolactin),
fasting blood sugar (FBS) age and waist circumference
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between women with and without hirsutism; also
between PCOS with and without PCO at ultrasound.
Chi square test was used to examine the association
of hirsutism (dependent variable) with marital status,
infertility, family history of DM and PCOS, PCO at
ultrasound and menstrual irregularities (independent
variables). P-value<0.05 was considered as significant.

RESULTS

Out of the studied total sample, 116 (83.5%) women
had PCOS. From those with PCOS, 77 (66.4%) were
with hirsutism. Hirsutism constituted 77/139 (55.4%) of
infertile patients.

The age of women with and without hirsutism were
28.4+6.2 years and 28.9+6.4 years, respectively. No
significant difference in age between those with and
without hirsutism (t=0.5, d.f.=114, p=0.5).

Waist circumference was not significantly differ
between women with hirsutism (100.2+15.4 cm) and
women without hirsutism (96.4+14.3 cm) (t=1.2,
d.f=114, p=0.2).

Level of LH (7.244.4 mIU/ml) in PCOS with
hirsutism was not significantly differ from that level
of LH in PCOS without hirsutism (7.5+£5.2 mIU/ml)
(t=0.3, d.f=114, p=0.7).

FSH was not significantly differ in PCOS with
hirsutism (6.2+2.3 mIU/ml) and in PCOS without
hirsutism (6.2+5.2 mIU/ml) (t=0.1, d.f.=114, p=0.9).

No significant difference in LH/FSH ratio was
observed PCOS with and without hirsutism (1.3£0.8)
and (1.5£1.1), respectively, (t=1.2, d.f=114, p=0.2).
Testosterone level was significantly higher in PCOS
with (34.1£23.5 mlU/ml) and without hirsutism
(3.4+8.3 mIU/ml) (t =6.3, d.f=114, p=0.001).

No significant difference was noticed in prolactin
between PCOS with (14.9+£10.9 mIU/ml) and without
hirsutism (12.8+£6.2 mIU/ml) (t=0.9, d.f.=114, p=0.4).

FBS was almost similar in PCOS with and without
hirsutism (92.6+17.3 mg/dl) and (95.5+£7.9 mg/dl),
respectively, (t=0.5, d.f.=114, p=0.5).

Hirsutism
Variable Positive Negative
No. mean SD No. mean SD
Age 77 28.4 6.2 39 28.9 6.4
t=0.5,d.f=114,p=0.6
| Waist 77 100.2 154 39 96.4 14.3
circumference
t=1.2,d.f=114,p=0.2
LH 77 | 72 | 44 | 39 | 75 | 52
=0.3,d.f=114,p=0.7
FSH 77 | 62 | 23 | 39 | 62 | 52
t=0.1,d.f=114,p=0.9
LH / FSH 77 | 13 | o8 | 39 | 15 | 11
t=1.2,d.f=114,p=0.2
Testosterone 77 | 341 | 235 | 39 | 34 | 83
t=6.3, d.£=114, p = 0.001
Prolactin 77 | 149 | 109 | 39 | 128 | 62
t=0.9, d.f=114, p = 0.4
FBS 77 | 926 | 173 | 39 | 955 | 179
t=0.5,d.f=114,p=0.5

Table 1. Distribution of age, waist circumference, FBS and hormonal levels among PCOS
patients with and without hirsutism.
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DISCUSSION

In this study PCOS constitutes 83.5% of the infertile
women (i.e. PCOS is a Cause of infertility in 83.5%).
This rate is higher than that reported in Iran (20%)"
and Bosnia (6%).'* This finding might be explained
by increase in the prevalence of obesity in Iraq which
was increased from 23.2% in 1997 to 39.1% in 2007'
and 61.1% in 2010.!®* Weight gain is often precede of
development of PCOS." The conditions of stress,
lifestyle changes (westernization and modernization)
and disrupted circadian rhythm with changes in diet,
and gender role and aspiration since change of regime
(2003) might be contributed to this finding. Similar
finding reported in India.'®

The study revealed that 83.5% of the studied infertile
women were with PCOS. It is much higher than that
reported in Kurdistan region, Iraq (33.1%)" used
the same criteria for diagnosis. The difference might
be attributed to the fact that this study was carried
among Arabic women i.e. ethnic difference' might be
contributed to this finding.

The finding that 55.4% of the studied infertile women
had hirsutism is close to that reported previously in
Baghdad (64.5%)."

In this study, hirsutism among women with PCOS
was 66.4%. It is similar to that reported in Baghdad
previously (64.5%).'> Mediterranean women are more
likely to complain from hirsutism."

The observed rate of hirsutism (66.4%) is close to that
reported in Thi Qar, Iraq, in a sample from infertility
center (62.9%)"* using the same criteria for diagnosis of
PCOS and hirsutism.

The rate of hirsutism in this study (66.4%) is lower
than that reported in Baghdad among PCOSpatients
consulting clinic of dermatology (83.3%)"* diagnosed
using the same criteria of this study. The difference
might attributed to difference in samples. Patients
consulting dermatological clinic means complaining of
hirsutism and the studied sample in this study was from
infertile clinic.

11

Recently in Iran, hirsutism was increased dramatically
over the last decades and was attributed to psychological
trauma of the eight years’ war with Iraq (1980-1988).16

The observed figure of hirsutism (66.4%) was less
than that reported in Palestine (100%).'” The explanation
for this difference is the using on NIH/NICHD criteria
in Palestine. The latter criteria regard hirsutism is a
must to diagnose PCOS.

In PCOS, no significant differences in age between
women with and without hirsutism. It is agreement with
that in Iraq'* and Iran.*

This study showed that waist circumference in
women with PCOS was 100.5 cm. Similar figures
reported in Iraq.'*!81

LH value was 7.3+4.7 mlU/ml. It is lower than that
reported in Kurdistan region, Iraq (10.02 mIU/ml).!!
It was that normal LH might be based on a typical
PCOS.!215

LH/FSH ratio was 1.4+0.9 in women with PCOS.
The characteristic increase in LH relative to FSH release
was appreciated in diagnosis of PCOS. However, the
pulsatile nature of their release might interfere with
interpretation of a single test to LH and FSH. Alnakash
et al'? and Sharquie et al'® reported that absolute value
of LH or LH/FSH would not be helpful in establishing
the diagnosis of PCOS. The diagnostic criteria groups
NIH/NICHD, ESHR/ASM and AE-PCOS?*!® does not
include LH/FSH ratio in the diagnosis of PCOS.

The significant high level of testosterone in PCOS
with hirsutism is in agreement with that of reported in
Baghdad'>!s and in Basrah®.

No significant increased level in FBS PCOS with
hirsutism than those without hirsutism might be
explained by the fact that both groups were PCOS.

CONCLUSIONS

High prevalence of hirsutism among women with
PCOS was observed.
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ABSTRACT Methods: All colorectal cancer cases in the Bahrain
Cancer Registry from Ist January 1998 to 3list

Objective: The aim of this study was to describe the December 2011 were included.
epidemiology of colorectal cancer among the Bahraini Results: During the 14-year period from 1998-2011,
population during the period 1998-2011. colorectal cancer was the second most common cancer
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in Bahrain among both men and women. This cancer
accounted for 10.2% and 7% of all incident cancers in
Bahraini men and women respetively. Age-standardized
incidence rates (ASR) were found to be higher in
men; the average annual ASRs were 14.0 and 9.2 per
100,000 Bahraini
Adenocarcinomas

men and women, respectively.
the predominant
histopathological type and represented 67.7% of all

colorectal cancer cases.

were most

Conclusions: The present study shows that the
incidence of colorectal cancer has been increasing over
the past 14 years. More effort should be made to reduce
the proportion of unknown stage and grade of colorectal
cancers. All of the registered cases of colorectal cancer
were detected through routine examination, possibly
due to under-reporting or a deficiency in the screening
programs in Bahrain. Therefore, an evaluation of
the Bahraini colorectal cancer national screening
guidelines, including the ideal age to start screening,
is urgently needed. Future research should be directed
towards collaborative regional analytical studies to
understand the multifactorial role of the interactive risk
factors of colorectal cancer:

INTRODUCTION

In 2012, colorectal cancer was reported to be the third
most common cancer in men (746.000 cases, 10.0%
of the total) and the second most common in women
(614.000 cases, 9.2% of the total) worldwide of which
55% of cases occurred in the more developed regions.
There is a wide geographical variation in the incidence of
colorectal cancer across the world and the geographical
patterns are very similar in men and women. The
highest estimated rates were seen in Australia and New
Zealand (age-standardized rates [ASR] were 44.8 and
32.2 per 100.000 in men and women, respectively),
and the lowest in Western Africa (ASR, 4.5 and 3.8 per
100,000, respectively).!

Around 693.900 deaths from colorectal cancer
occurred in 2012 worldwide, accounting for 8% of
all cancer deaths, with more deaths (52%) in the less
developed regions of the world. Less variability was
observed inmortality rates worldwide (six-fold in men
and four-fold in women), with the highest estimated
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mortality rates in Central and Eastern Europe (20.3 per
100.000 for men, 11.7 per 100,000 for women), and the
lowest in Western Africa (3.5 3 per 100.000 for men and
3.0 per 100,000 for women).!

In the Gulf Cooperation Council (GCC) states,
colorectal cancer was the second most common cancer
between 1998 and 2009, representing 8.4% of all
cancers reported during the 12-year period.?

The overall ASR for all GCC states was 8.5 and 7.2
per 100.000 inmen and women, respectively. Among
men, ASRs ranged between 6.6 per 100.000 in Oman
and 16.4 in Kuwait, whereas ASRs ranged between 5.3
per 100.000 in Oman and 18.7 in Qatar among females.’

The aim of this paper was to describe the epidemiology
of colorectal cancer among the Bahraini population
during the period 1998-2011.

METHODS

The Bahrain Cancer Registry (BCR) is a population-
based registry where all physicians in the Kingdom
were mandated in 1994, following a ministerial decree,
to report all cancer cases to the Cancer Registry Office,
which is organizationally annexed to the Medical
Review Office at Salmaniya Medical Complex (SMC).

The cases included in the present study were those
registered as having colorectal cancer in the BCR
between 1 January 1998 and 31 December 2011,
whether the cancer was microscopically or clinically
diagnosed.

Incidence rates were calculated using the CANREG
4 software, in which the yearly crude incidence rates,
age-specific incidence rates (ASPRs), and ASRs were
determined. The ASRs were standardized for age and
sex by the direct standardization method using the
world standard population supplied by the CANREG 4
software.

The treatments received by the cases were also
identified. Data were analyzed using SPSS version 20.
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Table 1. Source of referral of colorectal cancer in
Bahrainis: 1998-2011.

RESULTS

During the 14-year period from 1998-2011, colorec-
tal cancer was the second most common cancer in Bah-
rain among both men and women. This cancer account-
ed for 10.2% and 7% of all incident cancers in Bahraini
men and women respectively.

Actotal of 507 colorectal cancer cases among Bahrainis
were registered in the BCR from 1998 to 2011, Table 1.
The average number of new cases per year was 36.

Demographics: Of the 507 cases, 56.8% were men
and 43.2% were women. The median age at diagnosis
during the study period was 58 years (range: 14-98
years).

Incidence: Age-standardized incidence rates were
found to be higher in men, Figure 1; the average annual
ASRs were 14.0 and 9.2 per 100,000 Bahraini men and
women, respectively.

Overall, colorectal cancer incidence continued to
rise over the years among the men; the lowest ASR
(9.4/100.000) was reported in 2007 and the highest
(18.4/100.000) in 2009. Female incidence rates
demonstrated a more marked increase during the 14-
year period. The ASR was lowest (5.3/100,000) in 2001
and highest (13.4/100,000) in 2006, Figure 1.
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Source of referral Number of cases | Percentage Basis of diagnosis All Males | Females
Moh Salmaniya medical 2rs 5420 Histology of primary | <\ ¢9 505 | 255 199
complex ' tumor
BDF hospital 95 18.7% . Clinical
investigation/ 14 (2.8%) 10 4
Unknown 66 13.0% ultrasound
Private clinics 39 7.7% Death celrtiﬁcate 14 (28%) 9 5
only
MOH primary care health o .
centers 22 4.3% Hrrllsetgsotize:f 12 (2.4%) 7 5
Other secondary care o K 1.40 4
hospitals 9 1.8% Unknown 7 (1.4%) 3
Cytology/
iatri i 0 6 (1.2% 3 3
MOH psychiatric hospital 1 0.2% hematology (1.2%)
Grand total 507 100% Grand total 507 (100%) | 288 219

Table 2. Frequency of colorectal in Bahrainis by basis
of diagnosi: 1998-2011.

Age-specific incidence in men begins in the 25-29-
year age group and steadily rises to peak in the 70-
74-year age group. In women, the ASPRs indicated a
slow and gradual increase with age, with a peak in the
55-59-year age group and higher rates from 65 years
and above, Figure 2. Approximately 70% of cases were
diagnosed in patients aged 50 and over.

Sources of referral: The majority of reported cases
(54.2%) were from the Salmaniya Medical Complex
followed by the Bahrain Defense Force hospital
(18.7%), Table 1.

Grade All Males | Females
Grade I (well
72 (14.29 43 29
differentiated) ( %)
Grade II (moderately
258 (50.9% 137 121
differentiated) (50.9%)
Grade III (poorly
26 (5.19 17 9
differentiated) (5-1%)
Grade IV (un
differentiated/ 2 (0.2%) 1 1
anaplastic)
Grade unknown 149 (29.4%) 90 59
Grand Total 507 (100%) 288 219

Table 3. Distribution of colorectal cancers in Bahrainis
by tumor grade: 1998-2011.
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Basis of diagnosis: Between 1998 and 2011, diag-
nosis of colorectal cancer was made most often on the
basis of histology findings of primary tumor (89.5% of

Histopathology: Adenocarcinomas were the most
predominant histopathological type and represented
67.7% of all colorectal cancer cases, Figure 3.

cases), Table 2.

Stage All Males | Females
In situ 1 (0.03%) 1 0
Localized 100 (6.0%) 56 44
Regional .(direct 15 (13%) 9 6
extension)
Regional (lymph
cgional (lymp 38 (4.5%) 19 19
nodes)
Regional (direct
extension & lymph 5(0.7%) 1 4
nodes)
Distant metastasis 95 (18.7%) 56 39
Stage unknown 253 (67.8%) 146 107
Grand total 507 (100%) 288 219

Table 4. Distribution of colorectal cancers in Bahrainis
by tumor stage: 1998-2011.
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Tumor grading and staging: Approximately 51%
of patients had moderately differentiated tumors, 14%
had well differentiated tumors, and 5% had poor or
undifferentiated tumors. Data on tumor grade was
missing for 29.4% of patients, Table 3.

Of the 507 cases, 18.7% had distant metastases and
6% had localized tumors. Data on tumor stage was
missing for 67.8% of the cases, Table 4.

Treatment modalities: Surgery (65.3%) and
chemotherapy (45.2%) were the most common
modalities of treatment in Bahraini patients with
colorectal cancer; a few cases (20.5%) were treated by
radiotherapy. Over 13% of patients were untreated.

DISCUSSION

Colorectal cancerisnotuniformly common throughout
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Figure 1. Age-standardized incidence rates of colorectal cancer in Bahrainis (per 100.000 population): 1998-2011.
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Figure 3. Morphology of colorectal cancer in Bahrainis: 1998-2011.
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the world. It is mainly a disease of developed countries
with a western culture.’ According to GLOBOCAN
2012, the ASR world incidence for colorectal cancer
in 2012 were 17.2/100,000 worldwide, 11.7/100,000
in less developed countries, and 29.2/100,000 in
more developed countries, respectively.! In general,
colorectal cancer incidence rates continue to increase
in economically transitioning countries, whereas rates
stabilize or decrease in long-standing economically
developed countries. The increase in economically
transitioning countries may reflect the adoption of
western lifestyles and behaviors such as the consumption
of high-fat diets, physical inactivity, and smoking.
Targeted prevention and early detection programs
could help reverse the trend in these countries.® The
rates of colorectal cancer in Bahrain were higher than
those in less developed countries. However, the time
trends showed that both the crude and age-standardized
incidence rates of colorectal cancer had been increasing
over the past 14 years.?

Incidence rates were higher in males than females in
Bahrain and this trend is line with previously reported
data in the UK and US.”® The reason for the higher
rates in males is not completely understood, but it
likely reflects the etiologic factors related to complex
interactions between sex hormones and risk factor

exposures.*!?

Health care disparities between gender and ethnic
groups have been reported in many epidemiological
studies."" In Bahrain, the difference in incidence rates
between the sexes (3%) is lower than that reported in
other countries such as the US which showed 35-40%
higher incidence rates in men than in women. The low
gender difference may indicate that females receive
better healthcare delivery in Bahrain.

Similar to other countries, colorectal cancer risk in
Bahrain increases with age. In Bahrain, 70% of cases
were diagnosed in patients aged 50 years and over
compared to 95% in the UK and US and 89% in Canada.
“The relatively younger age at diagnosis in Bahrain
could be due to hereditary factors”.”®!2 The median age
at diagnosis during the study period was 58 years and
was lower than that reported in the US (68 years).®
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In Bahrain, adenocarcinomas represented nearly 70%
of colorectal cancer cases compared to more than 90%
and 96% in the UK and US, respectively.”!?

The factthat there were a considerable number of cases
with unknown tumor grade (29.4%) and stage (67.8%)
is disappointing. This reflects the incompleteness of the
data reported in the BCR and underestimates the true
distribution of colorectal cancer grade and stage.

The mode of detection was by routine examination
alone for all cases of colorectal cancer reported in
BCR. This may be due to under-reporting of screening
as a mode of detection or might suggest a deficiency
in the screening programs in Bahrain. According to
Central of Disease Control 2013 data, screening rates
for colorectal cancer remain far too low; about one in
3 American adults aged 50 to 75 years have not been
tested for colorectal cancer. Recommendations by the
United States Preventive Services Task Force (USPSTF)
require that adults aged 50 years and older should
be tested with one or a combination of the following
screening tests: fecal occult blood test (FOBT) or fecal
immunochemical test (FIT) performed at home every
year, or flexible sigmoidoscopy done every five years
with FOBT/FIT done every three years and colonoscopy
done every 10 years.'*

Surgery and chemotherapy were the most common
modalities of treatment in Bahrain, whereas only a few
were treated by radiotherapy.

CONCLUSIONS

Colorectal cancer is a major public health burden
and warrants the attention of health policymakers. The
present study shows that the incidence of colorectal
cancer has been increasing over the past 14 years and
has surpassed the rates observed in less developed
countries.

Approximately 70% of cases were diagnosed in
patients aged 50 and over indicating a relatively young
age of diagnosis in Bahrain compared to other developed
countries. All of the registered cases of colorectal cancer
were detected through routine examination, possibly
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due to under-reporting or a deficiency in the screening
programs in Bahrain. Therefore, an evaluation of
the Bahraini colorectal cancer national screening
guidelines, including the ideal age to start screening, is
urgently needed.

The inclusion of data on colorectal cancer risk
factors should be further considered in colorectal cancer
epidemiology research in Bahrain. Future research
should be directed towards collaborative regional
analytical studies to understand the multifaceted role of
the interactive risk factors of colorectal cancer.
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(MIRCERA) VERSUS EPOETIN ALFA (EPREX) IN PATIENTS WITH CHRONIC
KIDNEY DISEASE ON HEMODIALY SIS
Methoxy Polyethylene Glycol-Epoetin Beta (Mircera) alasiuly dadlaall aall a8 dylaiul
Epoetin alfa (Eprex) as 43,lall
sl Jlaill e (e pom sl Aiaall dggl<D) (el e i
Jawad Kadem Mnati, MD

g-v“l-‘uo fq.blS dlg> o
Eadl Gaile

ole Blal) oy g i) B e Aas —Aiajall Al (bl Vs 8 Al Cilagagall (e shgm adl sl tciagl) i
53 Cangd L (gsadll Jlaill e e semsall pimpall die 5l bl o 2l Ga ol o e Gpgladll adll e gpedl liadll o8
il sda 38a3 3 (Eprexs Mircera Jis) aa¥! 8ymady Alish oyt 52 Lajaal dalsall (i A3l shal () Al

oae bansgin iy ajall (ool gl Aai o 8 (e (sila ol (ggadll JaT o (e snsa Liae 100 Zuball e i) 5k
plasily Aadleall smiad Liagye 50 o AisSe A A genal : rofiesenn ) onpall i (3 705 17 2 5lf) 420 45.66 ol
il dallea ) (La.\ 130 50) B degendll siap pnd iy lyed 30 methoxy polyethylene glycol-epoetin beta (Mircera)
) pdl Glad (e dyglladll aill s dcyall Jhaed we ¢ el 6 5aa) dadlead) e 5 . e g &l 3 Jasas epoetin alfa (Eprex)
(Jyg 12.5-11

Ccealleall @A)A\ 4,5k Mircera aladinl aallaall oiajell die Sel culg enfill 358 PR laiay) A s RPN )
Ssinas (%58) Liagye 50 sl (30 29 Ui (J¥¢ 10.51) s bl (sin (%72) Leasye 50 Jual e 36 :Eprex alasiuly
.(0.0001>p) Lilas) ala Glass (g 9-81) (ams clasd

Gl sl e Eprex aladtiul dslledl (e il cils L_!)@.u aaly 3y (Luaall sl Mircera aladiuly dslleal) u‘ sl ralalitia)
d}d\ Jaill e e puinsall diadall gl (mhall) e die wdll Gl clligie o Bliall 8 e s e &5 s

ABSTRACT stimulating agents such as Mircera and Eprex in
achieving these targets.

Objective: Anemia, a common complication of Methods: One hundred (100) patients on regular

chronic kidney disease, usually develops because hemodialysis were complaining of anemia duo to

of erythropoietin deficiency. Maintaining target chronic renal failure. The mean age of those patients

hemoglobin (Hb) with minimal variability is a challenge was 45.66 (17-70years), divided into two groups: Group
in hemodialysis (HD) patients. The aim of this study is A patients (n=50) that received methoxy polyethylene

to compare the long- and short-acting erythropoietin- glycol-epoetin beta (Mircera) once monthly, and group
*Jawad K. Mnati, MD, F.I.C.M.S; Assistant professor, Department of Medicine, Al-Nahrain University Medical College Institution, Baghdad, Iraq. E-mail:
drjawadkadhem(@yahoo.com
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B (n=50) that received epoetin alfa (Eprex) 3 times per
weeks for 6 months, with dose adjustment for individual
haemoglobin target (11-12.5 g/dl); maximum decrease
from baseline 1 g/dl.

Results: The response rate in the evaluation
period was higher in patients treated with methoxy
polyethylene  glycol-epoetin  beta (Mircera) than
with epoetin (Eprex) alfa: 36 of 50 (72%) mean Hb
concentration (10.51 g/dl) versus 29 of 50 (58%) mean
Hb concentration (9.81), with statistically significant
p-value <0.0001.

Conclusions: Treatment with (Mircera) administered
intravenously once monthly was superior to treatment
with (Eprex) administered subcutaneously three times
weekly for maintaining haemoglobin concentrations in
patients with chronic kidney disease on hemodialysis.

INTRODUCTION

Anaemia is a condition in which the number of
red blood cells or their oxygen-carrying capacity is
insufficient to meet physiologic needs, which vary
by age, sex, altitude, smoking, and pregnancy status.
According to the World Health Organization (WHO),
anemia is defined as a hemoglobin level of less than 13
g/dl in men and less than 12 g/dl in women.'*

Several mechanisms are implicated in anemia
in chronic renal failure including deficiency of
erythropoietin, toxic effects of uraemia on marrow
precursor cells, reduced red cell survival, increased
blood loss due to capillary fragility and poor platelet
function and reduced intake, absorption and utilization
of dietary iron.’

The anemia of CKD is associated with number of
adverse pathophysiologic consequences, including
decreased tissue oxygen delivery and utilization,
increased cardiac output, ventricular dilation, and
ventricular hypertrophy. Clinical manifestation includes
fatigue and diminished exercise tolerance, angina, heart
failure, decreased cognition and mental acuity, and
impaired host defense against infection.®

Anaemia is common in patients with a GFR below
30 ml/min/1.73 m? and contributes to many of the
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non-specific symptoms of CKD. Recombinant human
erythropoietin is effective in correcting the anaemia
of CKD and improving the associated morbidity.
Erythropoietin treatment does not influence mortality,
however correcting haemoglobin to normal levels
may carry some extra risk, including hypertension and
thrombosis (including thrombosis of the arteriovenous
fistulaec used for haemodialysis). Erythropoietin is
less effective in the presence of iron deficiency, active
inflammation or malignancy, and in patients with
aluminum overload, which may occur in dialysis.>*’

However, evidence suggesting that the correction
of anemia improves cardiovascular outcomes has
largely been derived from observational studies and
small interventional trials associating a high level of
hemoglobin (>12.0 g per deciliter) with a lower rate of
complications and death from cardiovascular causes.®*!°
Other evidence has also indicated that cardiovascular
complications, such as left ventricular hypertrophy,
might be improved through the use of a high hemoglobin
level as a target. However, in a randomized, controlled
study comparing a hematocrit target of 42% with that
of 30% among patients with heart disease who were
undergoing hemodialysis, the former group had higher
rates of nonfatal myocardial infarction and death, but
not significantly so.!!

Approved erythropoiesis-stimulating agents
with short half-lives generally require short dosing
intervals and frequent administration (mainly two to
three times per week) to maintain stable haemoglobin
concentrations.'””> An erythropoiesis-stimulating agent
with a longer half-life and correspondingly longer
dose interval might improve anaemia management
and provide greater convenience to patients while
decreasing the impact on health-care resources.!®* This
has led to clinical testing of available erythropoiesis-
stimulatingagents at dosing intervals longer than those
in approved labelling. However, most published studies
tested dosing intervals shorter than once monthly and
used uncontrolled designs.'*!3

Two types of recombinant human erythropoietin
(epoetin alfa and epoetin beta) have been available since
ESAs first came into use; both types are highly effective
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but short-acting (approved for dosing three times a
week). Subsequently, two second-generation ESAs
with an extended duration of action were developed:
Darbepoetin alfa, which has an altered glycosylation
pattern, and a continuous erythropoietin receptor
activator called methoxy polyethylene glycol-epoetin
beta (PEG-EPO) (Mircera, Hoffmann-La Roche), which
contains a polyethylene-glycol moiety. Darbepoetin alfa
is approved for dosing every 2 weeks worldwide, and
PEG-EPO for dosing once a month in Europe.'*

The haemoglobin concentration should be maintained
within the range 10-12 g/100 ml; haemoglobin
concentrations higher than 12 g/100 ml should be avoided
(in some patients, this may be achieved at concentrations
lower than the recommended range).!”!81

METHODS

The study was performed in Al-Nahrain College of
Medicine in Al-Kadhmiya Teaching Hospital in dialysis
unit during the period of May 2015 to December 2015.
One hundred patients (56 males and 44 females) involved
in this study of different age groups ranging from 15
to 70 years (mean of age 47.6 years) complaining of
chronic renal failure on regular hemodialysis, each
patient subjected to hemodialysis for period of 4 hours
in two or three sessions per week using GAMBRO
AK95S haemodialysis apparatus with polyflux™L
dialyzer membrane with effective surface area range
from 1.4 to 2.1 m? and flow rate range from 250 to 300
ml/min. Patients on hemodialysis were required to have
dialysis adequacy (Kt/v) of 1.2 or more.

All patients involved in the study had hemoglobin
range from 7-12 g/dl and divided into two groups,
the first group have undergone continuous 2-3 times
weekly maintenance subcutaneous epoetin alfa (Eprex
is the tradename in Australia and New Zealand for
Epoetin alfa (rch) (-HuEPO) (JANSSEN-CILAG Pty
Ltd) therapy for 6 months, the second group received
intravenous methoxy polyethylene glycol-epoetin beta
(Mircera) (F. Hoffmann-La Roche, Basel, Switzerland)
once monthly. Patients also had to have adequate iron
status, defined as serum ferritin >100 g/I, transferrin
saturation >20%. For patients who previously received
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<8000 IU of epoetin alfa per week, the starting dose of
methoxy polyethylene glycol-epoetin beta was 120 pg.
Patients who had received 8000-16000 IU or >16000 [U
of epoetin alfa per week were given 200 or 360 pg of
methoxy polyethylene glycol-epoetin beta, respectively.
Doses of methoxy polyethylene glycol-epoetin beta
were to be decreased by 25% for haemoglobin >13
and <14 g/dl and increased by 25% for haemoglobin
decreases >1 g/dl versus baseline or for haemoglobin
<11 and >9 g/dl.

Methoxy polyethylene glycol-epoetin beta dose
decreases of 50% were to be made for haemoglobin
increases >2 g/dl versus baseline and increases of 50%
for haemoglobin decreases >2 g/dl versus baseline or
hemoglobin <9 g/d.

Epoetin alfa doses were to be adjusted according
to the approved prescribing information, without
additional restrictions.

Iron supplementation was to be initiated or intensified
according to centre practice in cases of iron deficiency
(serum ferritin <100 pg/l, transferrin saturation <20%,
or hypochromic red blood cells >10%) and discontinued
in patients who had serum ferritin levels >800 ng/l or
transferrin saturation >50%.

All patients underwent a history and physical
examination and asked whether they had experienced
any adverse events.

Blood pressure, heart rate, complete blood picture
include (hemoglobin and hematocrit, white blood cell
count and differential and platelets) were measured
at every visit. Aspartate amino transferees, alanine
aminotransferase, albumin, alkaline phosphatase,
potassium, phosphorus, serum ferritin, serum iron,
serum transferrin, transferrin saturation, total iron-
binding capacity or proportion of hypochromic red
blood cells were measured every month.

Those who missed three hemodialysis sessions or
more, bleeding complication, infectious disease, had
nonrenal causes of anemia (e.g. hemoglobinopathies,
hemolysis, or vitamin B12 or folic acid deficiency), any
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patient with hyperkalemia, abnormal white cell count,
platelets, and all patients required blood transfusion
were excluded from the study.

The FDA has determined that the target hemoglobin
(Hb) level for patients with anemia receiving
erythropoiesis-stimulating agents (ESAs) is 10 to 12
g/dl."”

Statistical analysis: Results are expressed as mean +
standard deviation (SD) values. We assessed differences
in the same group using the t-test for paired data. The
unpaired t-test was used to compare mean values between
groups. Repeated ANOVA was used to compare median
changes between groups. SPSS Statistics ver.23 (IBM
Japan, Tokyo, Japan) was used for statistical analysis.
Significance was established at a level of p<0.05.

RESULTS

All patients involved in this study had hemoglobin
level renge from 7 to 12, most of them were take
methoxy polyethylene glycol-epoetin beta or epoetin
alfa for correction of anemia which results from chronic
kidney disease (although the patients had adequate
dialysis Kt/v more than 1.2).

The data of 100 hemodialysis patients were analyzed,
50 (50%) were in Mircera group and 50 (50%) were in
Eprex group. The mean age was 45.66 (17-70 years),

and there were 56 (56%) males. Diabetes mellitus was
the major cause of ESRD and encountered in 30 (30%)
of the patients. The majority of patients 86 (86%) had
no viral hepatitis while 14 patients (14%) were HCV
positive.

The comparison between Mircera and Eprex in each
month during 6 months duration time of follow up in
this study shows no statistically significant difference,
but shows that there is good response of hemoglobin
in first patients group that received Mircera while less
response in second group which received Eprex in the 6
months of follow up, which is clear in the last 3 months,
as mentioned in Table 1 and Figure 1.

—&—Mircera —f—Eprex

HEMOGLOBIN
5]

8.5
1 2 3 4 5 6

MONTHS
Figure 1. Mean hemoglobin value in correction period
in response to Mircera once monthly and Eprex three
times weekly.

Variable Month Drugs No. of patients Mean £SD p-value
Mircera 50 9.8+1.43
I 0.66
eprex 50 9.59+1.65
Mircera 50 9.7£1.45
2nd 0.86
Eprex 50 9.79+1.22
3ed Mircera 50 10.27+1.11 041
; r .
Hemoglobin Eprex 50 9.74+1.26
Mircera 50 10.9+1.26
4th 0.892
Eprex 50 9.73+1.21
Mircera 50 11.1£1.12
Sth 0.316
Eprex 50 9.79+1.23
Mircera 50 11.15+0.72
6th 0.140
Eprex 50 10.34+0.93

Table 1. Comparison of mean hemoglobin concentration in Mircera group and Eprex group
each month during the study follow up period 6 months.
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No. of | Hemoglobin
Causes of CKD Drug e —
. . Eprex 15 10.35+0.55
Diabetes mellitus -
Mircera 20 10.65+1.03
. Eprex 15 9.80+1.03
Hypertension 5
Mircera 11 9.66+0.60
. Eprex 4 8.78+0.12
Glomerulonephritis )
Mircera 2 10.17+0.0
o Eprex 3 9.33+1.17
Poly cystic kidney X
Mircera 4 10.05+0.55
. Eprex 3 9.40+1.13
Obstruction )
Mircera 7 10.70+0.96
. Eprex 4 9.6£1.01
Vasculitis -
Mircera 2 10.1+0.52
. Eprex 4 10.3+0.57
Pyelonephritis X
Mircera 3 9.41+0.34
Eprex 1 9.80+1.47
Unknown -
Mircera 2 10.86+0.70
Total 100

Table 2. Mean hemoglobin concentration according to
causes of CKD in each group.

According to the cause of chronic kidney disease
(CKD) the most common cause of CKD is diabetic
patients and second most common cause is hypertension,
but unknown causes represent 3% of all causes in this
study as mention in Table 3.

The response rate in the evaluation period was higher
in patients treated with methoxy polyethylene glycol-
epoetin beta (Mircera) than with epoetin (Eprex) alfa:
36 out of 50 (72%) mean Hb concertation (10.51 g/dl)
versus 29 of 50 (58%) mean Hb concentration (9.81

g/dl), with statistically significant p<0.0001. Other
biological tests did not significantly differ in both
groups, there was no effect of serum ferritin, transferrin
saturation, serum albumin, adequacy of dialysis, serum
creatinine and parathyroid hormone in response to the
Mircera versus Eprex in the treatment of anemia in
patients treated by hemodialysis as mention in Table 4.

Regarding to sex variation according to correction
of anemia and reach of hemoglobin average (10-12.5
g/dl) there was no significant difference between both
groups (p-value 0.239). Number of patients with anemia
corrected in Mircera group were males (18 of 27) and
females (16 of 23), while in Eprex group males (18 of
29) and females (12 of 21), which is statistically not
significant as mentioned in Table 4.

DISCUSSION

We studied the efficacy of methoxy polyethylene
glycol-epoetin beta in treatment of anemic patient in
chronic kidney disease on hemodialysis as compared
with other ESAs (Eprex).

The target of hemoglobin in patients with CKD on
hemodialysis was 10-11.5 g/dlL,® but evidence suggests
that only 63% of patients reach the target range.

The proportion of all patients who entered the study
and met the response criteria of no hemoglobin decrease
from baseline exceeding 1 g/dl and average hemoglobin
>10.5 g/dl during the final evaluation period almost 6
months later was significantly higher in patients treated
with Mircera than in those with given Eprex (mean

Mircera Eprex
Laboratory characters p-value
Mean=SD Mean+SD

Hemoglobin (g/dl) 10.51£1.44 9.81+1.45 <0.0001
Transferrin Saturation (%) 33.39+16.96 33.56+10.8 0.68
Ferritine (ng/ml) 7254428 780+513 0.168
Kt/v 1.34+0.24 1.34+0.18 0.15
S. Creatinine (mg/dl) 7.5+£2.36 8.05+£2.03 0.329
S. Albumin (g/dl) 3.67+0.26 3.58+0.4 0.164
Parathyroid Hormon (pg./ml) 362.5+284 354.7+225 0.729

Table 3. Biological parameter in each group.
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Hemoglobin
Drug Anemia Corrected Total p-value
No. (%) No. (%)

Sex Male 9 (33.3%) 18 (66.7%) 27

Mircera Female 7 (30.3%) 16 (69.7%) 23 0.208
Total 16 (28%) 34 (68%) 50
Sex Male 11 (37.9%) 18 (62.1%) 29

Eprex Female 9 (42.9%) 12 (57.1%) 21 0.222
Total 20 (40%) 30 (60%) 50
Male 20 (32.2%) 36 (67.8%) 56

Total Sex Female 16 (36.4%) 28 (63.6%) 44 0.239
Total 36 (34%) 64 (64%) 100

Table 4. Sex variation and correction of anemia in each group.

hemoglobin concertation (10.51) in Mircera group and
(9.81) in the Eprex group, p-value <0.001 as mentioned
in Table 3.

The results of this study show that both ESAs
maintained the target hemoglobin in almost 64% of
the patients compared with 72.83% in (a randomized
comparative trial)*® and 40% in large dialysis US
patients.”’ However, the results illustrate the impact of
type of ESAs used in maintaining target hemoglobin,
there was significant difference between the percentage
of patients achieving target hemoglobin in Mircera
group (72%) compared to those in Eprex group (58%),
Table 4.

Hemoglobin variability assessed by different
statistical methods showed a tendency of better Hb
stability in the Mircera group compared to the Eprex
group with statistically significant difference between
the two groups (p-value <0.0001), Table 3.

All Dbiological parameters (ferritin, transferrin
saturation, serum albumin, parathyroid hormone,
efficacy of dialysis (Kt/v) and serum creatinine)
evaluated during the study were comparable between
the two groups, and there was no difference between the
baseline and end of the study parameters.

Sex variation in this study shows no difference in
response to both ESAs, 66.7% of male and 69.4% of

25

female patients in group A corrected of anemia, while
62.1% of male and 57.1% of female patients in group
B corrected of anemia, which represents no significant
difference.

Study limitations: The limitations of this study were
involvement of a single center and the small number
of participants. The two groups were matched for
several important confounders; however, other residual
confounders, like the presence of inflammation, occult
blood loss, missed dose injection, and others, could be
there and not matched between the two groups.

RECOMMENDATIONS

If administration intervals could be successfully
extended beyond once monthly for all patients,
the resulting time savings could enable health care
providers to spend more time focusing on other aspects
of CKD management, including patient education,
and to address other modifiable risk factors, such as
hypertension and mineral balance.

CONCLUSIONS

Treatment with methoxy polyethylene glycol-
epoetin beta (Mircera) administered intravenously
once monthly was superior to treatment with epoetin
alfa (Eprex) administered subcutaneously three times
weekly for maintaining haemoglobin concentrations in



Journal of the Arab Board of Health Specializations Vol.17, No.3, 2016

patients with chronic kidney disease on hemodialysis
(p<0.0001). Safety findings were characteristic of the
population under study and similar between the two
treatment groups.
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COMPARISON OF UROFLOWMETRY BETWEEN WOMEN SUFFERING FROM
LOW URINARY TRACT SYMPTOMS OR CYSTOCELES AND LIVERPOOL
NORMOGRAMS OF NORMAL WOMEN
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ABSTRACT

Objective: To investigate uroflow shapes and parameters in women suffering from low urinary tract symptoms
LUTS) or cystocyles, and to compare their maximum flow rates with Liverpool Normograms of normal women
)

Methods: This is a cross-sectional study on women with low urinary tract symptoms (LUTS) or cystocyles who
visited urodynamic units of Aleppo University Hospitals between 2007 and 2016, who underwent free uroflowmetry.
Exclusion criteria contained those with untreated urinary tract infection, uncontrolled diabetes, and those who
couldn t urinate during uroflow study.

Results: 352 women were enrolled in the study, their mean age was (46+10) years. Clinical story showed that
85.2% of these women suffered from urinary incontinence, 20.5% had dysuria, 5.9% suffered from enuresis. Pelvic
exam showed that 33.5% had grade 1 cystocyle, 32.1% had grade 2 cystocyle, whereas 6% had grade 3 cystocyle.
Mean of residual volume was (12+56) ml. Concerning uroflow parameters, they were as follows: voided volume
(265+187) ml, Q  (25.7+14.3) ., Qave(12.1£6.5) ., flow time (22.8+19.8) sec, time to maximum flow (8.9+11.4)
S€C, O, on Liverpoot WAS ON the line of (41.9£31)%. There were important relations between Q Liverpoal and age
(p=0.03), residual volume (p=0.012), story of urinary incontinence (0.035), severity of incontinence (p=0.04),
story of enuresis (p=0.017), story of dysuria (p=0.001) and presence of cystocyle (p=0.013). All of these cases had
negative relations with Q Liverpool. Shapes of uroflow contained bell shapes (72.4%,), and not bell shapes (27.6%)
which included prolonged, intermittent, wavy and hadabie shapes. These shapes were not affected by age, weight or
number of deliveries but by residual volume (p<0.001) and by the story of dysuria (p<0.001), that (not bell shapes)
were more prevalent in these cases. Not bell shapes were also more prevalent in cases of urinary incontinence
(specially pure stress incontinence), severe incontinence, story of enuresis and presence of grade 2 or 3 cystocyes,
but the relationship between these cases and uroflow shapes were statistically unimportant. On the other hand, story
of dysuria in predicting voiding dysfunction (which is defined in our study as the presence of at least one of these
parameters on uroflow: QO <10%, or residual volume >50 ml or presence of not bell shapes of uroflow) had

max on Liverpool —

a sensitivity of 0.385 and a specificity of 0.891.

*Roula Zayyat, M.D. PHD; Lecturer, Department of Obstetrics and Gynecology, Aleppo University Hospital of Obstetrics and Gynecology, Aleppo, Syria.

E-mail: roula.zayyat@gmail.com.
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Conclusions: Omax in our study had a mean value of (41.9£31%) on Liverpool Normogram which was relatively
low. This Q Liverpool had an important negative relation with age, story of urinary incontinence, severity of
incontinence, story of enuresis or dysuria, presence of cystocyle, and residual volume. Not bell shapes™ of uroflow
were more prevalent in cases of of dysuria. In these shapes residual volume was significantly more than that in bell-
shape uroflows. Not bell shapes™ were also more prevalent in cases of urinary incontinence (specially pure stress
incontinence), severe incontinence, story of enuresis and presence of cystocyes, but the relationship between these
cases and uroflow shapes were statistically unimportant. Also we found that the story of dysuria had low sensitivity
and high specificity in the prediction of voiding dysfunction on uroflowmetry.
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TREATMENT OF SEVERE ACUTE MALNUTRITION IN CHILDREN LESS
THAN 6 MONTHS, AND SHED LIGHT ON THE MID-UPPER
ARM CIRCUMFERENCE AT THIS GROUP

Lise cluld e el clilly 4eil 6 jee (50 JUhY) die andll slall L300 ¢ o Vs 200
ol e Ao sanall 038 die Acasl) Cacaline
Jaber Mahmod, MD
3900 pl> .
ABSTRACT

Objective: To study the effectiveness of the application of modern recommendations of the World Health
Organization (WHQO) in treating the cases of severe acute malnutrition in children less than 6 months old, and to
shed light on the measurements of the mid-upper arm circumference (MUAC) at this group.

Methods: The study was conducted at Children's University Hospital in Damascus, a prospective study between
1 April 2015 till 1 April 2016, included 66 children (aged less than 6 months) were diagnosed with severe acute
malnutrition according to the standards of WHO, it was performed to measure MUAC with the application of the
recommendations of the WHO in the treatment of severe acute malnutrition.

Results: It was diagnosed 66 patients of severe acute malnutrition according to the standards of WHO, 26 males
and 40 females, aged between 1.5-6 months, primary severe acute malnutrition was present in 48 patients (72%,),
secondary severe acute malnutrition in (28%,). The clinical type edematous was noted in 36 patients (55%); non-
edematous in (45%). The average duration of hospitalization was 14 days in 50 patients (76%,). The average daily
weight gain was 15 g/kg/day; in 45 patients (68%). The healing rate was 53 patients (81%), and death in 5 patients
(7%). We conducted a measurement of the MUAC all studied sample, values were compatible with the Z-score less
than (SD-3) ranging from (80-110 mm).

Conclusions: We have found that the World Health Organization recommendations play a major role in the
management of children less than 6 months who have severe acute malnutrition; especially in shortening the duration
of hospitalization and increased daily weight gain rate. We also found that the values of the MUAC in the study
sample is located between 80-110 mm.
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CALCIFIED AMORPHOUS TUMOR OF THE HEART
Q) 3 GulSie JSE) ane o)

Basil Hajji Mohammed, MD; Ahamad Salah koja, MD; Amal Babi, MD; Alae Kayyali, MD, PhD
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ABSTRACT

We describe a case of 37-year old male, who presented with chest pain and syncope, on examination a calcified

mass in the right atrial wall was discovered which was excised at surgery. Histopathologic examination diagnosed

the tumor as a calcified amorphous tumor (CAT).
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Primary heart sarcomas affect mainly middle-aged
adults and are rare in the pediatric population. Only
rhabdomyosarcomas are more frequently found in
children. With the exception of angiosarcoma, which
more readily affect the right atrium, the other sarcomas
are usually found in the left atrium but they can arise in

any part of the heart.
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UNUSUAL GIANT ACROCHORDON (SKIN TAG) OF THE GROIN, UNUSUAL
HUGE BENIGN TUMOR
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ABSTRACT

Skin tags (Acrochordons, or fibroepithelial polyps)
are very common skin lesions, and small benign
tumors that form primarily in areas where the skin
forms creases; such as neck, armpit and groin. They
are harmless and typically painless, and do not grow
or change over time. However, giant acrochordons are
extremely rare. We present a case of giant acrochordons
in an obese man (BMI 34 Kg/m?) in the inguinal region
for more than 5 years duration, who was treated with
total excision of the mass with primary closure. To the
best of our knowledge, it is one of the few largest skin
tags reported over the inguinal region.

INTRODUCTION

An acrochordon, also known as a {cutaneous skin tag
or fibroepithelial polyp (FEP) } is a polypoid outgrowth
of both epidermis and dermal fibrovascular tissue. They

gy Al b sy &

are small, soft, commonly benign, usually pedunculated
neoplasm found particularly in persons who are obese.
It is usually skin colored or hyperpigmented, and it may
appear as surface nodules or papillomas on healthy skin.
Most of them vary in size from 2-5 mm in diameter,
although larger skin tag up to 5 cm in diameter are
sometimes evident. The most frequent localizations
are the neck and the axilla, but any skin fold, including
the groin, may be affected. They may also occur on the
face, usually on the eyelids, and can occur rarely on the
lower part of the trunk in particular.!

These have been reported to have an incidence of
46% in the general population and are benign tumors.
On rare occasions, histological examination of a
clinically diagnosed FEP reveals a basal or squamous
cell carcinoma.

An equal prevalence of acrochordons exists in males
and females.?* When present, acrochordons increase in

*Mohammed Hillu Surriah, C.A.B.S; General Surgery Specialist in Al-Karama Teaching Hospital, Baghdad, Iraq. E-mail: drmohammedhs@yahoo.com.
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Figure 1. Clinical photograph of giant lift inguinal
acrochordon (skin tag) in erect position.

frequency up through the fifth decade. As many as 59%
of persons may have acrochordons by the time they are
aged 70 years. A family history sometimes exists.

They do not produce symptoms unless inflamed or
irritated and they are not expected to change in size
over time.* Pedunculated lesions may become twisted,
infarcted, and fall off spontaneously.’

It is not known what causes of skin tags, but frequent
irritation seems to be an important causative factor,
especially in persons who are obese. However, skin tags
are more common in:

- People who are overweight and obese, probably
because they have more skin folds and creases.

- Hormone imbalances may facilitate the development
of acrochordons (e.g. high levels of estrogen and
progesterone during pregnancy, high levels of growth
hormone in acromegaly).

- Individuals with diabetes mellitus.

- Illegal steroid use - they interfere with the body and
muscles, causing the collagen fibers in the skin to bond,
allowing skin tags to be formed.

- People with the human papilloma virus (low-risk HPV
6and 11).°

The skin tags may develop in areas of skin friction,
leading to disruption of skin, which might serve as a
route of entry for the virus. The presence of HPV DNA
and mechanical friction seem to be significant cofactors
in the pathogenesis of skin tags.’
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Figure 2. Another photograph of giant left inguinal
acrochordon (skin tag).

Histopathologically, they are composed of loose
collagen fibres and blood vessels surrounded by a
thickend or thinned-out epidermis.

CASE PRESENTATION

A 39 years old man, obese patient {(BMI 34 Kg/
m?) weight 103 kg and length 1.74 m}, attended to
the outpatient clinic of al-Karama Teaching Hospital
(Baghdad, Iraq) presented with an asymptomatic
lesion on his left inguinal region for more than 5 years
duration, pedunculated fleshy mass (11 x 6 x 3) cm in
size in erect position. It was initially small in size but
gradually increase to attain the present diameter. He
had no significant medical or family history (such as
diabetes mellitus, or hypertension).

On examination, obese patient had a soft, non-
tender, pedunculated mass, smooth surface, measuring
about (11 x 6 x 3) cm in size in erect position on the
left inguinal region, the overlying skin look normal (no
scar of previous operation, no distended veins) as in the
Figue 1 and 2.

All the routine investigations were within normal
limits (FBC, GUE & FBS).

Total excision of the mass with primary closure was
performed under general anaesthesia and the specimen
has been sent for histopathological examination, Figure
3 and 4.
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Figure 3. Gross of complete excision of the mass.

On histopathological examination one piece of tissue
measure (9 x 6 x 3) cm (the variation in size between
the specimen and physical examination due to the
heavy weight of the mass in standing position and under
the gravity; while the specimen was shrinkage after
excision) covered by skin, cut section was homogenous,
soft, yellowish white in color with hemorrhagic area
and blood vessels.

Microscopical exam of the specimen revealed
massive fibrosis, hyperkeratosis, acanthosis, and mild
chronic inflammatory cells. No malignant cells were
seen, Figure 5.

DISCUSSION

Skin tags are common in general population but it is
very rare to find unusual giant skin tags like one in
our case. Skin tags, occur as multiple soft polypoid

Figure 5. Histopathology showing massive fibrosis,
hyperkeratosis, acanthosis, and mild chronic
inflammatory cells.
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Figure 4. Complete excision with primary suturing.

growths over flexural areas. These are benign tumors of
skin with no propensity for malignant transformation.
Common sites for skin tags include neck, axillae,
eyelids and trunk.® Less common sites include groin,
abdomen and back. Unusual locations reported include
penis,’ vulva!? and perineum."

Etiology is unknown but they tend to occur in obese,
middle aged patients with equal incidence in both sexes.
Frequent irritation seems to be an important causative
factor. Frictions against tight fitting clothes have also
been connected with skin tags.'> An association between
skin tags and diabetes mellitus," insulin resistance,"
obesity,'* impaired carbohydrate and lipid metabolism
has been suggested. Pregnancy is also a risk factor.'s
Hormonal imbalances may facilitate the development of
acrochordons (high levels of Estrogen and Progesterone
in pregnancy and increased level of Growth Hormone in
acromegaly). It has been reported to be associated with
multiple systemic disorders like acromegaly,'® colonic
polyps (Gardener syndrome)'”!* and Birt-Hogg-Dube
syndrome."

The subtropical and tropical areas of the globe
harbor large number of infections. The reason can be
attributed to the intense exposure of skin to sun. The
ultraviolet (UV) irradiation has intense effects on
skin immunology, including reduction in density and
antigen-presenting ability of Langerhans cells in the
epidermis, increased keratinocyte secretion of IL-10
and prostaglandin E2 with increased serum levels of
IL-4.%° Thus UV irradiation seems to induce a resultant
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immunosuppressive effect with decreased TH1 cell
activation.?! This type of microenvironment is ideal for
the survival of infection in healthy subjects living in
tropical parts of the globe.

Our patient was obese, live in subtropical area
(Baghdad, Iraq), had a family history of skin tags, but
no other benign neoplasia, and not associated with any
of the systemic disorders mentioned above.

The mass was initially small in size but gradually
increase in size during the 5 years may be due to
frequent irritation and increase in body weight.

CONCLUSIONS

Benign inguinal tumors present mainly as
asymptomatic swelling. It is histopathology which
confirms their exact nature. Total excision of the mass
with primary closure is the treatment of choice. To the
best of our knowledge, it is one of the few largest skin
tags reported.
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Medical Case

Giant Thrombosed Intracranial Aneurysm
Ciadl) Jala ABes 5jida ad o

A 79-year-old woman presented with a 1-year history of gradual neurologic decline involving confusion, memory loss,
imbalance, and incontinence. On examination, she was oriented only to self and had mild nonfluent aphasia. Computed
tomography (CT) performed without the administration of contrast material revealed a large left frontotemporal
mass with areas of calcification (Panel A). CT angiography and magnetic resonance imaging (Panels B and C) also
revealed the mass (which measured 3.8 cm by 6.2 cm by 3.9 cm) without contrast enhancement or intraluminal
filling, which raised suspicion of a thrombosed aneurysm that was likely to have originated from the bifurcation of
the middle cerebral artery. Bands of different T2-weighted signals (Panel C) suggested previous episodes of layering
of blood products. Conventional angiography and three-dimensional reconstruction revealed no residual aneurysm
and an occlusion of the anterior division of the middle cerebral artery as a result of compression mass effect, along
with retrograde filling from leptomeningeal collateral branches of the anterior cerebral artery. After discussion with
the patient’s family, a decision was made to conservatively manage the aneurysm and to address the hydrocephalus
with the placement of a ventriculoperitoneal shunt and endoscopic transfrontal septostomy. An improvement in the
patient’s overall neurologic status was noted at a clinic follow-up visit.
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Yasunori Nagahama, M.D., and Matthew A. Howard, I1I, M.D.
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N Engl J Med 2016,375:778, August 25, 2016. Images in Clinical Medicine

Translated by Samir Aldalati, MD
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Medical Case
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Regression of clubbing after treatment of lung cancer

L)l Oy Aadlas 2y aala¥) hjis Ala aals

A 59-year-old woman with a smoking history of 60 pack-years presented with progressive shortness of breath and
clubbing of her fingers that had developed over a 1-year period (Panel A). A computed tomographic scan showed a
large mass with cavitation in the left lower lobe of the lung (Panel B shows the axial view). Transbronchial biopsy
revealed an undifferentiated non—small-cell cancer with positive immunohistochemical staining for tumor protein 63
and cytokeratin 5/6, findings that were consistent with a diagnosis of poorly differentiated squamous-cell lung cancer.
The patient was treated with carboplatin and paclitaxel chemotherapy and radiation therapy, and she was enrolled
in an immunotherapy trial with a programmed death ligand 1 (PD-L1) inhibitor as maintenance therapy. Six months
after diagnosis and the initiation of treatment, the patient noticed that the clubbing of her fingers had diminished
(Panel C) and that she was no longer short of breath. A follow-up computed tomographic scan showed a decrease in
the size of the mass (Panel D). Physical examination of the nails for clubbing may aid in the diagnosis of lung disease,
including lung cancer. In this patient, the clubbing diminished after an impressive response
to treatment of the cancer.
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Ari J. Ciment, M.D., and Larry Ciment, M.D.
Mount Sinai Hospital, Miami Beach, FL
N Engl J Med 2016, 375:1171, September 22, 2016. Images in Clinical Medicine

Translated by Samir Aldalati, MD
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Inhaled vitamin D: A novel strategy to enhance neonatal lung maturation
BN Faa e A4l gl Gujadl Baslg Aluyk 1 LAY D ualidll

Taylor SK, et al.
Lung 2016 Sep 10.

Introduction: The physiologic vitamin D (VD), 10,25(0OH)2D3 (1,25D) is a local paracrine/autocrine effecter of fetal
lung maturation. By stimulating alveolar type II cell and lipofibroblast proliferation and differentiation, parenterally
administered 1,25D has been shown to enhance neonatal lung maturation; but due to the potential systemic side
effects of the parenteral route, the translational value of these findings might be limited. To minimize the possibility
of systemic toxicity, we examined the effects of VD on neonatal lung maturation, when delivered directly to lungs
via nebulization.

Methods: One-day-old rat pups were administered three different doses of 1,25D and its physiologic precursor
25(0OH)D (25D), or the diluent, via nebulization daily for 14 days. Pups were sacrificed for lung, kidneys, and blood
collection to determine markers of lung maturation, and serum 25D and calcium levels.

Results: Compared to controls, nebulized 25D and 1,25D enhanced lung maturation as evidenced by the increased
expression of markers of alveolar epithelial (SP-B, leptin receptor), mesenchymal (PPARy, C/EBPa), and endothelial
(VEGF, FLK-1) differentiation, surfactant phospholipid synthesis, and lung morphology without any significant
increases in serum 25D and calcium levels.

Conclusions: Inhaled VD is a potentially safe and effective novel strategy to enhance neonatal lung maturation.
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Hospital acquired Clostridium difficile infection
in pediatric wards
JUkY) aluddl 8 sl cilibaall adhas Adall b uiSal) oY)

Karaaslan A, et al.
Springerplus 2016 Aug 11;5(1):1329.

Background: Clostridium difficile is a major cause of antibiotic-associated diarrhea and frequently results in
healthcare-associated infections. The aim of this study was to determine the incidence and potential risk factors for
C. difficile infection (CDI) in hospitalized children who developed diarrhea. A retrospective study was performed at
a university hospital in Istanbul over a three-year period (2012-2014).

Results: During the study period 12,196 children were hospitalized, among them 986 (8 %) children with diarrhea
were investigated for CDI and 100 (0.8 %) children were diagnosed with CDI. The incidence of CDI in hospitalized
children was 4/1000, 9/1000 and 9/1000 patients per year in year 2012, 2013 and 2014, respectively (p=0.008, p<0.01).
The mean age of children with CDI (2.6+£2.6 months) was lower than children without CDI (57.5+63.5 months)
[p=0.001]. In the multivariate analysis, the presence of underlying chronic diseases [presence of malnutrition (OR 7,
95% CI 1.33-36.7, p=0.021), presence of solid organ tumors (OR 6, 95% CI 2.4-15.7, p<0.00), presence of congenital
heart diseases (OR 4.6, 95% CI 1.13-18.7, p=0.03), hospitalization in PICU (OR 15.6, 95% CI 3.2-75.8, p=0.001) and
hospitalization in hematology and oncology ward (OR 7.8, 95 % CI 2-29.9, p=0.002)] were found to be independent
risk factors for CDI.

Conclusions: This is the first description of the incidence and associated risk factors of CDI in Turkish children.
One of the most important risk factor was prior antibiotic exposure which emphasizes the importance of antibiotic
stewardship programs.
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Efficacy and safety of deflazacort vs prednisone and placebo
for Duchenne muscular dystrophy
prednisone si deflazacort alaiiuly Aallaal) Ladiug Ayllad
gl Adaal) Jiall ela A 4la ) dallaall

Griggs RC, et al.
Neurology 2016 Aug 26.

Objective: To assess safety and efficacy of deflazacort (DFZ) and prednisone (PRED) vs placebo in Duchenne
muscular dystrophy (DMD).

Methods: This phase III, double-blind, randomized, placebo-controlled, multicenter study evaluated muscle strength
among 196 boys aged 5-15 years with DMD during a 52-week period. In phase 1, participants were randomly
assigned to receive treatment with DFZ 0.9 mg/kg/d, DFZ 1.2 mg/kg/d, PRED 0.75 mg/kg/d, or placebo for 12
weeks. In phase 2, placebo participants were randomly assigned to 1 of the 3 active treatment groups. Participants
originally assigned to an active treatment continued that treatment for an additional 40 weeks. The primary efficacy
endpoint was average change in muscle strength from baseline to week 12 compared with placebo. The study was
completed in 1995.

Results: All treatment groups (DFZ 0.9 mg/kg/d, DFZ 1.2 mg/kg/d, and PRED 0.75 mg/kg/d) demonstrated
significant improvement in muscle strength compared with placebo at 12 weeks. Participants taking PRED had
significantly more weight gain than placebo or both doses of DFZ at 12 weeks; at 52 weeks, participants taking PRED
had significantly more weight gain than both DFZ doses. The most frequent adverse events in all 3 active treatment
arms were Cushingoid appearance, erythema, hirsutism, increased weight, headache, and nasopharyngitis.
Conclusion: After 12 weeks of treatment, PRED and both doses of DFZ improved muscle strength compared with
placebo. Deflazacort was associated with less weight gain than PRED.
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Relationship between insulin-like growth factor 1, leptin
and ghrelin levels and catch-up growth in small for gestational age infants of 27-31 weeks
during neonatal intensive care unit admission

Baal) sailly cplially oill) ¢ 1 ClamsVl Adial) salll Jale cliginna ¢y A8l
gaad 31-27 amy Jaall jaad dpei Cppiiuall gl s
Bl fand 558 al) Aliad) Bang B Jelll DA

Ohkawa N, et al.
J Paediatr Child Health 2016 Aug 27.

Aim: Poor post-natal growth is related to later morbidity and poor cognitive development in preterm infants. We
investigated the relationship between plasma insulin-like growth factor 1 (IGF-1), leptin, active ghrelin levels and
post-natal growth in preterm infants small for gestational age (SGA).

Methods: Plasma IGF-1, leptin and active ghrelin levels were measured at birth and at 2, 4, 6 and 8 weeks after birth
in 42 very low birthweight (VLBW) infants (born between 27 and 31 weeks of gestation), including 14 SGA infants
with extrauterine growth restriction (EUGR), 6 SGA infants without EUGR and 22 appropriate-for-gestational-age
infants.

Results: At birth, IGF-1 levels in SGA infants without EUGR did not differ significantly from those in SGA infants
with EUGR. However, IGF-1 levels in SGA infants without EUGR were as high as those observed in appropriate-
for-gestational-age infants and were significantly different from those in SGA infants with EUGR at 4 and 8 weeks of
age. Leptin and ghrelin levels did not differ significantly among the three groups at any time point.

Conclusion: IGF-1 is related to catch-up growth in SGA VLBW infants during neonatal intensive care unit admission;
however, this does not appear to be the case for leptin and ghrelin. IGF-1 level monitoring may be useful for predicting
EUGR in preterm VLBW infants.
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Obstetrics And Gynecology
Al a1y adsil

Urocortin and corticotrophin-releasing hormone receptor type 2 mRNA
are highly expressed in deep infiltrating endometriotic lesions
4 4 paal) clilall el ¢ sasd) cOLEing (p 2 Jaaily (aldd) Jlupal) Uyl adijal) i)
gL de g1 iagaiY) ild] L& Urocortin g

Carrarelli P, et al.
Reprod Biomed Online 2016 Jul 29.

Ovarian endometrioma (OMA) and deep infiltrating endometriosis (DIE) are the most severe forms of endometriosis,
but different pathogenetic mechanisms and clinical symptoms distinguish these two forms. Corticotrophin-
releasing hormone (CRH) and urocortin (Ucn) are endometrial neuropeptides involved in tissue differentiation and
inflammation. The expression of CRH, Ucn, Ucn2, CRH-receptors (type-1 and type-2) and inflammatory enzymes
phospholipase-A2 group 1A (PLA2G2A) and cycloxygenase-2 (COX2) were evaluated in OMA (n=22) and DIE
(n=26). The effect of CRH or Ucn on COX2 mRNA expression was evaluated in cultured human endometrial stromal
cells. In DIE lesions, CRH, Ucn and CRH-R2 mRNA levels were significantly higher than in OMA (P<0.01, P<0.001
and P<0.05, respectively); DIE lesions showed a higher expression of COX2 (P<0.01) and PLA2G2A (P<0.05) mRNA
than OMA, which was positively correlated with CRH-R2 mRNA expression (P<0.05). Intense immunostaining for
CRH and Ucn was shown in DIE. Treatment of cultured endometrial stromal cells with Ucn significantly increased
COX2 mRNA expression (P<0.01); this effect was reversed by the CRH-R2 antagonist astressin-2B. In DIE, DIE
lesions highly express neuropeptide and enzyme mRNAs, supporting a strong activation of inflammatory pathways.
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Efficacy and safety of adjuvant recombinant human erythropoietin and ferrous sulfate
as treatment for iron deficiency anemia during the third trimester of pregnancy
saal) il aa qugdlal) gpdadl Glissg i Y aladialy 5ao Lucal) Aadleall Adiug Adlad
Jaall e aY) Gl DA aaal) Sea aal) R cla dplles 8

Sanchez-Gonzalez LR, et al.
Eur J Obstet Gynecol Reprod Biol 2016 Aug 10;205:32-36.

Purpose: Gestational anemia increases the incidence of maternal and fetal complications. Adjuvant recombinant
human erythropoietin (rHuEPO) has been used in patients who refuse blood transfusions, have a low response to
treatment with iron sulfate, have limited time before birth, or have other illnesses that complicate the anemia. We
demonstrated that the use of adjuvant rHuEPO with iron sulfate reduces the anemia time period and is innocuous to
the fetus.

Methods: An experimental longitudinal prospective study; 100 pregnant women in their third trimester were
included. Group 1 (n=50) was set as control for prevalence of anemia and establish hematological maternal and fetal
parameters at delivery for our population; 50 women diagnosed with iron deficiency anemia were randomly assigned
to treatment groups. Group 2 (n=25) third trimester women with a hemoglobin of <11 g/dL were treated with iron
sulfate, 600 mg administered orally daily for 4 weeks, evaluating the hematologic response for the mother weekly
and for both mother and fetus at birth; Group 3 (n=25) women similar to group 2, treated in addition with adjuvant
rHuEPO, 4000 units subcutaneously, three times a week, for 4 weeks evaluating the same parameters.

Results: Group 2 and 3 showed a corrected anemia before delivery (mean 11.1 vs 11.4 g/dL), but Group 3 showed
a statistically broader and more rapid increase in hemoglobin (1.22 vs 1.92 g/dL, p-value 0.013) with an tHuEPO
dose of 4000 units, three times a week for 1 month. No clinical or hematologic difference or changes in growth were
observed in the fetus.

Conclusions: Erythropoietin is safe and effective for both mother and fetus, although an ideal pregnancy dose has
not yet been established.
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Placental bed apoptosis is increased in pregnant women
with pre-eclampsia versus normotensive pregnant women
ey Jalgad) s ludl) die dasdiall g B Aggldd) ASlain) 3245
pdl) bk bk Jalsally 438 zlagy) Jd L
Dagdelen M, et al.
J Obstet Gynaecol 2016 Aug 26:1-6.

We hypothesised that apoptosis in the placenta is increased in pregnant women whose pregnancies were complicated
by pre-eclampsia as compared to normal pregnant women. Biopsy samples were obtained by punch biopsy from
placental beds in 15 pre-eclamptic and 15 normotensive pregnant women during cesarean section. Apoptosis in
syncytiotrophoblasts, syncytial cluster, extravillous cytotrophoblast, and decidual and stromal cells were evaluated
by caspase-3, bax and terminal deoxynucleotidyl transferase-mediated deoxyuridine triphosphate nick end-labelling
(TUNEL) immunohistochemical methods. A significant involvement was observed via caspase-3 and TUNEL
methods in the syncytiotrophoblasts, syncytial cluster and extravillous cytotrophoblast cells of the pre-eclamptic
group versus normotensive group (p<0.001). Caspase-3 method found significantly increased involvement in the
pre-eclamptic group versus normotensive group (p<0.001). Although bax method found significantly increased
involvement in syncytiotrophoblasts in the pre-eclamptic group versus normotensive group (p<0.001), no significant
difference was found between the groups in terms of involvement of other cell groups (p>0.05). Apoptosis in the
placental bed is increased in pre-eclamptic woman.
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Predictive value of serum B-hCG for early pregnancy outcomes
among women with recurrent spontaneous abortion
5Suall Jalall 8 Jaal) guilis) Ay pdd) Apapdial) Adaalish) Aaiall Ailal) iy gicual Ayl Aal
S8l (g gdad) ALY eV lay ¢ Ludl) Aie

LiuY, etal.
Int J Gynaecol Obstet 2016 May 24.

Objective: To examine peak serum levels of the f-subunit of human chorionic gonadotropin (B-hCG) for prediction
of early pregnancy outcomes among women with recurrent spontaneous abortion (RSA).

Methods: In a retrospective study, the medical records of pregnant women with a history of RSA treated at Sun Yat-
sen Memorial Hospital, China, between January 2011 and July 2013 were reviewed. Serum -hCG had been measured
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twice weekly from 5 to 13 weeks of pregnancy, and pregnancy was monitored by transvaginal ultrasonography to
13+6weeks. Optimal cutoff for peak B-hCG level was determined by receiver operator characteristic curve analysis
and Youden index. Women were divided into four groups on the basis of optimal peak B-hCG cutoff and pregnancy
outcome (pregnancy at 13 weeks or spontaneous abortion). Peak B-hCG levels and length of pregnancy at this peak
were examined.

Results: Overall, 1240 patients were included. The optimal cutoff value of peak B-hCG was 88468 IU/L, with a
sensitivity, specificity, positive predictive value, and negative predictive value for successful pregnancy of 95.6%,
88.0%, 95.6%, and 89.0%, respectively. A faster rise in B-hCG, higher peak B-hCG, and longer pregnancy length at
peak B-hCG were associated with successful early pregnancy.

Conclusion: A cutoff value of serum B-hCG of 88000 IU/L could be used to predict early pregnancy outcomes for
women with a history of RSA.
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Adjuvant gonadotrophin-releasing hormone agonist trigger
with human chorionic gonadotrophin to enhance ooplasmic maturity
Alaliil) cililall el G sl lald aladialy Adajmal) Asdlaeal) g0
L) LAY Lewdly gaai Juiad A Apdal) Arasdial) Al dalal) sl ae

Pereira N, et al.
Reprod Biomed Online 2016 Aug 20.

This study investigates whether an adjuvant gonadotrophin-releasing hormone agonist (GnRHa) trigger with human
chorionic gonadotrophin (HCG) improves fresh intracytoplasmic sperm injection (ICSI) cycle outcomes in patients
with poor fertilization history after standard HCG trigger alone. This study compared 156 patients with <40%
fertilization rate in a prior ICSI cycle with standard HCG trigger who underwent another ICSI cycle with a combined
2 mg GnRHa and 1500 IU HCG ovulatory trigger. There was no difference in the baseline demographics, ovarian
stimulation outcomes or sperm parameters of the groups. More mature oocytes were retrieved in the combined
trigger group compared with the HCG trigger group: 12 (9-14) versus 10 (7-12); P=0.01. The fertilization rate in the
combined trigger group (59.2%) was higher than the HCG group (35.3%); P=0.01. The odds of clinical pregnancy
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and live birth were 1.8 and 1.7 times higher, respectively, when comparing the former group to the latter; P=0.03. The
results suggest that combined GnRHa and HCG trigger in ICSI cycles is a reasonable approach to increase oocyte
maturity, specifically ooplasmic maturity, thereby increasing fertilization and improving ICSI cycle outcomes in
patients with a history of poor fertilization after standard HCG trigger alone.
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Surgery
sl

A decade of day-case endoscopically guided stent placement
in malignant oesophagogastric strictures

Barally 5 gyal) B ALpdl) il cNla B patilly dsgal) Silaall gl Gubail) o S

Almond LM, et al.
Surg Endosc 2016 Sep 9.

Background: Self-expanding metal stents (SEMSs) are the palliative treatment of choice for rapid symptomatic
relief in patients with malignant dysphagia. Increasingly endoscopically guided insertion is performed as a day
case and without the need for fluoroscopic guidance. This consecutive case series reports 11-year experience of
endoscopically guided SEMS insertion in a large UK specialist oesophagogastric unit.

Methods: Patients undergoing stent insertion for malignant dysphagia between 2003 and 2014 were identified from
a prospectively maintained database. Data on patient demographics, tumour characteristics, indications, technique of
insertion, complications, and need for re-intervention were abstracted and then corroborated by retrospective review
of electronic case records.

Results: A total of 362 patients with a median age of 76 years underwent primary SEMS insertion under endoscopic
guidance. Repeat endoscopic intervention was required in 26 patients within 30 days and 59 patients within 90 days
of primary insertion, giving Kaplan-Meier estimated re-intervention rates of 7.7 % and 20.3 %, respectively. Higher
tumours were associated with need for repeat intervention (p=0.014). The most frequent repeat intervention was
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insertion of a new stent, most commonly for stent migration or tumour overgrowth. Out of 252, 222 (88.1 %) patients
referred through a rapid access pathway were stented as day cases, and the 30-day readmission rate in this cohort did
not differ significantly from patients stented as inpatients (p=0.774). Three (0.8 %) patients suffered a perforation,
and there was a single procedure-related death.

Conclusions: This large consecutive case series demonstrates that endoscopically guided SEMS insertion in malignant
dysphagia can be performed efficiently as a day case with low complication, readmission, and re-intervention rates.
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External fixation versus dynamic hip screw
in treatment of elderly intertrochanteric hip fractures
eSalinal) gl Qg aladin aa AUl Culill) 45)lda
Ol S e Cppgaall G gl g s Aallaa B

Zhang Y, et al.
J Orthop Sci 2016 Sep 7.

Objective: To evaluate the effect of external fixation compared with dynamic hip screw (DHS) for the treatment of
elderly intertrochanteric hip fractures.

Methods: We searched Pubmed, Embase, Cochrane central database (All to December 19th, 2015) for comparative
studies relevant to external fixation versus DHS for the management of intertrochanteric hip fractures. Only
randomized controlled trial (RCT) were included. We extracted the trial characteristics, intervention details, primary
and secondary outcomes. Risk of bias was assessed. Fixed/random effect model was adapted according to the
heterogeneity tested by 12 statistic. Sensitivity analysis was conducted and publication bias was assessed.

Results: A total of 4 RCTs were retrieved involving 260 patients. Pooled results showed for the primary outcomes of
Harris hip score and final mortality, no significant difference was found between external fixation and DHS, however,
for the secondary outcomes, external fixation had advantages in the aspects of length of surgery, operative blood loss,
blood transfusion and hospital stay while shortcomings in pin-track infection. For other secondary outcomes such as
fracture reduction, cut out and varus malunion, no significant difference could be found.
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Conclusions: While there was no conclusive evidence, as external fixation with less surgery time, less blood loss
and less post-operative pain while no compromise in final functional outcome and mortality compared with DHS, it
could be considered as an alternative for the elderly intertrochanteric hip fractures, especially in high risk patients
who could not tolerate routine spinal anesthesia and open surgery.
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Indications, technique, and results of robotic pancreatoduodenectomy
diiaal) gilisl]y Agma) cclldaiy)
Cisag ) aladindy ially GubySil) Juativd clles A

Napoli N, et al.
Updates Surg 2016 Sep 10.

Robotic assistance improves surgical dexterity in minimally invasive operations, especially when fine dissection
and multiple sutures are required. As such, robotic assistance could be rewarding in the setting of robotic
pancreatoduodenectomy (RPD). RPD was implemented at a high volume center with preemptive experience in
advanced laparoscopy. Indications, surgical technique, and results of RPD are discussed against the background of
current literature. RPD was performed in 112 consecutive patients. Conversion to open surgery was required in three
patients, despite nine required segmental resection and reconstruction of the superior mesenteric/portal vein. No
patient was converted to laparoscopy. A pancreato-jejunostomy was created in 106 patients (94.6 %), using either a
duct-to-mucosa (n=82; 73.2%) or an invaginating (n=24; 21.4%) technique. Pancreato-gastrostomy was performed in
one patient, the pancreatic duct was occluded in two patients, and a pancreatico-cutaneous fistula was created in three
patients. Mean operative time was 526.3+102.4 in the entire cohort and reduced significantly over the course of time.
Experience was also associated with reduced rates of delayed gastric emptying and increased proportion of malignant
tumor histology. Ninety day mortality was 3.6%. Postoperative complications occurred in 83 patients (74.1 %) with a
median comprehensive complication index of 20.9 (0-30.8). Clinically relevant pancreatic fistula occurred in 19.6 %
of the patients. No grade C pancreatic fistula was noted in the last 72 consecutive patients. RPD is safely feasible
in selected patients. Implementation of RPD requires sound experience with open pancreatoduodenectomy and
advanced laparoscopic procedures, as well as specific training with the robotic platform.
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Impact of changes in left ventricular ejection fraction on survival
after transapical aortic valve implantation
sl Cpladll BN sl Apud B ) Al
Ll pe o) alaall g5 les 2y LAY o
D'Onofrio A, et al.
Ann Thorac Surg 2016 Sep 7.

Background: This single-center retrospective study assessed the variation of left ventricular ejection fraction (LVEF)
after transapical transcatheter aortic valve implantation and its effect on survival. We also evaluated the effect of
sheath diameter on LVEF.

Methods: We analyzed data of all consecutive patients who underwent transapical transcatheter aortic valve
implantation with the Sapien (Edwards Lifesciences, Irvine, CA) device (and its evolutions) between 2009 and 2015.
We analyzed the difference between preoperative LVEF and LVEF at discharge (AEF=LVEFpost-op - LVEFpre-op)
and considered its interquartile range (£5%) as the cutoff. Patients were divided in three groups: (1) improved LVEF
(AE> +5%); (2) unchanged LVEF (AEF -5% to +5%), and (3) worsened LVEF (AEF< -5%). Survival was evaluated
with Kaplan-Meier analysis, and logistic regression multivariable analysis was used to determine independent
predictors of LVEF improvement.

Results: Data of 122 patients were analyzed. Patients in the three groups were distributed as follows: (group 1) 27
patients (22.1%), (group 2) 69 (56.6%), and (group 3) 26 (21.3%). The mean AEF was 12.7%=4.7% in group 1 and
-10.8%+3.9% in group 3. The AEF was more likely to improve in patients with preoperative LVEF of less than 0.35
(p=0.014). There were no significant differences in survival (p=0.41), rehospitalization (p=0.472), and New York
Heart Association Functional Classification (p=0.307) among the groups. The use of the smallest available sheath
(18F) was not associated with a significant change of AEF.

Conclusions: LVEF worsened in a small number of patients after transapical transcatheter aortic valve implantation,
but this change was not associated with worse postoperative outcomes. Patients with a low LVEF showed better
improvement. The progressive reduction of sheath diameter does not have a significant effect on LVEF changes.
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Pulmonary Diseases
iyl Yl

Adult cystic fibrosis exacerbations
and new strains of Pseudomonas aeruginosa

35395 Gl i AN enl) o1l MBS eyl
A la bl cailg3l adiba (e Buaa ld

Aaron SD, et al.
Am J Respir Crit Care Med 2004 Apr 1;169(7):811-5.

We hypothesized that in adults with cystic fibrosis, the acquisition of a new strain of Pseudomonas aeruginosa may
be associated with a pulmonary exacerbation. Eighty-four patients who were chronically infected with P. acruginosa
were prospectively followed from eight centers over a 26-month period. Patients had sputum cultures performed
every 3 months while clinically stable and at the time of an exacerbation. Forty patients (48%) had an exacerbation
requiring intravenous antibiotics during the study period, and in 36 of these patients, their P. aeruginosa isolates
were genetically typeable by pulsed-field gel electrophoresis. In 34 of the 36 patients (94%), P. acruginosa recovered
during clinical stability and at exacerbation were of the same genotype. In only two patients (6%; 95% confidence
interval, 0-18%) was a new P. aeruginosa clone cultured during an exacerbation that had not been cultured during
clinical stability. There were no significant differences in antibiotic susceptibilities, measured as mean minimal
inhibitory concentrations, for isolates retrieved during clinically stable periods compared with isolates retrieved
during exacerbations. We conclude that for the majority of adult patients with cystic fibrosis a new pulmonary
exacerbation is not caused by the acquisition of a new strain of P. aeruginosa.
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Cardiovascular Diseases

Asle s Al () peY)

The utilization and prognostic impact of B-type Natriuretic Peptide
in hospitalized acute decompensated heart failure in an Asian population
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Chen LJ, et al.
BMC Cardiovasc Disord 2016 Sep 9;16(1):178.

Background: B-type natriuretic peptide (BNP) levels during admission have been shown to have prognostic value
in the diagnosis of heart failure and further predict the in-hospital mortality of acute decompensated heart failure
(ADHF). This study describes the characteristics of BNP among hospitalized ADHF and elucidates its prognostic
value of in-hospital mortality in an Asian population.

Methods: We consecutively studied patients aged 20+ who were discharged with a diagnosis of ADHF from March
2013 to March 2014 in a tertiary hospital of northern Taiwan by reviewing medical records. Prognostic predictors of
mortality were assessed using Cox proportional hazard regression models. BNP>100 pg/ml was used as the cut-off
for defining abnormally high BNP based on current clinical practice criteria.

Results: After implementation of our exclusion criteria, a total of 1,807 patients hospitalized with ADHF were studied.
Compared to those subjects with BNP<100 pg/ml, individuals with higher BNP tended to have more advanced age,
more clusters of the typical signs of heart failure (HF) (e.g., peripheral edema or lung rales) at presentation, lower
ejection fraction, lower hemoglobin levels, more disturbed biochemical data, worsened renal function, and twice
the risk for in-hospital mortality (15.2 vs 6.2%, all p<0.05). In a multivariate analysis, more advanced age, the
presence of rales, a worse New York Heart Association functional class, wider QRS duration, and abnormal BNP
levels (>100 pg/ml) were all associated with in-hospital mortality among admitted HF patients after accounting for
clinical co-variates and global ventricular ejection fraction (HR: 2.17, 95% CI: 1.15-6.64, p=0.024).

Conclusion: Abnormally high BNP levels in ADHF patients during admission were tightly linked to clinical features
of worse physical, functional, and clinical presentations, and further provided prognostic value for determining in-
hospital mortality among patients with ADHF in an Asian population.
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Atrial septal aneurysm: Prevalence
and covariates in adults

Ol wie Ad)al) cpatially el ) Salad) aa o

Yetkin E, et al.
Int J Cardiol 2016 Aug 16;223:656-9.

Background: Atrial septal aneurysm is a localized deformity of interatrial septum, generally at the level of fossa
ovalis which protrudes into right or left atrium or both. The purpose of this study was to assess the frequency and
covariates of atrial septal aneurysm in adult patients undergoing transthoracic echocardiography in our outpatient
clinic.

Materials and methods: From December 2011 to May 2016, 16,570 patients were included in the study. Records
of patients were retrospectively analyzed from our previously established database. All cardiovascular examinations
and echocardiographical examinations had been done during this period. Briefly, protrusion of interatrial septum
more than 15mm into the right or left atrium with an at least 15mm diameter base of interatrial septum confirmed the
diagnosis of atrial septal aneurysm.

Results: Atrial septal aneurysm has been documented in 393 patients (2.4%) in our study population. Mild to
moderate mitral and aortic valve regurgitation have been demonstrated in 153 (39%) patients and in 61 (16%) patients
respectively. Sixty one (16%) of patients had the diagnosis of supraventricular arrhythmia of whom 52% underwent
radiofrequency ablation procedure.

Conclusion: In conclusion we have documented that valvular regurgitation and supraventricular arrhythmias are
common concurrent pathologies with atrial septal aneurysm.
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Gastroenterology
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Causes of altered liver function tests - the role of alpha-1 antitrypsin
alpha-1 antitrypsin ayjl 8 1Sl Giilhy c)lad) b cfpal) il

Stollenwerk J, et al.
Z Gastroenterol 2016 Sep;54(9):1055-60.

Background: Altered liver function tests are a common finding in clinical practice. Our retrospective study aimed to
identify the diagnoses in a non-selected cohort of patients with altered liver tests and to investigate whether alpha-1
antitrypsin genotyping should be part of the diagnostic workup.

Patients and methods: 501 patients who were admitted to our outpatient clinic for further evaluation of altered liver
function tests were included in the study. The patients underwent a standardized diagnostic program with history
taking, physical examination, laboratory tests and ultrasonography. Liver biopsy was performed if appropriate.
Results: More than 50% of the patients had nonalcoholic fatty liver disease. Alcoholic and drug-induced liver injury
were found in 8.6% and 7% of patients, respectively. Chronic hepatitis B and C, autoimmune liver disease and
inherited causes of liver disease made up for approximately 16% of the diagnoses. The remaining patients were
diagnosed with kryptogenic liver disease or had miscellaneous diagnoses. In 3.7% of the genotyped patients, the
alpha-1 antitrypsin genotype PiMZ was found.

Conclusions: Nonalcoholic fatty liver disease is nowadays the most frequent cause of altered liver tests. Alcoholic
liver disease might be underrepresented in our study since these patients less often seek medical attention or the
diagnosis is already made by the primary care physician. Drug-induced liver injury was found in more patients than
expected and might therefore be underdiagnosed in practice. The alpha-1 antitrypsin genotype PiMZ was found in
absence of other possible causes of liver disease, indicating that the PiIMZ genotype is itself a risk factor for liver
disease. Genotyping for alpha-1 antitrypsin should therefore be done when other causes for altered liver function tests
have been ruled out.
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Neutrophils in ulcerative colitis: A review of selected
biomarkers and their potential therapeutic implications
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Muthas D, et al.
Scand J Gastroenterol 2016 Sep 9:1-45.

Objectives: This review article describes the role of neutrophils in mucosal injury and the resulting crypt abscesses
characteristic of ulcerative colitis. We also review selected biomarkers for monitoring neutrophil presence and activity
in the mucosa as well as their potential as therapeutic targets.

Materials: We have collated and selectively reviewed data on the most prominent well-established and emerging
neutrophil-related biomarkers and potential therapeutic targets (calprotectin, lactoferrin, CXCR1, CXCR2, MMP-9,
NGAL, elafin, HNE, pANCAs, MPO, CD16, CD177, CD64, HNPs, SLPI and PTX3) in ulcerative colitis.

Results: Systemic and intestinal neutrophil activity increases substantially in active ulcerative colitis, driving tissue
damage and extra-intestinal manifestations. Calprotectin is a robust neutrophil and disease biomarker and a few
neutrophil related targets are being clinically explored as therapeutic targets.

Conclusions: We propose that targeting neutrophils and their inflammatory mediators per se is an opportunity that
should be explored to identify new effective medical therapies. The overall clinical goal for neutrophil-targeted
therapy will be to modulate, but not completely silence, neutrophil activity, thereby abolishing the destructive
inflammation with associated acute and chronic tissue damage without compromising host-defense.
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Neurology

Steroid/Antiviral for the treatment of Bell’s palsy
e Sl el Allea B Clagg ) Claliang Claig pied) aladind

Khedr EM, et al.
Restor Neurol Neurosci 2016 Sep 29.

Background: A large number of patients with Bell’s palsy fail to recover facial function completely after steroid
therapy. Only a few small trials have been conducted to test whether outcomes can be improved by the addition of
antiviral therapy.

Objective: To evaluate the efficacy of treatment with steroid alone versus steroid + antiviral in a group of patients
with moderately severe to severe acute Bell’s palsy.

Methods: Fifty eligible patients out of a total of 65 with acute onset Bell’s palsy were randomized to receive the two
treatments. Evaluation was performed before starting treatment, after 2 weeks of treatment and 3 months after onset,
using the House and Brackmann facial nerve grading system (HB) and the Sunnybrook grading system.

Results: Both treatments had comparable demographics and clinical scores at baseline. There was greater improvement
in the mean HB and Sunnybrook scores of the steroid + antiviral group in comparison to steroid group at 3 months.
At the end of the 3rd month, 17 patients (68%) had good recovery and 8 patients (32%) had poor recovery in the
steroid group compared with 23 patients (92%) and 2 (8%) respectively in the steroid and antiviral group (p=0.034).
Conclusion: The combination of steroid and antiviral treatment increases the possibility of recovery in moderately
severe to complete acute Bell’s palsy.
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Hematology And Oncology
eb}yb al bl

Albuminuria is associated with endothelial dysfunction
and elevated plasma endothelin-1 in sickle cell anemia

endothelin-1 (s siwa g i)y dxilad) A3k gl s pa (asaldl) Ay A8
laiall aal) 8 e die LU

Ataga KI, et al.
PLoS One 2016 Sep 26;11(9):¢0162652.

Background: The pathogenesis of albuminuria in SCD remains incompletely understood. We evaluated the
association of albuminuria with measures of endothelial function, and explored associations of both albuminuria
and measures of endothelial function with selected biological variables (vascular endothelial growth factor [VEGF],
endothelin-1 [ET-1], soluble fms-like tyrosine kinase-1 [SFLT-1], soluble vascular cell adhesion molecule-1 [soluble
VCAM-1] and plasma hemoglobin).

Methods: Spot urine measurements for albumin-creatinine ratio (UACR) and 24-hour urine protein were obtained.
Endothelial function was assessed using brachial artery ultrasound with measurements of flow-mediated dilation
(FMD), nitroglycerin-mediated dilation (NTMD) and hyperemic velocity.

Results: Twenty three subjects with varying degrees of albuminuria were evaluated. UACR was significantly
correlated with FMD (p=-0.45, p=0.031). In univariate analysis, UACR was correlated with VEGF (p=-0.49; 95%
CI: -0.75 --0.1, p=0.015), plasma hemoglobin (p=0.50; 95% CI: 0.11-0.75, p=0.013) and ET-1 (p=0.40; 95% CI:
-0.03-0.69, p=0.06). Multivariable analysis showed significant associations of ET-1 (estimate: 455.1 [SE: 198.3],
p=0.02), VEGF (estimate: -1.1 [SE: 0.53], p=0.04) and sFLT-1 (estimate: -1.14 [SE: 0.49], p=0.02) with UACR. Only
ET-1 (estimate: -8.03 [SE: 3.87], p=0.04) was significantly associated with FMD in multivariable analyses. Finally,
UACR was correlated with both 24-hour urine protein (p=0.90, p<0.0001) and urine aliquots for albumin-creatinine
ratio obtained from the 24-hour urine collection (p=0.97, p<0.0001).

Conclusions: This study provides more definitive evidence for the association of albuminuria with endothelial
dysfunction in SCD. Elevated circulating levels of ET-1 may contribute to SCD-related glomerulopathy by mediating
endothelial dysfunction.
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High apelin levels could be used as a diagnostic marker in multiple myeloma
L) g8l ayel CVla B addd aulsS apelin (e dadijal) Cligival) aladin) Ayilsa)

Maden M, et al.
Cancer Biomark 2016 Feb 19.

Background: Apelin/APJ system regulates angiogenesis and is overexpressed in some malignancies. Apelin can
induce lymphangiogenesis and lymph node metastasis.

Objective: We evaluated apelin levels in multiple myeloma (MM) and non-Hodgkin lymphoma (NHL); and analyzed
the association between apelin levels and clinical findings.

Methods: We included consecutive 29 MM, 31 NHL patients, and 19 healthy controls. Patients’ demographic
and clinical features, treatment modalities, and responses were recorded from hospital records. Plasma apelin was
determined by enzyme-linked immunosorbent assay (ELISA).

Results: MM patients had significantly higher plasma apelin level than NHL and healthy control groups (p<0.001).
Apelin level in NHL group was similar to controls (p>0.05). ROC curve analysis showed that the area under the
curve value for apelin level in MM was 0.842 ng/ml (95%CI: 0.739-0.945, p<0.001). Plasma apelin level >0.827 ng/
ml had 76% sensitivity and 86% specificity for the diagnosis of MM. Multivariate Cox regression analysis showed
that MM patients with high apelin level had better prognosis and patients with advanced stage of disease (ISS-3) had
significantly poor prognosis when compared to others. In the MM group, apelin level correlated negatively with LDH
(r=-0.39, p=0.038).

Conclusions: In MM, plasma apelin level was significantly higher than in NHL and control groups. Apelin could be
playing a role in MM pathogenesis; and apelin level could be used as a diagnostic and prognostic biomarker in MM.
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Endocrinology
axall 203l alyal

Is beta-cell aging involved in the pathogenesis of diabetes?
(6 oSl £ Ay ja) B Uiy LAY 48 g ) 50
Wen J, et al.
J Diabetes 2016 Sep 10.

Background: Beta-cells in different stages have different function and capacity of proliferation, regenerative and
apoptosis. We conducted this study to investigate whether there are changes in beta-cell phonotype in the development
of diabetes to identify potential beta cell targets for preventing the progression of diabetes.

Methods: We conducted a cross-sectional study of pancreatic tissues obtained from 80 patients classified into three
groups: 25 type2 diabetes, 25 impaired fasting glucose, and 30 non-diabetes. We utilize the ratio of insulin-positive
area/pancreas area as an indirect mark for beta-cell mass. Insulin-positive duct cells and scattered beta-cells were
defined as neogenesis beta-cells. Insulin/Ngn3, Insulin/Mafa and Insulin/P16 double-positive cells were defined
as immature, mature and senescent beta-cells, respectively. Ki67 marked cell proliferation, and tunel marked cell
apoptosis. The ratio of insulin-positive area/pancreas area, as well as the prevalence of insulin-positive duct cells,
scattered beta-cells and Insulin/Ngn3, Insulin/Mafa, Insulin/P16, Insulin/Ki67 and Insulin/Tunel double-positive
cells were calculated. The main statistical method we used was the Kruskal-Wallis test.

Results: There is no significant difference in beta-cell mass, the prevalence of insulin-positive duct cells, scattered
beta-cells and Insulin/Ngn3, Insulin/Mafa and Insulin/Ki67 double-positive cells among the groups. The incidence
of Insulin/P16 double-positive cells (6.25(3.83, 8.91) vs 3.88(2.73, 6.75) vs 3.20(2.54, 5.68) %, p=0.041) increased
in type2 diabetes compared with non-diabetes (p=0.039). Beta-cell apoptosis (0.27(0.12, 1.38) vs 0.41(0.11, 0.69)
vs 0.07(0.00, 0.45)%, p=0.003) was significantly increased in type2 diabetes (p=0.007) and impaired fasting glucose
(p=0.020).

Conclusions: Beta-cells’ senescence and apoptosis may be involved in the course of diabetes. The significant finding
of the study: The prevalence of senescent beta-cells increased in group of type2 diabetes compared with non-diabetes
(p=0.039). This study adds: Beta-cells> senescence and apoptosis may be involved in the course of diabetes.
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Assessment of insulin injection techniques
among diabetes patients in a tertiary care centre
AL lall S ja A o Sl 1A i ga e G gead¥) G LR S

Patil M, et al.
Diabetes Metab Syndr 2016 Sep 5.

Aims: The efficacy of insulin therapy in diabetes depends on proper storage and injection technique. The purpose of
this study was to assess the practice of insulin administration among diabetes patients in a tertiary care center.
Materials and methods: This observational study was done in Endocrinology department of a tertiary care center
during April-June 2015. The consecutive patients using insulin for at least three months by either syringe or pen were
recruited. All of them underwent a survey by the questionnaire which focused on key insulin injection parameters.
Results: One hundred and sixty eight (74.67%) patients were storing insulin vials properly. The thigh was the most
common site of insulin injection and 209 (92.89%) study participants were rotating at the injection sites. Only 48.57%
(34/70) subjects were mixing insulin properly before injection. The practice of hand washing and the cleaning of
the injection site was practiced by 158 (70%) and 171 (76.44%) subjects respectively. One hundred and fifty six
(69%) patients were injecting with the proper skin fold and 123(55%) subjects were injecting insulin at 90° angle.
The majority of patients (91%) were throwing the needle and syringes directly into the garbage and public drainage
system.

Conclusions: There was a significant gap between the insulin administration guidelines and current insulin injection
practice. The diabetic education and counseling about proper insulin injection techniques should be provided to all
diabetic subjects.
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Rheumatology And Orthopedics
allaal) (yzalyals Bpsil alyad)

Baseline adiponectin and leptin levels in predicting an increased risk
of disease activity in rheumatoid arthritis

leptin s adiponectin (e 4330181 il ghual) 35l

5l Jualiall Glgdll cVla B gl Adlad Balyy i) b
Cao H, et al.
Autoimmunity 2016 Sep 30:1-7.

To determine the pathogenic role of adipokines, such as adiponectin and leptin, in rheumatoid arthritis (RA) by
investigating whether serum levels of these adipokines correlated with disease activity in RA patients. Medline,
Cochrane, EMBASE and Google Scholar were searched for studies published until 5 November 2015 reporting
serum levels of leptin and adiponectin and measures of disease activity including DAS scores and radiographic
progression scores (such as total change in SHS scores and number of erosions). Secondary outcomes included
pain scores, functional status and health questionnaires. Only randomized controlled trials, cohort studies, or two-
armed prospective or retrospective studies were included. A x2-based test of homogeneity was performed using
Cochran’s Q statistic and 12. A total of 917 predominantly female participants (average age range, 39-56 years) from
six prospective cohort studies were included for assessment. A fixed-effects analysis was applied for leptin levels
due to lack of heterogeneity among the studies (Q=4.4364; 12 =32.38). A random-effects analysis was applied to
serum levels of adiponectin because of significant heterogeneity between studies (Q=4.444, 12 =77.50%). Serum
leptin levels were higher in RA patients with high disease activity (pooled SMD: 0.53, 95% CI: 0.24-0.82); however,
serum adiponectin levels did not correlate with RA disease activity (pooled OR: 1.38, 95% CI: 0.77-2.47). The meta-
analysis provides an additional factor to determine high disease activity index in RA, that is, serum leptin levels,
which can be of benefit when choosing treatment strategies.
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Safety of repeated injections of sodium hyaluronate (SUPARTZ) for knee osteoarthritis
L b bl alindl GlgalY) c¥ls b SUPARTZ aggaal) ciliy sl Sial) cial) A

Bannuru RR, et al.
Cartilage 2016 Oct;7(4):322-32.

Objective: Though there is no consensus on its efficacy, knee osteoarthritis is symptomatically managed with intra-
articular hyaluronic acid (IAHA). Recent reports suggest that IAHA may delay the need for total knee replacement,
with the magnitude of delay proportional to the number of injection series. However, the safety of repeated injection
series is reported to vary between commercial products. This report describes a systematic review of safety data on
repeated treatment courses of SUPARTZ.

Design: We performed a systematic search of MEDLINE, Cochrane database, EMBASE, Web of Science, Google
Scholar, and unpublished data. We included all human randomized controlled trials or observational studies with
adverse event (AE) data for SUPARTZ in knee osteoarthritis. Two independent reviewers extracted data and evaluated
study quality. Data were analyzed separately for the first and subsequent series of injections.

Results: The primary sources for repeated-injection data on SUPARTZ were a postmarket registry (N=7404),
4 prospective studies (N=127 total), and a retrospective study (N=220). None of the sources reported increased
frequency or severity of AEs with repeated injections. In the registry, 95% of multiple-injection-series patients who
reported an AE did so during the first series. None of the AEs was serious, and most resolved spontaneously without
medical intervention. The overall adverse event rate after repeat courses of SUPARTZ was 0.008 (95% confidence
interval: 0.001-0.055).

Conclusions: Multiple courses of SUPARTZ injections appear to be at least as safe, and probably safer, than the first
course. This study supports the safety of repeat courses of SUPARTZ injections for knee osteoarthritis.
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Urology And Nephrology
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Is ciprofloxacin safe in patients with solitary kidney and upper urinary tract infection?
Baagll A<l e dic ciprofloxacin e ddu
glal) Adgal) Joead) Qlgal) e

.Gluhovschi G, et al
Biomed Pharmacother 2016 Sep 23;84:366-372.

The solitary kidney (SK) undergoes adaptive phenomena of hyperfunction and hyperfiltration. These secondary
adaptive phenomena can make it more vulnerable to potentially nephrotoxic therapies. Adverse reactions of the
kidneys to ciprofloxacin are rare, but sometimes severe. Therefore, our study sought to assess the reactions to
ciprofloxacin of patients with solitary kidney (SK) and urinary tract infection (UTI) by means of urinary biomarkers.
We studied 19 patients with SK and urinary tract infection (UTI) who had been administered a 7-day treatment
with intravenous ciprofloxacin. Urinary N-acetyl-beta-d-glucosaminidase, alpha 1-microglobulin, and estimated
glomerular filtration rate (eGFR) of these patients were measured at the initiation and at the end of treatment. In
47.37% patients NAG diminished under ciprofloxacin treatment. This observation has the significance of favourable
evolution of the tubulointerstitial lesions caused by UTI and lack of nephrotoxic effects; 52.63% cases presented an
increase of urinary NAG, a fact that suggests a nephrotoxic effect of ciprofloxacin. The evolution of urinary alpha
I-microglobulin was similar to that one of urinary NAG. Only one of three cases with chronic kidney disease (CKD)
stage 5 presented acute kidney injury, associated with increase in the tubular markers. In spite of the high variability
of the urinary biomarkers, UTI evolved favourably in these cases; eGFR increased in 16 out of 19 patients, a fact
which is indicative of a good outcome of renal function, even in patients with elevated levels of the tubular damage
biomarkers. This observation supports the hypothesis that eGFR may be dissociated from the biomarkers which
assess tubular injury. In SK patients the occurrence of AKI is not frequent, although the urinary biomarkers rise in
some patients treated with ciprofloxacin. This is related not only to the nephrotoxic effect of the drug, but probably to
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the association of other factors (allergy, individual susceptibility). In SK patients, renal tubular biomarkers, especially
NAG, allow monitoring of tubular injury and impose caution in prescribing ciprofloxacin treatment, mainly to patients
at risk. Ciprofloxacin is relatively safe regarding its nephrotoxicity, while caution is required in vulnerable patients.
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Urinary podocalyxin as a biomarker
to diagnose membranous nephropathy

(ALl ) JMie) padlddl ggn aulsS Asdl podocalyxin aliiial

Imaizumi T, et al.
PLoS One 2016 Sep 26;11(9):¢0163507.

Background: A non-invasive diagnostic marker of membranous nephropathy (MN) is desirable. The urinary level of
podocalyxin (PCX) is higher in various glomerular diseases, including MN. The aim of this study was to construct a
diagnostic model of MN with the combination of urinary PCX and clinical parameters.

Methods: We performed this cross-sectional study to construct the diagnostic models for MN by using data and
samples from the multicenter kidney biopsy registry of Nagoya University and its affiliated hospitals. Urinary (u-)
PCX was measured by sandwich ELISA. We constructed 3 types of diagnostic models in 105 training samples:
u-PCX univariate model, the combined model of clinical parameters other than u-PCX (clinical model), and the
combined model of both u-PCX and clinical parameters (combined model). We assessed the clinical usefulness of
the diagnostic models through the comparison of c-statistics and decision curve analysis (DCA) in 209 validation
samples.

Results: The clinical model consisted of age, glomerular filtration rate, and diabetes mellitus. In the training cohort,
the c-statistics were 0.868 [95% CI, 0.799-0.937] in the combined model. In the validation cohort, sensitivity was
80.5% and specificity was 73.5% on the cut-off value. The net benefit of the combined model was better between
threshold probabilities of 40-80% in DCA.
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Conclusions: In this study, we demonstrated the utility of u-PCX as a diagnostic marker for MN and the clinical
usefulness of the diagnostic models, through the combination of u-PCX and clinical parameters including age,
glomerular filtration rate, and diabetes mellitus.
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Andrology
5583 alyal

Outdoor air pollution and sperm quality
ilall) 3agag ologd) cusli Cpu A

Lafuente R, et al.
Fertil Steril 2016 Aug 23.

Exposure to air pollution has been clearly associated with a range of adverse health effects, including reproductive
toxicity, but its effects on male semen quality are still unclear. We performed a systematic review (up to June 2016)
to assess the impact of air pollutants on sperm quality. We included 17 semi-ecological, panel, and cohort studies,
assessing outdoor air pollutants, such as PM2.5, PM10, NOx, SO2, and O3, and their effects on DNA fragmentation,
sperm count, sperm motility, and sperm morphology. Thirteen studies assessed air pollution exposure measured
environmentally, and six used biomarkers of air pollution exposure (two did both). We rated the studies using the
Newcastle-Ottawa Scale and assessed with the exposure method. Taking into account these factors and the number
of studies finding significant results (positive or negative), the evidence supporting an effect of air pollution on DNA
fragmentation is weak but suggestive, on sperm motility is limited and probably inexistent, on lower sperm count
is inconclusive, and on sperm morphology is very suggestive. Because of the diversity of air pollutants and sperm
parameters, and the studies’ designs, we were unable to perform a meta-analysis. In summary, most studies concluded
that outdoor air pollution affects at least one of the four semen quality parameters included in the review. However,
results lack consistency, and furthermore, studies were not comparable. Studies using standardized air pollution and
semen measures are required to obtain more reliable conclusions.
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Psychiatry

ouiil] ball

The contribution of lifestyle factors to depressive symptoms
Anlusy) Qaled) 8 shall aad Jalgs g0

XuY, et al.
Psychiatry Res 2016 Jul 19;245:243-9.

It is well known that some lifestyle factors are related to depression, but their cumulative contribution to the depression
remains unclear. This study aimed to assess the importance of multiple lifestyle factors in contributing to depressive
symptoms among Chinese college students. Between September and December in 2012, we conducted a cross-
sectional study among 1907 Chinese college students from Guangzhou, Southern China. College students completed
self-administered questionnaires and reported their lifestyle factors including sleep quality and duration, Internet use,
smoking, drinking, exercise, outdoor activity or sunlight exposure, and eating breakfast. Depression was measured
using the Center for Epidemiologic Studies Depression Scale (CES-D), and mild-to-moderate depressive symptoms
were defined as the CES-D score >16. Among all the students, 29.7% reported mild-to-moderate depressive symptoms.
Higher quality and longer duration of sleep, more exercises, more outdoor activities or sunlight exposures, and eating
breakfast daily were associated with a lower CES-D score, which could explain 11.3% of variance of the CES-D
score, after adjusting for socio-demographics, family history, interpersonal relationship, and academic characteristics
using hierarchical multivariable linear regression. These associations were comparable between males and females.
The protective role of healthy lifestyles should be considered in intervention programs for improving mental health
among college students.
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Dermatology
alall al e

Treatment options for pediatric psoriasis
JUkY) sie Gisal) cla b Ladlall cflal)

Madiraca D, et al.
Acta Dermatovenerol Croat 2016 Aug;24(3):175-80.

Psoriasis is a multifactorial inflammatory papulosquamous disease affecting 0.5% to 2% of the pediatric population.
Pediatric psoriasis, presenting similar to adult psoriasis, significantly reduces patient quality of life, often requiring
an individualized treatment approach for each patient. Combination and rotational therapy are helpful in reducing
toxicity and maximizing efficacy. Patients with mild and limited disease severity respond well to topical treatment
with steroids or vitamin D analogues, unlike moderate and severe psoriasis where sufficient remission is rarely
achieved. Therefore phototherapy, systemic immunomodulators, or biologic agents are the next line of treatment to
be considered. There is limited data available on the use and long-term safety of biologics in the pediatric population.
Biologic agents must be administered by experienced dermatologists, only in patients with moderate-to-severe
plaque psoriasis who are intolerant or refractory to other systemic conventional disease-modifying treatment or
phototherapy, or if those treatments are contraindicated.
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The role of topical anesthetics in the management of chronic pruritus
Lgjal) Asal) el i & Laagall §yaial) Aggal) g0

He A, et al.
J Dermatolog Treat 2016 Sep 30:1-16.

Chronic itch is a debilitating symptom that significant decreases patients’ quality of life. Topical corticosteroids
and antihistamines are commonly used for itch. However, these therapies are not long-term solutions for chronic

87



Journal of the Arab Board of Health Specializations Vol.17, No.3, 2016

pruritus because of their feared side effects, including skin atrophy and cognitive impairment, respectively. As
such, dermatologists require additional therapies for long-term management of chronic pruritus. Topical anesthetics
have been shown in many studies to be effective antipruritic agents. We performed a review of the literature on
various types of chronic pruritus treated with topical anesthetics. The randomized controlled trials, prospective and
retrospective studies, and case series available suggest that topical anesthetics have potential to be rapidly effective
antipruritic agents for a variety of causes of chronic pruritus, including pruritic dermatoses (e.g. contact dermatitis,
seborrheic dermatitis), postburn pruritus, and neurogenic itch (e.g. nostalgia paresthetica, central neurogenic itch).
While there is insufficient evidence to definitely conclude the efficacy of topical anesthetics for pruritus, they should
be considered for patients with refractory pruritus. Topical anesthetics have many advantages, including ease of use,
minimal adverse effects, and minimal systemic absorption. Additional randomized controlled studies are needed to
determine the true efficacy and best applications of topical anesthetics for chronic refractory pruritus.
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Ophthalomology
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Patient-reported vision-related quality-of-life differences
between primary angle-closure glaucoma and primary open-angle glaucoma
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Cheng HC, et al.
PLoS One 2016 Sep 30;11(9):¢0163123.

Purpose: To investigate the different impacts on patient-reported vision-related quality of life (p VRQOL) outcomes
in patients with primary angle-closure glaucoma (PACG) and primary open-angle glaucoma (POAG).

Methods: Prospective cross-sectional study. PACG and POAG patients who had a best-corrected visual acuity
(BCVA) in the better eye equal to or better than 20/60, intraocular pressure controlled at or below 25 mmHg and
reliable visual field test were invited to participate. The control group included patients with BCVA in the better eye
equal to or better than 20/60 and who did not have major eye disease. A validated Taiwanese version of the 25-item
National Eye Institute Visual Function Questionnaire (NEI VFQ-25(T)) was performed to assess pVRQOL. The
association between each domain of NEI VFQ-25(T) among 3 groups was determined using multivariable linear
regression analysis.
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Results: A total of 106 PACG, 186 POAG, and 95 controls were enrolled. In multivariable regression analysis of all
three groups (PACG/POAG/controls), compared to POAG, PACG showed a weakly positive association with social
functioning (R2=0.13, f=0.22, P=0.04). PACG showed no significantly negative impact on pVRQOL compared to
controls. Taking only glaucoma patients into consideration, PACG patients had a higher score on social functioning
compared to POAG (R2=0.16, f=0.27, P=0.01). The results of other domains of NEI VFQ-25(T) between the two
groups did not differ significantly (p>0.05).

Conclusions: In patients with controlled disease, the impact of PACG and POAG on most domains of NEI VFQ-
25(T) were similar, except for better social functioning in PACG compared to POAG.
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Otorhinolaryngology
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Effect of paranasal anatomical variants on outcomes in patients
with limited and diffuse chronic rhinosinusitis
nadial) i) o LiY) qugaadl B da i) cliglial) il
LAl gedgal ) uppally i) gl puasa dic

Wu J, et al.
Auris Nasus Larynx 2016 Sep 8.

Objective: The role of anatomical variants of the paranasal sinuses in the aetiology of chronic rhinosinusitis (CRS)
is not well understood. Furthermore, the effect of anatomical variants on long-term outcomes has not been described.
This study aims to assess the effects of anatomical variants of the middle meatus on patients with limited and diffuse
CRS.
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Methods: A database analysis was conducted for patients with limited sinusitis (undergoing anterior FESS) and
patients with diffuse sinusitis (undergoing complete FESS) between 2009 and 2013. Intergroup comparisons were
made for symptom scores, CT scans, revision surgery, re-referrals following discharge and number of clinic follow-
ups.

Results: A total of 86 patients were included in the study: 40 anterior FESS, 25 CRSwNP and 21 CRSsNP. Following
surgery, anterior FESS symptom scores reduced by 4.6+0.8 on average, while the CRSWNP and CRSsNP group
reduced by 5.7+1.1 and 5.9£1.3 respectively. Patients undergoing anterior FESS required fewer clinic follow-ups
than CRSwNP (A 2.74+0.9, P<0.001) and CRSsNP (A 3.3+£0.6, P<0.001). Patients with fewer anatomical variants
(0-2) required more follow-up (5.2+0.6) than those with higher numbers of variants (3+) (3.8+0.3, P=0.05). No
significant differences were seen between groups for revision surgery, repeat CT and re-referral rates.

Conclusions: Limited surgery for local disease demonstrated comparable symptom improvement to patients with
extensive disease receiving extensive surgery. Patients with greater numbers of anatomical variants are associated
with localised sinus disease who typically require less postoperative care after receiving limited surgery.
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