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Medical Ethics between International Charters, Treaties and Religious Believes

In the modern era and after the end of the Second World War and the emergence of the United Nations and its related international
organizations, human rights were at the forefront and priorities of these international organizations.

The international recognition on the right to health began with the reference to health in the United Nations Charter and took form
in the 1946 Constitution of the World Health Organization. The Announcement of the first international treaty on medical ethics was
in 1947, known as The Nuremberg Code, which is a set of research ethics principles for human experimentation set as a result of the
Subsequent Nuremberg Trials at the end of the Second World War.

In 1948, the General Assembly of United Nations approved the Universal Declaration of Human Rights, which clarifies a common
standard of achievement for all peoples and all nations.

In 1964, The World Medical Association developed the Declaration of Helsinki which is a statement of ethical principles that provide
the guideline to physicians and other medical researchers regarding human experimentations and its latest amendment was in 2008.

The Declaration of Alma-Ata, which was approved by the International Conference on Primary Health Care in 1978, further
proclaimed this right as a “most important worldwide social goal whose realization requires the action of many other social and
economic sectors in addition to the health sector.”

In 1991, the Council for International Organizations of Medical Sciences published the International Guidelines for Ethical Review
of Epidemiological Studies. In 1993, this guideline involving Human Subjects; and in 2002, it was updated and published.

In 1995, the Guidelines for Good Clinical Practice was prepared by the International Council for Harmonisation of Technical
Requirements for Pharmaceuticals for Human Use (ICH), and it was reviewed in 2004.

The Islamic Medical Oath and the Hippocratic Oath are two of many pledges which have been sworn by physicians embarking on
their careers in medicine over the centuries. Both Oaths sets rules for the physician all in his believes.

Islamic Medical Oath

Muslims believe that character traits of the moral and honest physician are already embedded in the Holy Quran and the Sunna
“Hadith”, the two primary sources of Islamic law. The Quran is the guiding spirit that every Muslim has to follow, including the
physicians in treating their patient and the patients in handling their illness. In addition, very early in the Islamic era the Sunna
literature had accumulated the sayings and traditions of the Prophet Mohammed under a collection that called the ‘Prophetic Medicine’.
This collection explained virtues of diet, natural remedies, and management of simple illnesses such as headache, fever, sore throat,
conjunctivitis.

The Islam sets the foundations for behaving well and possessing necessary character traits to become a good person and by extension,
a physician with good moral. Muslim physician are guided by Quran which clearly states: “If anyone slays a human being, for anything
other than in punishment of murder or for spreading corruption on earth, it shall be as though he had slain all mankind; and if anyone
saves a human life, it shall be as though he had saved all mankind” (Surat Al-Ma’idah, 32).

A large number of hospitals were developed early during the Islamic state and the hospitals were totally adopted by the early Caliphs.
The first hospital is credited to Caliph Al-Walid I an Ummayad Caliph and after that a large number of hospitals were developed early
during the Islamic era. The first true Islamic hospital was built during the reign of Caliph Harun Al-Rashid. After he heard about the
famous medical institution at Jundishapur, the Caliph invited the son of the chief physician, Jibrail Bakhtishu to come to Baghdad and
to head the new ‘bimaristan’. It rapidly achieved fame and led quickly to developments of other hospitals in Baghdad. One of these
hospitals was the ‘Al-’Audidi’ hospital and for selection the best location for the hospital he had pieces of meat hung in various sites of
the city and watched their putrefaction and advised the Caliph to site the hospital where the putrefaction was the least and slowest and by
extension, that making him the first physician to infer indirectly the bacteriologic putrefaction of meat, and suggesting the environmental
role that contaminated air plays in the spread of infection, predating by centuries the modern concept of air borne infection.
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In Baghdad in 931 AD Caliph al-Muqtadir learned that a patient had died as a result of a physician’s error. So he commanded the
chief physician Sinan bin Thabit bin Quraa to examine all medical practitioners, and from that time, licensing examinations were
required and administered in various places. Licensing Boards were set up under a government official called Muhtasib and the license
gave to physician after oral and practical examination by the chief physician.

The Waqf document stated: “The hospital shall keep all patients, men and women until they are completely recovered. All costs are
to be borne by the hospital whether the people come from far or near, whether they are residents or foreigners, strong or weak, low or
high, rich or poor, employed or unemployed, blind or signed, physically or mentally ill, learned or illiterate. There are no conditions
of consideration and payment; none is objected to or even indirectly hinted at for non-payment. The entire service is through the
magnificence of Allah, the generous one.”

The Muslim physicians have to follow the Ten Commandments which regulating the practice of medicine in the Islamic State and
theses commandments are summed up as the following:

Physician must believe in God and his reward and punishment. The medicine teachers are preferred and must give them utmost
respect and favor. Commandments encourage whoever wants to learn medicine, never deny who ever qualifies to study medicine,
and do not ask them to pay for it. The physician should be most diligent in when treating the sick. In addition, they emphasize that
exercising the maximum care when prescribing medication, and never perform abortion. Also, a physician should never prescribe a fatal
drug or poison, never lead anyone to it or even mention it. The confidentiality between the patient and physician must not be broken
and the patient’s secrets must not be mentioned to anyone else. It must be abstinence from pleasures, desires and drinking alcohol. The
physician must study continually and seek new knowledge, and constant presence in ‘bimaristan’, and seek the company of prominent
physicians and teachers. The physician should seek specialist advice and second opinions.

Hippocratic Oath

Hippocrates is the famous Greek physician and the author of a number of medical works known as the Hippocratic Collection is tra-
ditionally regarded as the “father of medicine.” This Oath indicates a common believes rather than a professional approach, and it is still
regarded as the backbone and foundation of the medical profession. Medicine in Ancient Greece was strongly influenced by the values
of classical philosophy as introduced by its main representatives who are Plato and Aristotle. Hippocrates himself has been recognized
as a pioneering physician and outstanding philosopher. In his writings, he claimed that ““the physician must insert wisdom in medicine”
and disapproved the technocratic aspect of the medical profession. The medical philosophical basis of the Hippocratic tutorship consists
of three elements (patient, disease, and physician) that are organized on an interactive triangle.

The classical version of the Hippocratic Oath is: “I swear by Apollo Physician and Asclepius and Hygieia and Panaceia and all the
gods and goddesses, making them my witnesses, that [ will fulfill according to my ability and judgment this oath and this covenant.” In
its original form, the oath requires a physician to swear by a number of healing Gods to raise specific ethical standards.

In the modern era, when the medicine profession is codified and the ethics of medical practice are considered as the base for the
physician’s work whatever his specialty, the supporting and raising the efficiency and skills of physician are achieved by the following
of modern rules which include the Continuous Medical Education (CME) and the Continuing Professional Development (CPD) to
ensure the physician follow-up and receiving the latest information; and that was clear in the Islamic Covenant and the contents of the
charters were mentioned above.

Whatever the physician’s belief, humanity remains the basic element in medical practice and good morals, knowledge, skills and
experience are the basis for his success in performing the task he qualified for and devoted his life to.

Professor Mohamed Swehli
Editor-in-chief
Secretary General of the Arab Board of Health Specializations
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ABSTRACT labors are related to this problem. Early diagnosis of
PPROM is very important due to its impact on pregnancy

Objective: Premature rupture of membranes (PROM) outcomes, false diagnosis of PPROM may lead to
occurs in 2% of pregnancies, and 30-40% of preterm unnecessary obstetric interventions. The aim of this

*Shaymaa Khalel, MD, M.B.Ch.B, Resident in Obstetrics and Gynecology, Al-Imamain Al-Kadhimain Medical City, Iraq.
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University, Assistant Professor Obstetrics and Gynecology, Al-Imamain Al-Kadhimain Medical City, Iraq.
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study was to determine the diagnostic value of aspartate
aminotransferase (AST) and alanine aminotransferase
(ALT) levels in vaginal fluid for the diagnosis of preterm
premature rupture of membranes as a non-invasive and
available test.

Methods: A total of 100 pregnant women between
the 28th-36th gestational weeks were enrolled in the
study. Fifty patients were in PPROM group and 50 in
control group. AST and ALT levels in vaginal fluid were
measured in each group. Mann Whitney U-test was used
to compare AST and ALT levels in each group.

Results: The mean of AST level in vaginal fluid was 8.8
(5.5-17.2 IU/L) in PROM group versus 5.1 (2.98.2- IU/L)
in control group (p<0.001), sensitivity and specificity for
AST was 80%, 58% respectively, while the ALT levels in
PPROM group was 6.9 (4.5-15.2 IU/L) and in control
group 4.6 (3.1-7.6 IU/L) (p<0.004), the sensitivity and
specificity was 78%, 48% respectively.

Conclusions: According to the findings of this study,
the levels of AST and ALT in vaginal fluid were higher in
the cases of PPROM than in the cases without PPROM.
The aspartate aminotransferase (AST) and alanine
aminotransferase (ALT) in vaginal fluid could be used as
a predictive test for the diagnosis of PPROM.

INTRODUCTION

Premature rupture of membrane (PROM) is common
clinicalproblem, occurrence with an incidence of 2%
of all pregnancies.! It is a significant event as it cause
maternal complications, increased operative procedures,
neonatal morbidity and mortality.>

The management of a case of PROM has remained
as one of the most difficult and controversial problems
in obstetrics over the past several decades.> The
management of PROM has gone through various cycles
of obstetric activity from benign neglect to immediate
intervention. Paralleling these cycles of activity there
have been varying degrees of concern about infection.?
Mean while incidence has remained unabated and is
still responsible for large number of neonatal mortality.?

Premature rupture of membrane is the rupture of the
fetal membranes before the onset of labour. In most

cases, this occurs near term, but when membrane
rupture can occurs before 37 weeks’ gestation, it is
known as preterm premature rupture of membranes
(PPROM).3

Prolonged rupture of membranes anytime PROM
lasts longer than 18 hours before delivery, it is described
as prolong rupture of membrane.*

The aim of this was to determine the value of aspartate
aminotransferase (AST) and alanine aminotransaminase
(ALT) in diagnosis of preterm premature rupture of
membrane.

METHODS

This case-control study was performed at Al-Imamein
Kadhimein Medical city hospital, during the period
between August 2015 to May 2016 in Baghdad city, after
approval by the supervising committee of Arabic Board
of Obstetrics and Gynecology. One hundred pregnant
women were enrolled in this study, the gestational age
was between 28-36 weeks, they were divided in two
groups: Group 1 (cases group): 50 pregnant women who
had diagnosis of premature rupture of membranes at
gestational age of 28 to 36 weeks.

Group 2 (control group): 50 pregnant women referred
to obstetrics clinic for periodic check-up and had a
gestational age of 28 to 36 weeks. Gestational age was
determined based on the first day of the last menstrual
period and first trimester ultrasound.

Exclusions criteria included: congenital mal-
formations, fetal growth restriction, fetal distress,
placenta previa, vaginal bleeding, vaginal infection and
maternal disease; pregnancy hypertension, preeclampsia,
and complications of pregnancy. While the inclusion
criteria were; pregnant women with GA 28-36 who did
not have the mention problems entered the study.

Rupture of membranes was confirmed with
examination by sterile speculum and observation of
cervical fluid leakage, or accumulation of fluid in
the posterior fornix of the vagina, and ultrasound for
amniotic fluid index (AFI).
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Method for measurement of vaginal fluid AST and
ALT. In all patients, 5 cc of sterile normal saline was
poured into the posterior fornix of the vagina by syringe
5 cc, and after a few minutes, the liquid was aspirated
by the same syringe and was sent the laboratory of
hospital and was centrifuged for 10 minutes. Alcyon
automatic set and commercial kits were used to measure
the concentration of aspartate aminotransferase (AST)
and alanine aminotransferase (ALT).

Statistical analysis: Each patient assigned a
serial identification number. The data were analysed
using Statistical Package for Social Sciences (SPSS)
version 20.

- Reliability tests (sensitivity, specificity, positive and
negative predictive values) and critical cut-off points
were calculated using receiver operator curve (ROC).

- p-value less than 0.05 was used as alpha level of
significance.

RESULTS

The mean gestational age was 33.1+2.4 weeks in
the case group, and 33.1+2.3 weeks in the control
group, with no significant difference between them
(p=0.942), there was no significant difference
between mean maternal age of case group (25.5+3.8
years) and that of control group (25.6+3.2 years)
(p=0.843), also no difference in parity in both group
the mean for cases is 2.26+1.6 and for control group
is 2.52+1.6 (p-value=0.414), also there was no
statistically difference between two groups of with
PPROM and without PPROM in terms of abortion
and body mass index (BMI), p-value was 0.851,
0.937 respectably.

Mann-Whitney revealed that there was a statistically
significant difference regarding AST, ALT measurement
from vaginal washing fluid between cases and controls.
The median of ALT (IU/ml) in cases and control group
was 6.9 (4.5-15.2), 4.6 (3.1-7.6) respectively and
p-value=0.004, and median of AST (IU/ml) of cases
and control group was 8.8 (5.5-17.2), 5.1 (2.9-8.2) and
p<0.001. Also amniotic fluid index (AFI) was lower in
PPROM group than in control group with median of 5
(6-7) cm, and 13.5 (15.5-16.7) cm in cases and control
group respectively, Table 1.

There was a significant positive correlation between
vaginal AST and ACT especially at lower values.
Alanine aminotransferase (ALT) (IU/L) r-value=0.680
and p-value<0.001, as in Table 2.

Aspartate aminotransferase
(AST), IU/L
Alanine amino- | o1 0.680
transferase
(ALT), IU/L p-value <0.001**

** Correlation is significant at the 0.01 level (2-tailed).

Table 2. Correlation between vaginal ALT (IU/L)
and vaginal AST (IU/L) in the study groups.

Based on the results of the study, the sensitivity,
specificity, positive and negative predictive values for
aspartate aminotransferase (AST) were obtained 80%,
58%, 65.6%, and 74.7% respectively. And for alanine
aminotransferase (ALT) were obtained 78%, 48% 60%,
and 68% respectively. In this study, the best cut-off
point for aspartate aminotransferase was 7.5 IU/L and
for alanine aminotransferase 2.5 IU/L. (ROC curves 1,
2), as in Figure 1 and 2.

Variabl Cases N=50 Control N=50 Mann-Whitnev U |
aria ann-Whitn -va
° Median (IQR) Median (IQR) . PRERE
Alanine aminotransferase
6.9 (4.5-15.2) 4.6 (3.1-7.6) -2.885 0.004*
(ALT) (IU/L)
Aspartat inot fi
spartate aminotafisierase 8.8 (5.5-17.2) 5.1(2.9-8.2) 4,040 <0.001%
(AST) (IU/L)
Amniotic fluid index (AFI) (cm) 5(6-7) 13.5 (15.5-16.7) -8.62 <0.001%*
IQR=Inter-quartile range, *Significant at 0.05 level

Table 1. Comparison between cases and controls as regard vaginal AST (IU/1)
and ALT (IU/1) levels & U/S investigations results.
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Sensitivity

1 - Specificity

Figure 1. Receiver operator curvel (ROC) for ALT.

DISCUSSION

Premature rupture of membranes is fairly a common
complication of pregnancy and can lead to increased
maternal complications, operative procedures, neonatal
morbidity and mortality.?

The present study was undertaken to determine the
diagnostic valueof AST and ALT levels in vaginal
fluid for the diagnosis of preterm premature rupture of
membranes as a non-invasive and available tests. AST
and ALT are generated by fetus liver and secrete in
amniotic fluid, and there is no relation between these
amount and that of maternal enzymes.® The intensity of
AST and ALT in amniotic fluid increase with increased
gestational age.’

The current study was a case-control study which
was performed on 100 pregnant (50 as cases and 50
controls) women between 28-36 completed weeks of
gestation to detect the vaginal levels of AST and ALT.

The study did not show significant differences in
demographic distribution (in term of age, gestational
age, parity, abortion, BMI) of the two groups (cases and
control), vaginal fluid AST and ALT concentration was
significantly higher in women with PPROM compared
to women of the control group. In comparing this study
to others.

The study of Kale and colleagues in 2008 was

0 02 04 06 08 1
1 - Specificity

Figure 2. Receiver operator curve2 (ROC) for AST.

performed on 84 women 36 pregnant women with a
diagnosis of PPROM and 48 pregnant women without
PPROM. The study did not show significant differences
indemographic distribution, levels of ALT and AST were
compared in the two groups and AST concentration in
vaginal fluid was significantly higher in the group with
PPROM than the group without PROM (17.46+14.4 vs.
7.8+£3.08 TU/L, p=0.001), and desirable cut-off point
3, sensitivity 91%, specificity 83%, positive predictive
value 80% and negative predictive value 93% were
achieved. Vaginal fluid ALT concentration was slightly
higher in women with PROM compared to women of
the control group (5.27+13.35 U/l vs. 0.93+1.30 U/,
respectively, p=0.064). Yet, this difference did not reach
statistical significance.’

In a study by Ali Farid et al 2011, about the levels of
AST and ALT of the vaginal fluid, 45 pregnant women
with PROM and 45 pregnant women without PPROM
were compared, with GA 26-36th weeks, there was no
statistically significant difference between cases and
controls as regards demographic data (age, GA, parity
abortion, BMI), AST and ALT levels were significantly
higher in the group with PPROM than the group without
PPROM (p<0.001). Cut-off point for AST was 1.25
IU/L sensitivity 97.8%, specificity 62.2% and negative
predictive value of 96.55% were obtained.®

The cut-off point for ALT was 0.5 IU/L, sensitivity
87.7%, specificity of 62.2%, negative predictive value
85% and positive predictive value 78% were achieved.’
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In the study of Asgharnia et al in 2014 that aimed to
identify the predictive value of AST and ALT of vaginal
fluid for diagnosis of PPROM, 148 pregnant women
were studied with GA 26-36th weeks and the results
showed no significant demographic distribution (GA,
maternal age) between PROM group and control group,
the mean of AST level in vaginal fluid was 12.77+10.06
in PPROM group vs. 6.91+10.92 in control group
(p<0.001), optimal cut point of AST for the diagnosis
of PPROM was 4.5 IU/L in this study. The sensitivity,
specificity, positive and negative predictive values were
82.4%, 63.5%, 69.32% and 78.33% respectively.® No
significant difference between ALT levels in two groups,
1.51£3.17 TU/L and 0.89+1.15 IU/L respectively,
p=0.49.

In study of Marzieh Ghasemi et al April 2015
about diagnostic value of AST and ALT of vaginal
fluid in the diagnosis of preterm premature rupture
of membranes, 160 pregnant women (80 women
with PROM as case group and 80 pregnant women
without PROM as control group), GA 28-40th weeks
were enrolled.

There was no significant difference between two
groups of with PROM and without PROM in terms
of demographic characteristics (age, GA, parity,
gravid, abortion), levels of AST and ALT of vaginal
fluid was different in the two groups. This difference
was statistically significant (p<0.001). Sensitivity
and specificity of AST with a cut-off 7.5 IU/L were
79.7%, 56.2% respectively, positive and negative
predictive values were 64.2%, 73.7% respectively.
The sensitivity, specificity, positive and negative
predictive values for ALT 78.4%, 48.7%, 60.1%,
and 69.6% respectively, and cut off value 2.5 TU/L.®
In this study, the difference was observed in the
two enzymes, the result may with same or slightly
lower sensitivity and spasticity comparing to studies
mention, this may be due to the small number of cases,
small number of available studies, and the weakness
of current study was possible laboratory mistakes and
the use of serum kits which might not have the right
accuracy for vaginal washing fluid.

In this study we use ultrasound for amniotic fluid

index (AFI) with sterile speculum and observation of
cervical fluid leakage or accumulation of fluid in the
posterior fornix of the vagina to confirm diagnosis of
PPROM.

Ultrasound was significant in diagnosis of PPROM
with p-value<0.001, but in ultrasound should not be
used as the primary means of diagnosis of PROM.
False positive findings may occur in patients with
oligohydramnios resulting from causes other than
PROM, and false negative results may occur in patients
with discrete amniotic fluid losses.

However it should be assumed that PROM has
occurred if ultrasound examination shows little or no
fluid in the uterus. In contrast, the presence of a normal
amount of fluid makes the diagnosis of PROM unlikely.?
The most reliable method for diagnosing PPROM is
visualizing amniotic fluid draining through the cervix.’
However, certain diagnosis of PPROM is sometimes
difficult, so several suggestions have been made for
methods to confirm the diagnosis of PPROM when in
doubt, this forced the research to look for a biochemical
marker solely secreted in the amniotic fluid that may be
detected in vaginal fluid in cases of PPROM.

Studies on several markers (as mention in
introduction) have been conducted including: BHCG,
thyroid hormones, urea, creatinine®”'° with the exception
of urea and creatinine, all of them maintained the same
or lower specificity and sensitivity values comparing to
our markers.®*!0

By compare the results of this study to the results
of other studies marker, our markers (AST, ALT) are
simple, fast, inexpensive, and commercial kits are
available and can be done in most hospitals at all hours
of the day and is economically cheaper than other tests.
Thus, the levels of AST and ALT of vaginal fluid can be
used as convenient and fast reliable test for the diagnosis
and prediction of PPROM.

CONCLUSIONS

We concluded that vaginal AST and vaginal ALT
could be used as predictive test for detection of PPROM.
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So, this could limit unnecessary obstetric interventions,
including hospitalization, administration of antibiotics
and corticosteroids, and even induction of labour and
iatrogenic prematurity.

It is rapid, easy performed test as the commercial kits
are available in most of hospital labs with reasonable
cost.

RECOMMENDATIONS

To further investigate our hypothesis whether the
association between preterm premature rupture of
membrane and aspartate aminotransferase (AST) and
alanine transaminase (ALT) we suggest:

1. Due to small number of studies it seems that further
studies with large population should be performed.

2. Long duration time studies with more gestational
age involve.

3. Further researches are required to determine the
cut-off level of AST and ALT in cases of suspected
leaking patients.
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ABSTRACT

Objective: Transurethral resection of the prostate
(TURP) is the standard procedure for the surgical
treatment of benign prostatic hyperplasia (BPH).
Monopolar TURP was recently challenged by bipolar
TURP, which uses normal saline as an irrigant, thus
avoiding the need for glycine or distilled water irrigation
and its associated complications. A prospective
comparative observational study to compare the use of
bipolar TURP with the conventional monopolar TURP
regarding biochemical, hemodynamic changes and
clinical results.

Methods: From February 2015 to July 2017,
two hundred patients with symptomatic BPH were
randomized into a prospective study comparing the two
modalities. All patients were fully assessed with detailed
history, thorough physical examination and necessary
investigations. Resection time, weight of resected tissue,
blood loss, the need for blood transfusion, decline of
hemoglobin and serum sodium values were assessed.
Postoperative catheter time, irrigation time, hospital
stay, intra-operative and postoperative complications
were also recorded. The improvements in International
prostate symptoms score (IPSS), and Omax (maximum
flow rate) after 3 months were also recorded for all
patients.

Results: The bipolar group showed significantly
longer operative time (64.3£5.5 minutes versus
54.7+£7.8 minutes), and required significantly more
irrigant volume (20.6x1.2 liters versus 17.71.4
liters). It also showed less reduction in serum sodium
level (1.2£0.0 mmol/l versus 5.7+0.2 mmol/l), and less
reduction in hemoglobin level (0.7+0.1 g/dl versus
240.0 g/dl). The weight of the resected tissue was not
significantly different between the two groups. The
bipolar group showed less postoperative irrigation
time (23.6x4.1 versus 36.7+5.8 hours), hospital stay
time (2.25+0.4 versus 3.5+0.5 days), catheterization
time (5+1 days versus 7.4+1 days), and postoperative
complications. Both groups showed significant
improvement in IPSS, Omax, and quality of life;
however, the difference between the two groups was
not statistically significant.

Conclusions: Bipolar TURP seems to be a promising
alternative for the treatment of patients with BPH, with
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comparable efficacy, shorter hospital stay, and faster
recovery as compared to the conventional monopolar
TURP, with less perioperative bleeding, serum sodium
reduction and postoperative complications.

INTRODUCTION

The most common benign tumor in men is benign
prostatic hyperplasia (BPH), which is an age-dependent
disease.! It is accompanied by lower urinary tract
symptoms (LUTS) with a progressive behavior.>* After
the age of 40, the disease starts to develop. By age of 60,
the prevalence is greater than 50%, and by age of 85 it
is as high as 90%.* It was observed that the prostate size
increases with age at a rate of 0.6 ml per year.> About
75% of men older than 50 years had symptoms arising
from BPH and 20-30% of men reaching 80 year-old
required surgery.>

Although LUTS secondary to BPH is not a life
threatening condition, their impact on quality of life
can be significant and should not be underestimated.

McNeal demonstrated that all BPH nodules develop
either in the transition zone or in the periurethral
region.” The nodule enlargement is androgen dependent
and involves increase in the number of fibro muscular
stromal and epithelial cells, so it is actually a hyperplasia,
not a hypertrophy.**

The etiology of BPH still remains uncertain in
some aspects.” Several mechanisms appear to be
involved including age-related tissue remodeling,
metabolic hormonal alteration and
inflammation.'*'> Aging is the most significant risk
factor in the development of BPH and the occurrence
of LUTS. 12

syndrome,

Although medical treatment represents the first line
treatment of BPH, a significant percentage of patients
with BPH requires surgical intervention.'* Transurethral
resection of the prostate is the gold corner-stone
procedure in the treatment of BPH.!* The electrosurgical
TURP was first described by Stern in 1926 and modified
by McCarty in 1931.%
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Although excellent short and long term results were
obtained by TURP, it is still associated with significant
morbidity.'® Morbidity occurs in up to 20% of TURP
procedures and includes: bleeding requiring transfusion
5-11%," TUR-syndrome 2%,'® bladder neck contracture
4%, urethral stricture 3.8%, incontinence 2.2%, erectile
dysfunction 6.5%, retrograde ejaculation 65-70% and
UTTs."* Modifications such as incorporation of bipolar
technology have been made to minimize the morbidity
of TURP.?!

The proposed advantages of bipolar resection
are improved hemostasis, better intra-operative
visualization and reduced risk of TUR syndrome
(bipolar technique allows resection in normal saline
which is the most physiologic irrigant as it is an isotonic
electrolytes medium).?>%

Some studies also reported shorter catheterization
time, reduced hospital stay** and smaller degree of
cautery artifacts in the TURP chips.? In the monopolar
electro-cautery system, the current pass through the
patient’s body from the active electrode placed on
the resectoscope to the return plate on the patient’s
leg, this can cause nerve or muscle stimulation, deep
tissue heating and malfunction of cardiac pacemaker.?®
In the bipolar electrocautery system, the active and
return electrodes are placed on the same axis on the
resectoscope using high current locally with reduced
distant side effects.”’

Aim of the study: The aim of this prospective
comparative observational study was to compare the
use of bipolar TURP using saline as an irrigant with the
conventional monopolar TURP regarding biochemical,
hemodynamic changes and clinical results.

METHODS

This study was conducted in the urology department
of Al-Basra General Hospital and Al-Mawani General
Hospital, from February 2015 till July 2017, after
appropriate approval by the management of both
hospitals.

A total number of 200 patients with symptoms of
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bladder outlet obstruction (BOO) due to prostatic
enlargement requiring surgery (because of failure of
medical therapy or refractory urine retention) were
enrolled in the study and divided into two groups:
Group I: managed by monopolar TURP (120 patients),
and Group II: managed by bipolar TURP (80 patients).

Exclusion criteria included documented or suspected
prostate cancer (elevated PSA level and/or abnormal
DRE), and patients who refusing participation in the
study.

Informed consent was taken from all patients, and they
were all evaluated before the surgery by detailed medical
history, thorough physical examination including DRE,
laboratory investigations including urinalysis, serum
PSA, complete blood count, renal function tests, serum
sodium level and assessment of bleeding tendency.
Imaging studies including ultrasound was done to
evaluate urinary tract, to estimate preoperative prostate
size, and to measure the post-voiding residual urine
volume (PVR).

Maximum urine flow rate (Qmax) was determined
by uroflowmetry. International prostate symptom score
(IPSS) and quality of life (Qol) score were determined
in all participants.

Depending on the cardiopulmonary status of the
patient, surgical procedure was done under general or
spinal anesthesia in the lithotomy position.

Patients with urinary tract infections were treated
before the procedure, single intravenous dose of third
generation cephalosporine was given to all patients
at the induction of the anesthesia as a prophylactic
antibiotic.

The monopolar TURP was performed with a 26
French continuous flow Karl-Storz resectoscope, an
active Karl-Storz monopolar single stem working
element and a standard thin loop element. Glycin was
used for irrigation.

The bipolar TURP was performed with a 24 French
continuous flow Karl-Storz resectoscope, an active
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Karl-Storz bipolar double-stem working element
and Karl-Storz bipolar cutting loop -electrode,
normal saline 0.9% was used for irrigation.

The height of the irrigation fluid was about 60 cm in
all patients. At the end of the procedure, a three ways
22 French silicone Foley’s catheter was inserted, and
continuous saline irrigation was started at a rate enough
to maintain a light pinkish return. The irrigation was
stopped once the returning fluid turned clear.

The operative time which is the time from the first cut till the
insertion of the Foley’s catheter, the amount of irrigation fluid,

Appendix A

the weight of the resected prostatic tissue and the immediate
postoperative serum sodium level were determined.

Postoperative hemoglobin level was obtained 24
hours after the surgery. Duration of postoperative
irrigation, duration of hospitalization, duration of
catheterization and any postoperative complication such
as clot retention, blood transfusion and re-admission
due to any surgery-related cause were recorded.

All the patients were followed for at least three
months, and at the end of the three months the IPSS,
Qmax and Qol were determined.

Patient's sheet

Name: age:

mobile No.:

Date of surgery: type of surgery:

Preoperative Data:

Prostate size Qol score
PSA PVR

Q max Hb%

IPSS Serum sodium

Operative time

Operative Data:

Weight of resected tissue

Volume of irrigant used

Postoperative Data:

Serum sodium (immediate) IPSS
Hb% (24 hour later) Q max
Duration of irrigation Qol

Duration of hospital stay

Duration of catheterization

Result of histopathology

Clot retention

Blood transfusion

Readmission

Any other complication

12
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Statistics: Data analysis was performed by using RESULTS
statistical package for social science (SPSS) version 18,
all values were expressed as mean+standard deviation. The preoperative characteristics of the patients
Significant difference between the two groups was of both groups are shown in Table 1.There was no
evaluated using the t test. A p-value less than 0.05 was significant difference in the preoperative parameters in
considered as statistically significant. both groups of the study.

Appendix B

Not Lessthan 1 | Lessthan | About half| More than | Almost

at all time in 5 | half the time | the time | half the time | always Score

Incomplete emptying. Over the last month,
how often have you had a sensation of not
emptying your bladder completely after you
finish urinating?

Frequency. Over the last month, how often
have you had to urinate again less than 2 0 1 2 3 4 5
hours after you finished urinating?

Intermittency. Over the past month, how
often have you found you stopped and
started again several times when you
urinated?

Urgency. Over the past month, how often
have you found it difficult to postpone 0 1 2 3 4 5
urination?

Weak stream. Over the past month, how
often have you had a weak urinary stream?

Straining. Over the past month, how often
have you had to push or strain to begin 0 1 2 3 4 5
urination

Nocturia. Over the past month, how many
times did you most typically get up to urinate
from the time you went to bed at night until
the time you got up in the morning?

Total IPSS score

Quality of life Delighted | Pleased Mostly Mixed—about equally Mostly

Unh Terribl
due to symptoms satisfied satisfied and dissatisfied | dissatisfied Thappy | fetibie

If you were to spend the

rest of your life with your
urinary condition just the 0 1 2 3 4 5 6
way it is now, how would

you feel about?

The International Prostate Symptom Score (IPSS). This figure was published in Barry MJ, Fowler FJ Jr, O’Leary MP, et al. (1992). The
American Urological Association symptom index for benign prostatic hyperplasia. J Urol 148(5):1549-57. Copyright Elsevier 1992.

13
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The difference between the two groups was significant
regarding the operative time; the mean operative time in
group I was 54.7+7.8 minutes versus 64.34+5.5 minutes
in the group II. Greater amount of irrigant was used in the
group II than in the group I. The mean volume of irrigant
used in the group I was 17.7+1.4 liter versus 20.61.2+
liter in the group II. However the difference in the
weight of resected prostatic tissue was not significant.
The mean resected prostatic tissue volume in the group
I was 54.7+1.5 g versus 64.3+2.2 g in the group II.

Serum sodium level dropped in the group I from
140.7+1.4 to 135.9£1.6 mmol/l (the mean reduction
was 5.7+0.2 mmol/l), and this was significantly higher

160

than the drop in the group II (serum sodium level
dropped from 140.3+1.4 to 138.8+1.4 mmol/l, the
mean reduction was 1.2+0.0 mmol/l) ), as shown in
Figure 1.

The hemoglobin level dropped in the group I from
13.940.9 g/dl to 11.9£0.9 g/dl (the mean reduction
level was 2+0.0 g/dl), and this was significantly
higher than the drop in the group II in which the
hemoglobin level dropped from 13.7+0.9 to 13+0.5
g/dl (the mean reduction level was 0.7+0.1 g/dl), as
shown in Figure 2.

The mean postoperative irrigation time was less
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Figure 1. The mean difference of serum sodium in preoperative and postoperative
in mono and bipolar TURP.
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Figure 2. The mean difference of hemoglobin level in preoperative and postoperative
in mono and bipolar TURP.
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in the group II (23.6+4.1 hours) than in the group was 2.25+0.4 day in the group II versus 3.5+£0.5 day
I (36.7+5.8 hours), and the difference was highly in the group .

significant. The difference was also significant

regarding catheter time and hospital stay, the mean There was a significant improvement in the IPSS,
catheter time was 5+1 day for the group II versus Qol, and Qmax after three months in both groups in the
7.4+1 day for the group I, and the mean hospital stay study, but the difference between the two groups was

Monopolar Bipolar
Character p-value
Mean +SD Mean +SD
Age 64 7 65 3
Prostate size 63.8 5.3 62.1 5 0.3
PSA 2.1 0.6 1.9 0,5 0.3
Q max 7.1 1.1 7.4 1.3 0.48
. IPSS 21.9 2.3 21.8 2.1 0.8
Preoperative
Qol score 3.7 0.8 3.6 0.8 0.7
PVR 143.7 25 131 32.6 0.2
Hb% 13.9 0.9 13.7 0.9 0.5
Serum sodium 140.7 1.4 140.3 1.4 0.4
Table 1. Preoperative characteristics of the patients.
Monopolar Bipolar
Character p-value
Mean +SD Mean +SD
Operative time (minutes) 54.7 7.8 64.3 5.5 0.000
Weight of resected tissue (g) 45 1.5 50 2.2 0.2
Volume of irrigant (liters) 17.7 1.4 20.6 1.2 0.002
Table 2. Intraoperative parameters of the patients.
Monopolar Bipolar
Character p-value
Mean +SD Mean +SD
Serum sodium 135.9 1.6 138.8 1.4 0.000
Hb (g/dl) 11.9 0.9 13 0.5 0.001
Duration of postoperative irrigation (hours) 36.7 5.8 23.6 4.1 0.000
Duration of hospital stay (days) 3.5 0.5 2.25 0.4 0.000
Duration of catheterization (days) 5 1 7.4 1 0.000
Clot retention 0.25 0.44 0 0 0.03
Blood transfusion 0.25 0.44 0.06 0.25 0.6
IPSS 6.6 1 6.5 1 0.7
Q max 16.7 1 17.6 1.2 0.02
Qol 3 0 3 0 0.00

Table 3. Postoperative parameters of the patients.
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not significant. The IPSS decreased from 21.942.3 to
6.6x1 in the group I and from 21.8+2.1 to 6.5%1 in the
group II. The Qmax increased from 7.1£1.1 ml/sec to
16.7£1 ml/sec in the group I, and from 7.4+1.3 ml/sec
to 17.6+1.2 ml/sec in the group II.

During the period of follow up, two patients in
the bipolar group were readmitted to the hospital,
one for high grade fever and heavy pyuria, and
one for late hematuria and only one patient in the
monopolar group was readmitted for hematuria and
clot retention.

The histological examination confirms the diagnosis
of BPH in all patients who underwent TURP in both
groups.

DISCUSSION

Till this date, TURP has been considered the
cornerstone of surgical management for BPH, due to the
procedure’s outstanding, well-documented, long-term
treatment efficacy,' but still is associated with significant
morbidity rates. Several technical modifications were
used during the last years to reduce the incidence of
both intraoperative and postoperative complications.?!
One of these modifications is the incorporation of
bipolar technology, allowing performance of TURP
with normal saline to minimize complications.?!

Bipolar TURP has theoretical advantages that
need to be further evaluated; in this study, further
exploration of the potential benefits of bipolar TURP
was aimed.

It is clear from the results that there were
no statistically significant differences between
the two groups with respect to the preoperative
baseline parameters including prostate size, PSA,
IPSS, Qmax, PVR urine volume, hemoglobin
concentration, and serum sodium level.

It is clearly observed an increased time of resection
in group II (64.345.5 minutes) as compared to group I
(54.7£7.8 minutes) which was statistically significant.
The results in this study were in accordance with those
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reported by Michielsen et al** who found that bipolar
TURP required significantly more time than monopolar
TURP (56425 vs. 44420 minutes), and they attributed
these findings to the use of a small-sized resectoscope *
French in bipolar TURP, i.e. the size of the monopolar
resectoscope loop is larger so that more cutting strokes
are required to resect the same amount of tissue. The
availability of larger resection loops could resolve this
limitation in bipolar TURP.

Huang et al also found similar results,* they compare
bipolar and monopolar TURP in a randomized controlled
study done on 136 patients, and they found that the
operative time for bipolar group was (75.77+22.63
minutes), and for monopolar group was (71.22+19.85
minutes).

Also Acun™ a-Lo” pez, et al’! analyzed intraoperative
and postoperative results in bipolar versus monopolar
TURP in a cross-sectional study done on 30 patients,
and found that the operative time for bipolar group was
64.3+£19.4 minutes and that for monopolar group was
61+13.5 minutes.

In contrast to this study, Fagerstrom et al*? compared
monopolar versus bipolar TURP in a randomized
controlled study done on 202 patients. They found that
the operative time for bipolar group (62423 minutes)
was shorter than monopolar group (66+23 minutes).
Also Singhania et al** found that, the operative time for
bipolar group was 55.1+13.3 minutes and for monopolar
group was 56.76+ 14.51 minutes, (nearly similar).

The difference in operative time is most probably
operator dependent, related to orientation to the use
of the bipolar resectoscope, as most surgeons are well
trained to the use of the monopolar one.

A greater volume of irrigant fluid was consumed in
bipolar (20.6+1.2 liter) than in monopolar (17.7+1.4
liter), and this is perhaps related to the longer operative
time. This was in contrast to Singhania et al,®> where
they found that the mean volume of glycine used in
the monopolar group was 19.8+5.4 liter, while the
mean volume of saline used in the bipolar group was
18.76+£8.1 liter, p-value was >0.05.
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In this study, the decline in serum sodium was
significantly lower in the group II (1.2=0.0 mmol/l)
than in group I (5.7£0.2 mmol/l), because of the use
of normal saline as an irrigant, the result is comparable
to that of Singhania et al,** who reported a greater
decrease in serum sodium in the monopolar TURP
(4.12 vs. 1.3 mmol/l). In another study Michielsen et
al,” also reported less decline in serum sodium in the
bipolar group (1.44 vs. 2.23 mmol/l), however; none of
the patients in either group developed TURP syndrome.

The change in the hemoglobin level showed a
significant decrease in the group I (2+0.0 g/dl), while the
decrease in the group II was (0.7+0.1 g/dl). This result
comes in harmony with that of Huang, et al** who found
that the decrease in hemoglobin level in bipolar group
was (0.71 g/dl) and in monopolar group was (1.15 g/dl).
Also, Singhania, et al** reported a decline in hemoglobin
level in bipolar group (0.55 g/dl) and in monopolar
group (0.97 g/dl). On the other hand; Fagerstrom, et al*
compared the change in percentage of hemoglobin level
between bipolar and monopolar TURP in randomized
controlled study on 202 patients, they found that the
percentage of decrease in hemoglobin level in bipolar
group was 5.5%, and in monopolar group was 9.6%
which was highly significant.

In contrast to this study, Ho, et al** found that there
was no significant decrease in hemoglobin level between
bipolar group and monopolar group. Also, Michielsen,
et al® found that the decrease in hemoglobin level in
bipolar group was (1.21 g/dl) and in monopolar group
was (1.3 g/dl).

This study found a significantly shorter duration of
postoperative irrigation in the group II (23.6=4.1 hours
versus 36.7+5.8 hours), and a significantly shorter
catheter time (51 days versus 7.4+1 days), and a
shorter hospital stay (2.2540.4 vs. 3.5£0.5 days).

These results are in harmony with the results reported
by Giulianelli, et al (1+0.5 vs. 242 days for catheter
time, and 2+0.25 vs. 3+2 days for hospital stay).*
Patankar, et al*® also reported a significantly shorter
catheter time in the bipolar group (18.44+2.7 versus
42.4+15.2 hours), and Tefekli, et al’” have mentioned
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a significantly shorter hospital stay after bipolar TURP
(2.3+£0.7 vs. 3.8+0.7 days; p<0.05).

According to the obtained results in this study, there
was a significant improvement in the IPSS, Qmax and
Qol score in both groups of the study after three month
of the study compared with baseline values, but the
difference between the two groups was statistically
insignificant.

The improvement observed in this study, in the IPSS,
Qmax and Qol score agreed with those reported in the
literature for both monopolar and bipolar TURP. #3336

In this study, four patients in the group I developed
clot retention postoperatively, and three of them
required blood transfusion, whereas only one patient in
the bipolar group had clot retention and required blood
transfusion.

During the follow up period, one patient from
the group I was re-admitted for hematuria and clot
retention, and two patients from the bipolar group re-
admitted one for high grade fever and heavy pyuria
and the other one for late hematuria.

Results of this study were similar to that mentioned
by Giulianelli, et al** Starkman, et al and Santucci, et al*?
who reported a lower complication rate in the bipolar
group compared to the monopolar group.

CONCLUSIONS

Bipolar TURP is a promising alternative for the
treatment of patients with BPH, with comparable
efficacy, shorter hospital stay, faster recovery than the
conventional monopolar TURP, with less perioperative
bleeding, serum sodium reduction and postoperative
complications.

RECOMMENDATIONS

Because of the small sample in this study and the limited
follow-up period our results need to be validated in a larger
study with a longer follow-period to perfectly evaluate the
safety and effectiveness of the bipolar TURP.
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VITAMIN D DEFICIENCY IN CHRONIC RENAL FAILURE
HEMODIALYSIS PATIENTS
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ABSTRACT

Objective: Vitamin D [(25(OH)D] deficiency and
insufficiency is common in patients with chronic kidney
disease (CKD). 25 (OH) D has been found to have
beneficial effects on bone, cardiovascular and immune
functions. This study was undertaken to determine the
vitamin D status of CKD patients on hemodialysis.

Methods: We performed a cross-sectional study
evaluating 25-hydroxy-vitamin D levels in 100 chronic
dialysis patients in Al-Immamin Al-kadhimian city in
Baghdad. Associations between vitamin D level and
various disease markers were measured using Pearson
correlation.

Results: The mean age of patients was 51+16 years,
62/100 (62%) were males and 38/100 (38%) were
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females. 36/100 (36%) were diabetics. The duration of
hemodialysis was more than 6 months. Most patients
were on thrice weekly hemodialysis. The mean level
of vitamin D was 10.15+7.57 ng/ml. Majority of the
patients [97/100 (97%)] were either vitamin D deficient
or had insufficient levels, and 92/100 (92%) were
vitamin D deficient (levels <20 ng/ml), of these, 59/100
(59%) had severe vitamin D deficiency (levels <10 ng/
ml) and 5/100 (5%) had insufficient levels (20-30 ng/
ml) of vitamin D. Only 3/100 (3%) patients had normal
levels of vitamin D. The mean levels of serum calcium,
phosphorus, alkaline phosphatase, and albumin were
8.8+1.37 mg/dl, 5.0+1.47 mg/dl, 166.5+15 IU/I and
3.6x0.56 g/dl, respectively. PTH levels ranged from
17to 1928 pg/ml, and the median was 296 pg/ml. There
was no significant correlation between 25 (OH)D levels
and weight, sex, hemoglobin, age, alkaline phosphatase.
Also, no correlations with albumin, phosphorus and
PTH levels.

Conclusions: Vitamin D deficiency and insufficiency
are universal in our hemodialysis patients, with severe
vitamin D deficiency in two-third of patients.

INTRODUCTION

New evidence has now established that the role of
vitamin D is no longer solely restricted to its classical
function of maintaining calcium and phosphate
homeostasis. Vitamin D appears to play a more extensive
role as a cell differentiating and anti-proliferative factor
with actions in a variety of tissues, including the renal,
cardiovascular, and immune.'

Patients with kidney disease have reduced activity
of the enzyme I1-a hydroxylase (CYP27B1) in the
kidneys, which converts 25-hydroxyvitamin D (25(OH)
D) to its more active form 1,25-dihydroxyvitamin D
(1,25(0OH),D), and thus patients with kidney disease
have traditionally been given vitamin D replacement
with active, 1,25-dihydroxvitamin D or a related
analog.’

As kidney function worsens,
1,25-dihyrdoxyvitamin D levels, low calcium levels,
and high serum phosphate levels lead to secondary

low circulating
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hyperparathyroidism (SHPT). SHPT, identified by
elevated parathyroid hormone (PTH) levels, isassociated
with both bone disease (renal osteodystrophy) and,
in epidemiologic studies, poor outcomes in dialysis
patients.?

Multiple observational studies have shown low levels
of both 25 (OH)D and 1,25 (OH)2D in patients with
CKD and ESRD. Many factors may account for low
levels of 25 (OH)D in kidney disease, including the loss
of vitamin D binding protein in the urine, ineffective
synthesis in the skin upon exposure to ultraviolet B
radiation, and likely reduced nutritional intake and sun
exposure.*

CKD is characterized by low 25 (OH) vitamin D
(Calcidiol), low 1,25 (OH), vitamin D (Calcitriol) as well
as vitamin D resistance.’ Alterations related to vitamin
D metabolism, hyperphosphatemia and hypocalcemia
lead to increased synthesis and/or secretion of PTH
leading to secondary hyperparathyroidism, that sets in
as soon as GFR falls below 60 ml/min.°

As early as stage 2 of CKD, serum 25 (OH) vitamin
D levels begin to decline.” Reduced sun exposure,
impaired skin synthesis of cholecalciferol due to renal
disease, hyperpigmentation seen in late CKD stages
and dietary restrictions that are commonly advised to
CKD patients contribute to high prevalence of vitamin
D deficiency.

In addition, uremia impairs intestinal absorption
of dietary and supplemental vitamin D, and in CKD
patients with severe proteinuria there are high urinary
losses of vitamin D binding protein (DBP), leading to
increased renal loss of vitamin D metabolites.”®

Calcitriol binds to the intracellular vitamin D steroid
receptor (VDR) to influence transcription of multiple
genes across diverse target tissues. The traditionally
understood, “classical” actions of Calcitriol are to
increase gastrointestinal absorption of calcium and
phosphate, thereby enhancing bone mineralization, and
to suppress PTH secretion by the parathyroid glands.
Calcitriol also influences transcription of “non-classical
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“ target genes in the kidney, heart and skeletal muscle,
leukocytes, and pancreatic islets.’

Calcitriol potently inhibits renin expression through
interaction of the VDR with response elements located
within the promoter region of the renin gene, and
moderates ventricular hypertrophy via direct effects on
myocardial proliferation and contractility.!°

Stimulation of the VDR also modulates expression of
interleukins IL1, IL6 and tumor necrosis factor alpha by
macrophages, and decreases expression of interleukin
IL2 by lymphocytes.!"'? These experimental findings
are corroborated by observational studies in humans
that demonstrate associations of lower 25-hydroxy and
1,25-dihydroxy vitamin D levels with higher blood
pressure, inflammation, proteinuria, and diabetes.!!

Recently published KDIGO (kidney disease,
improving global outcomes) guidelines recommend that
the serum 25 (OH) D level should be maintained over
30 ng/ml in patients of all stages of CKD.'*!?

METHODS

The study was performed in Al-Nahrain College
of Medicine in Al-Kadhimian Teaching Hospital in
dialysis unit during the period of November 2014
to December 2015, 100 patients (62 males and 38
female) involved in this study of different age group
ranging from (16 to 80) years (mean of age 51+16.4
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 ranging
from 250 to 300 ml/min. Patients on hemodialysis
were required to have dialysis adequacy (Kt/v) of 1.2
or more.

All patients underwent a history and physical
examination, we assess the vitamin D3 level among
patients on hemodialysis in our center and virology

screen, calcium, phosphorus, albumin, alkaline
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phosphatase, PTH and PCYV, blood sample was collected
before the hemodialysis sessions from vascular access.
These samples was sent to the dialysis laboratory for
analysis and measured in the same months.

Blood sample for 25 (OH) D was taken in a separate
tube and centrifuge immediately and store in a cold
storage (Roche Elecsys GmbH, sandofarstrasse 116,
Germany). The patients were considered vitamin
D insufficient if level between 20 and 30 ng/ml, and
deficient if the levels less than 20 ng/ml. We also
subcategorized these patients to severe deficiency if the
level less than 10 ng/ml.

We included in our study the ESRD patients on
hemodialysis those dialyzed for 4 hours and majority
of them 2-3 times per week for six months and more.
We excluded chronic kidney disease patients and the
duration of hemodialysis less than 6 months.

Analytical method: Measurement of calcium
and phosphorus, albumin, alkaline phosphatase by
spectrometer method. These assays are done by Cobas
Cl, 11 Roche. 25 (OH)D level, serum parathyroid
hormone PTH, virology screen by Cobas e4 11.

Statistical analysis: Data of 100 ESRD were
transferred into computerized data based form
and checked for error or inconsistency with aid of
Microsoft excel 2007 (program for windows). Data
management and statistical analysis were performed
SPSS (statistical package for social science), version
23 for windows.

Descriptive statistic for continuous variables; age,
weight, calcium level, PO4, albumin and vitamin D3
level, were presented as mean and standard deviation
(SD), while categorical variables; sex, virology status,
vitamin D categories (sufficient, insufficient, deficient)
were presented as frequencies and percentage. Assess the
correlation between 25(OH)D and various biochemical
markers by Pearson method.

Chi-square used to assess the significance of
association of vitamin D3 categories with other
categorical variables. Level of significance was two
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tailed and set at p-value less than 0.05 to be considered
as significant.

RESULTS

One hundred hemodialysis patients were analyzed
for their vitamin D status. The characteristics of these
patients are as shown in Table 1. Mean age was 51+16.9
years. Of these, 38 were females and 62 were males,
mean weight was 64.4+15.4 kg.

Table 3 shows the causes of chronic kidney disease.
Thirty-two (36%) patients had diabetic nephropathy,
and most patients were on thrice a week hemodialy-
sis.

Mean 25 (OH)D level was 10.15+7.59 ng/ml. Only
3 (3%) patients were vitamin D sufficient and 5 (5%)
were vitamin D insufficient. The remaining 33 (33%)
were vitamin D deficient, Table 5. Of these, 59 (59%)
had severe vitamin D deficiency with 25 (OH)D less
than 10 ng/ml. Majority of these patients were on usual

Characteristic of patients Values calcium supplements.
Male 62/100
Female 38/100 Causes Frequency
Hepatitis C positive 27/100 (27%) Diabetes 36/100 (36%)
Hepatitis B positive 2/100 (2%) Hypertension 32/100 (32%)
Iy Iy o
Hepatitis B, C positive 6/100 (6%) Polycystic kidney disease 6/100 (6%)
Hepatitis (negative) 65/100 (65%) - .
Weight (in kg) (mean=SD) 64.4£15.4 Obstruction 6/100 (6%)
Age (years) (mean+SD) 51£16.9 Glomerulonephritis 7/100 (7%)
Table 1. Characteristics of patients. Pyelonephritis 8/100 (8%)
Unknown 5/100 (5%)

In Table 2, mean packed cell volume (PCV) was
0.2840.49 and albumin was 3.6+0.56 g/dl. Mean
calcium, phosphorus, and alkaline phosphatase were
8.8+1.37 mg/dl, 5.0+1.47 mg/dl, and 166.5+15.0 1U/I,
respectively. PTH levels ranged from 17 to 1928 pg/ml
and the median was 296.0 pg/ ml.

Characteristics Value
Albumin (mean+SD) 3.6+0.56
Calcium (mean+SD) 8.8+1.37

Phosphorus 5.0+1.47
Alkaline phosphatase 166.5 £15.0
25 (OH)D 10.15£7.59
PTH 515.9+605.3

PCV (mean+SD) 0.28+0.49

Table 2. Biochemical characteristic of patients.

Table 3. Causes of chronic kidney disease.

There was no significant correlations between 25
(OH)D levels and weight, sex, PCV, age, alkaline
phosphatase, and also, no correlation with PTH levels,
phosphorus and albumin, Table 6.

DISCUSSION

Vitamin D deficiency, insufficiency and sufficiency
were seen in 92%, 5% and 3% respectively, of our
patients on hemodialysis as compared to vitamin D
level in normal population were 52.8%, 37.7% and
9.4% respectively in Al-Jebouri et al study from Tikrit
government in our country.'*

Vitamin D DM HTN PCKD Obstruction GN PN Unknown Total
Sufficient 0 2 0 0 0 1 0 3
Insufficient 3 2 0 1 0 1 0 7
Deficient 9 9 3 0 3 4 3 31
Severe deficient 24 19 3 5 4 2 2 59

Table 4. Shows the relation between sub-categorized of vitamin D and the cause of CKD and p-value was 0.56.
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The mean vitamin D was 10.15+7.59 ng/ml in our
patients on hemodialysis as compared to 31.42+2.98
ng/ml, in normal adult population in Al-Jebouri et al
study. Severe deficienc y was also very common, with
as many as 59% patients showing serum 25 (OH)D
values below 10 ng/ml.

Vitamin D status No.
Severe vitamin D deficiency (<10 ng/ml) | 59/100
Vitamin D deficient (10-20 ng/ml) 33/100
Vitamin D insufficient (21-30 ng/ml) 5/100
Vitamin D sufficient (>30 ng/ml) 3/100

Table 5. Vitamin D status of the patients.

Parameter Correlation coefficient | p-value
Age -0.17 0.08
Weight 0.34 0.7
Sex 0.16 0.11
Calcium 0.14 0.13
Phosphorus 0.07 0.51
Albumin 0.09 0.4
Alkaline phosphatase -0.13 0.18
PTH -0.06 0.54
PCV 0.28 0.7

*PTH=parathyroid hormone, PCV=packed cell volume

Table 6. The correlation between 25 (OH) D level and
various clinical and biochemical parameters.

Our findings are compared with previous data from
Chandigarh which reported 77% prevalence of vitamin
D deficiency, and 22% insufficiency in male patients
with newly diagnosed CKD patients. '’

In Bhan I et al study'® from North America, the result
of vitamin deficiency, insufficiency and sufficiency
were 20%, 77% and 3% of patients on hemodialysis
respectively. In Beena Bansal et al study! from
North India were 64.4%, 31.8% and 4.4% of patients
respectively. Of note, most of these patients were on
calcium carbonate preparations two to three times a
day. We found that 25 (OH)D levels were low in most

patients.

We found in our study; there is no significant
correlation between the age, sex, PCV, calcium,
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albumin, alkaline phosphatase and weight with vitamin
D levels.

Also, presence of diabetes was not correlated with
vitamin D levels, while in a previous study (Bhan I),
the female sex and hypoalbuminemia were found to be
correlated with vitamin D deficiency in hemodialysis
patients.

Also, the correlation of vitamin D levels with
presence of diabetes is interesting. There is evidence of
effect of vitamin D deficiency on glucose metabolism,
but vitamin D deficiency being more common in CKD
patients with diabetic nephropathy as the basic disease
is not commonly reported.'®

We did not find any correlation between PTH levels
and 25 (OH)D, although an inverse correlation has been
shown in previous studies (Chandigarh) which were
done in earlier stages of CKD (Stages 3 and 4)."

CONCLUSIONS
In this cross-sectional study, vitamin D
insufficiency or deficiency was found to be highly
prevalent in chronic dialysis patients. Although
vitamin D deficiency was highly prevalent in our
dialysis patients, we were unable to demonstrate a
correlation between a 25-hydroxy-vitamin D level
and the majority of disease markers evaluated in
this study. Further research is necessary to fully
elucidate the consequence of vitamin D deficiency in
patients with end-stage renal disease. They probably
require routine supplementation with higher doses of
cholecalciferol. Further studies on supplementation
are being carried out to define optimum dose
schedules.
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ABSTRACT pregnant women in order to evaluate the association

between preeclampsia and these parameters.

Methods: women  with

Objective: To assess the platelets count, neutrophil-to-
lymphocyte ratio (NLR) and platelet-to-lymphocyte ratio
(PLR) in patients with preeclampsia (PE), compared
with pregnant women with hypertension and normal

Forty nine pregnant
preeclampsia, 22 pregnant women with hypertension
and 50 healthy controls from an Obstetrics and
Gynecology hospital in Damascus were prospectively

*Faihaa Hkima Abou Fakher, MD, Professor of Immunology (PhD), Department of Laboratory Medicine, Faculty of Medicine, Damascus University, Damascus,
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evaluated. The groups were compared in terms of
clinical characteristics and hematological parameters.

Results: Platelets count decreased significantly
(182.29+64.97x10°/L, p=0.01) patients  with
preeclampsia as compared to the control group
(215.86+66.50 x10°/L), while no difference of platelets
count was observed between the control group and
pregnant women with hypertension (209.09+51.13
x10°/L, p=0.67). WBC count was significantly higher
in pregnant women with preeclampsia (p<0.01), while
no significant difference was observed in women with
hypertension (p=0.31) compared with the healthy
pregnant women. No significant difference of the
value of neutrophils, lymphocytes, NLR, and PLR was
seen, whereas WBC count was high in women with
preeclampsia.

Conclusions: NLR and PLR were not different
between groups, while platelets count decreased in
preeclampsia compared to normal pregnancy. Platelets
count may be a suitable marker in suspecting subjects
with preeclampsia.

in

INTRODUCTION

Numerous etiological factors have been proposed to
explain the pathological changes in preeclampsia (PE),
but the exact underlying pathology is not yet completely
understood. The alteration in coagulation, vascular
endothelial function and the altered immune response
causing excessive maternal inflammation, have been
among the proposed mechanisms. !

Many different markers of inflammation, such as
C-reactive protein, erythrocyte sedimentation rate
(ESR), interferons and interleukin-6, have been used
to assess inflammation. Recently, platelets (PLT),
neutrophil-to-lymphocyte ratio (NLR) and platelet-to-
lymphocyte ratio (PLR) provoked significant interest
as systemic inflammatory response markers in various
clinical circumstances. PLT form aggregates with
leukocytes and form bridges between leukocytes and
endothelium. Through their interaction, platelets are an
important coordinator of inflammation as well as both
innate and adaptive immune response.’

NLR and PLR have recently been investigated as
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new prognostic indicators for several malignancies.*”
Moreover, studies from recent years have shown them
to be associated with morbidity and mortality in many
chronic diseases, such as heart failure. NLR and PLR
are also predictors of heart failure,® acute coronary
syndrome’ and hypertension.®!° Inflammation may be
a hidden factor that explains the correlation between
the two ratios and these diseases. However; to date,
data about their association with inflammation are still
insufficient for patients with preeclampsia. Therefore,
this study aims to evaluate some hematological
markers as PLT, NLR, and PLR in pregnant women
with preeclampsia.

METHODS

This case-control study was carried out at Obstetrics
and Gynecology hospital in Damascus, between
November 2014 to December 2016. Ethical approvals
of the study were obtained from the local committees of
the hospital. Exclusion criteria were as follows: pregnant
with chronic hypertension, secondary hypertension,
infectious diseases diagnosed during pregnancy,
active labor, premature rupture of membrane, systemic
inflammatory disease, diabetes mellitus and renal or
hepatic dysfunction. Written informed consent was
taken from all participants.

The diagnosis of preeclampsia was made in
accordance with the American College of Obstetrics
and Gynecology criteria.!" Cases were divided into
severe preeclampsia defined as a blood pressure of at
least 160/110 mmHg on two occasions each 6 hours
apart, accompanied by proteinuria of at least 3+ on dip
stick testing. Mild preeclampsia is defined as a blood
pressure of at least 140/90 mmHg on two occasions
each 6 hours apart accompanied by proteinuria of at
least 1+ on dip stick testing.

The second group of patients was pregnant women
with hypertension during pregnancy without proteinuria.
The control group included healthy pregnant women
with no known medical or obstetric complications. A
questionnaire was used to gather data from each woman
in cases and control groups. The women’s age, parity,
and gestational age were recorded. Weight and height
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were measured, and body mass index (BMI) was
calculated. All participants underwent blood collection
via antecubital vein puncture. Hematological parameters
were measured by using an automated hematology
analyzer (Medonic, Sweed).

Statistical analysis: All statistical analyses were
performed using GraphPad prism software. Descriptive
statistics were represented as means + standard
deviations (SD). A student’s t test was used to compare
the pregnant women with hypertension or preeclampsia
with the control group, and to compare pregnant
women with hypertension with pregnant women with
preeclampsia. Severe and mild preeclampsia subgroups
were compared as well. A p-value of less than 0.05 was
considered statistically significant.

RESULTS

Characteristics of population study: Table 1
depicts the characteristics of pregnant women with
preeclampsia compared to the hypertension and healthy
pregnant women with normotensive pressure as control
group. A total of 121 pregnant women were included in
the study with age ranged between 16-42 years. Forty
nine women with preeclampsia (mean age: 27.57+£8.04
years), 22 pregnant women with hypertension (mean
age: 29.25+6.79 years) and 50 healthy pregnant women
(mean age: 25.64+7.05 years). No significant difference
between the groups in mean age and parity. BMI was
significantly higher in preeclampsia and hypertension
groups comparing with the control group, (p=0.001 and
0.007, respectively).

Mean value of WBCs was significantly different
(p=0.01) between patients with PE and control group,
while there was no difference concerning women with
hypertension (p=0.31) comparing with normotensive
pregnant women. Despite this increase of WBCs in
women with PE, the absolute count of neutrophils or
lymphocytes was not significantly different. Calculating
NLR showed no significant difference too.

Mean platelets count of PE group was (182.29+64.97
x10%/L), while in control group it was (215.86+£66.50
x10%/L), which yielded to a statistically significant

28

difference (p=0.01). No difference was observed in
hypertension group compared with control group
(p=0.67). PLR was not different between the control
group and the both other groups. The comparison
between hypertension and PE group showed no
differences as well.

It is observed that the mean duration of pregnancy
was significantly higher in control group (38.78+1.97
weeks), which means most of them were full term
deliveries, whereas the duration of pregnancy was
reduced in patients with hypertension (36.46+3.80
weeks, p=0.001), and in pregnant women with
preeclampsia (34.59+4.13 weeks, p=0.0001), thereby
suggesting early delivery as prompt treatment of the
disease and preventing complications.

The average birth weight of patients in control
group was (2976.47+567.31 g), and it revealed no
statistically significant difference when tested against
hypertension group (2741.18+787.45 g, p=0.16),
however; in preeclampsia group it was highly significant
(2342.5+1030.03 g, p=0.002), Table 1.

Comparison between mild and severe preeclampsia
subgroups: The participants of our study consisted of 24
women in mild preeclampsia group (26.38+7.35 years),
and 25 in severe preeclampsia group (28.72+8.64
years), as showed in Table 2.

There was no significant difference between the
two groups in mean age, parity, BMI and gestational
age at delivery. Insignificant difference (p>0.05)
was discovered in the number of WBC, neutrophils,
lymphocytes, platelets, NLR and PLR.

DISCUSSION

Preeclampsia is the most important cause of maternal
death and perinatal mortality. Many theories suggested
that abnormal placentation is one of the initial events
in the pathogenesis of preeclampsia. Altered immune
response, excessive maternal inflammation, and
immune maladaptation are also among the proposed
etiological factors. Sacks et al, demonstrated a massive
influx of pro-inflammatory cells in the first trimester as
early as 4 weeks of gestation.!?



Journal of the Arab Board of Health Specializations Vol.19, No.3, 2018

CT HT PE CT/HT | CT/PE | HT/PE
Number 50 22 49

Mean+SD Mean+=SD Mean+SD p-value p-value | p-value
Age (years) 25.64+7.05 29.25+6.79 27.57+8.04 0.05 0.21 0.35
Multiparty 2.56+1.86 3.01£2.22 2.86+2.01 0.37 0.44 0.78
S;fg;;"g‘i:egkes )at 38.78+1.97 36.46:3.80 34.59+4.13 0.001 0.0001 | 0.07
Birth weight (g) 2976.47+567.31 | 2741.18+787.45 | 2342.5+1030.03 0.16 0.002 0.11
BMI (kg/m?) 27.5543.77 31.64+5.84 30.3624.66 0.007 0.001 0.33
WBCs (x10%/1) 1196042476.91 | 12740.91£3973.9 | 13681.63+4137.62 031 0.01 0.37
Neutrophils (x10%1) | 9620+2440.79 | 9904.55£3933.19 | 10881.83+4072 0.71 0.06 0.35
ayl“(;g}f)ocytes 1854+£972.17 | 2377.27+1289.49 | 1944.90+£922.42 0.06 0.63 0.11
Platelets (x107/1) 215.86£66.50 209.09+51.13 182.29.464.97 0.67 0.01 0.09
NLR 6.44+3.67 5.03+3.01 6.78+3.95 0.18 0.65 0.06
PLR 134.09+67.43 106.71+52.86 109.94+54.29 0.09 0.05 0.93

SD: Standard deviation, CT: Control group, PE: Preeclampsia group, HT: Hypertension group, WBCs: White Blood Cells,
NLR: Neutrophil/Lymphocyte Ratio, PLR: Platelet/Lymphocyte Ratio, p-value is significant if <0.05.

Table 1. Characteristics of population study and their hematological markers.

Mild Severe
preeclampsia preeclampsia p-value
Number 24 25
Mean+SD Mean+SD
Age (years) 26.38+7.35 28.72+8.64 03
Gestational age at delivery (weeks) 35.55+4.08 33.66+4.03 0.1
BMI (kg/m?) 128.954+4.06 130.85+4.70 0.1
WBCs (x10%/1) 13150+4452.7 14192+3832.09 0.38
Neutrophils (x10%/1) 10221£4190 11516+3934.64 0.27
Lymphocytes (x10%/1) 2133.33+£1090.54 1764+701.71 0.16
Platelets (x10°/1) 180+£52.7 182.29.464.97 0.89
NLR 5.85+3.43 7.66+4.28 0.11
PLR 103.63+56.13 112.07+47.19 0.57
SD: Standard deviation, WBC: white blood cells, NLR: Neutrophil to Lymphocyte
Ratio, PLR: Platelets to Lymphocyte Ratio, p-value is significant if <0.05.
Table 2. Comparison between mild and severe preeclampsia.

The initiation of preeclampsia might be predicted by studies,!*!” however; a study of Tzur et al, reported high
assessing the values of platelets count, NLR and PLR, first-trimester platelet counts in preeclampsia patients.?
which are systemic inflammatory markers. The present
study found that mean platelets count in the pregnant This decrease of platelets count was not correlated
women with preeclampsia was lower than normal with the severity of preeclampsia. No difference was
group (p=0.01). This result was consistent with several observed between mild and severe preeclampsia
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patients (p=0.89), contrary to other studies that found
a relationship between platelets count and their indices
and severity of preeclampsia.'¢

High NLR and PLR have been found to be

associated with increased inflammation. These
markers were studied as new predictors for various
illnesses, and high PLR value is used as a marker
for long term mortality. The results of this study
on preeclampsia showed that NLR and PLR level
were comparable between PE and normal pregnant
women, and between mild and severe PE. Consistent
with this study, two recent studies reported that
NLR and PLR were not significantly different
between preeclampsia and control groups.?'?* That
contradicts with what Gezer C et al, showed when
they mentioned that high NLR and PLR during
the first trimester are independent predictors of
susceptible preeclampsia.?® Furthermore, Yavuzcan
A et al, showed that NLR alone had a statistically
significant difference between preeclampsia and
healthy pregnant women.?

CONCLUSIONS

In the present study, patients with PE are more
likely to have significant decrease in platelets count.
Thus, it is suggested that the pregnant women with low
platelets count during the first trimester of pregnancy
should be monitored closely for signs of preeclampsia,
such as hypertension and proteinuria. PLR and
NLR were found to be not associated with PE. The
relation of PLR and NLR with the preeclampsia is
contradictory in medical literature, that is why further
research is required to elucidate their relationship to
preeclampsia.

ACKNOWLEDGMENTS

The author thanks professor Tahani Ali for her
cordial support and guidance to carry out the work in
the Obstetrics and Gynecology hospital. Dr. Ibrahem
Hanafi is gratefully acknowledged for his help in
critically reading the manuscript.

30

10.

11.

12.

13.

14.

REFERENCES

Pijnenborg R, Bland JM, Robertson WB. Uteroplacental
arterial changes related to interstitial trophoblast
migration in
1983;4:397-413.
Lyall F, Greer IA. Pre-eclampsia. a multifaceted vascular
disorder of pregnancy. J Hypertens 1994,12:1339-45.
Thomas MR, Storey RF. The role platelets in inflammation.
Thromb Haemost 2015,114(3):449-58.

Templeton AJ, Ace O, McNamara MG, et al. Prognostic
role of platelet-to-lymphocyte ratio in solid tumors: a

early human pregnancy. Placenta

systematic review and meta-analysis. Cancer Epidemiol
Biomarkers Prev 2014,;23(7):1204-12.

Templeton AJ, Ace O, McNamara MG, et al. Prognostic
role of neutrophil-to-lymphocyte ratio in solid tumors: a
systematic review and meta-analysis. J Nat Cancer Inst
2014,106(6).
Durmus E, Kivrak

to-lymphocyte

T, Gerin F et al.

and  platelet-to-lymphocyte

Neutrophil-
ratio
ratio are predictors of heart failure.
Cardiol 2015,105(6):606-13.

Tamhane UU, Aneja S, Montgomery D, et al. Association

Arq Bras

between admission neutrophil to lymphocyte ratio and
outcomes in patients with acute coronary syndrome. Am
J Cardiol 2008,;102: 653-7.

Balta S, Ozturk C, Yildirim A, et al. The relation between

neutrophil-lymphocyte ratio and hypertension. Am J
Hypertens 2015,28(11):1386.

Belen E, Sungur A, Sungur M, et al Increased
neutrophil to lymphocyte ratio in patients with resistant

hypertension. J Clin Hypertens 2015,17.

Liu X, Zhang O, Wu H, et al. Blood neutrophil to

lymphocyte ratio as a predictor of hypertension. Am J
Hypertens 2015;28(11):1339-46.

American College of Obstetricians and Gynecologists:
ACOG practice bulletin. Diagnosis and management of
preeclampsia and eclampsia. Number 33, January 2002.
Int J Gynaecol Obstet 2002;77:67-75.

Sacks GP, Seyani L, Lavery S, et al. Maternal C-reactive
protein levels are raised at 4 weeks of gestation. Hum
Reprod 2004,19:1025-30.

AlSheeha MA, Alaboudi RS, Alghasham MA, et al.

Platelets count and platelet indices in women with
preeclampsia. Vasc Health Risk Manag 2016,12:477-80.
Biva RM, Debatosh P, Tuhin S, et al. Assessment of



Journal of the Arab Board of Health Specializations Vol.19, No.3, 2018

15.

16.

17.

18.

19.

platelet count and platelet indices in pre-eclampsia and
eclampsia. Am J Innov Res Appl Sci 2015,1(3):80-4.
Annam V, Srinivasa K, Yatnatti SK, et al. Evaluation of
platelet indices and platelet counts and their significance
in preeclampsia and eclampsia. Int J Biol Med Res
2011;2(1):425-8.

Wael A, Ezzat KA, Moharam AH, et al. Evaluation of
platelet indices and their significance in Preeclampsia.
Nature Sci 2014;12(3).

Monteiro G, Subbalakshmi NK, Sheila RP. Relevance of
measurement of hematological parameters in subjects
with pregnancy induced hypertension. NUJHS 2014,4.
Biva RM, Debatosh P, Tuhin S, et al. Assessment of
platelet count and platelet indices in preeclampsia and
eclampsia. Am J Innov Res App Sci 2014:80-4.

Vinodhini R, Kumari L. Evaluation of platelet count as
a prognostic index in eclampsia and preeclampsia. Int J
Modn Res Revs 2014;(2):447-52.

31

20.

21.

22.

23.

24.

Tzur T, Sheiner E. Is there an association between
platelet count during the first trimester and preeclampsia
or other obstetric complications later in pregnancy?
Hypertens Preg 2013;32(1):74-82.

Yiicel B, Ustun B. Pregnancy hypertension. Int J Women
Cardiovasc Health 2017;7:29-32.

Toptasa M, Asikb H, Kalyoncuogluc M, et al. Are
neutrophil/lymphocyte ratio and platelet/lymphocyte
ratio predictors for severity of preeclampsia? J Clin
Gynecol Obstet 2016,5(1):27-31.

Gezer C, Ekin A, Ertas IE, et al. High first-trimester
neutrophil-to-lymphocyte and platelet-to-lymphocyte
ratios are indicators for early diagnosis of preeclampsia.
Ginekol Pol 2016,87: 431-5.

Yavuzcan A, Caglar M, Ustiin Y, et al. Mean platelets
neutrophil-lymphocyte ratio and platelet-
Ginekol

volume,
lymphocyte ratio in severe preeclampsia.
Pol 2014;85(3):197-203.



Journal of the Arab Board of Health Specializations Vol.19, No.3, 2018

Oliginal rticle ) & s 40

THE PEDIATRIC ADMISSION PATTERN ANALY SIS AND OUTCOME IN THE
EMERGENCY UNIT AT AL-SALAM HOSPITAL, SADAH, YEMEN

(o lshall sasy sl pall JUlY) sie el gitally Vgl bl Jylas

L}A.\M (ﬁﬁ BM eM\ ‘_é.uu.u.o (_%ﬁ
Al Kubati AK Sallam, MD; Al Kebsi Ahmed, MD; Bin Mohana Mabrook
Ligo o oo -3 e STl sasf s oM G e

Ea) Gaile

JUkY) e bl Taadll Judad ) Ayl 038 Coagd ¢yl 8 Bamaay aMd) e 8 Lo st e V) Auball s3a e sdiand) Cisa
coadl) (8 Bamaay Sl ddise 8 to)lshll aud )slaal ol

e 0o 31 a5 2014 T 30 55l DA Gl samia 3 Sl adias & tgylshall and 8 dydny Gl cupal tdad) 35k
50 il ¢ enll t et VN Ge dliaie ilily pen 5 A 155 sl el Gn aajleel 25 Liappe 24502 iled ua 2015
cshiall 8 sl Gy sl b & Kal)

ol anly et e atslact Cingli Lt lslall 7 lind (%43 i) 10535 Jlaa) 5 a8 ¢ disall 8 Lingye 24502 §sana (e Jansl 1geilidl
(lgin 5 G (13 (%78.9 Fsnsis Limya 8313) ompal) il IS .1 214 lS byl ) sS3 A (L 36.3 (grae lanwsias ini 15
«(%632.0 Lausiy Ala 3371) Lpusiiil 3yl bl o adiall & Jsill e yl) Glay) el ey 2.2 Lasdll & peiliy 30 Jasgie 4y LS
dpaall lasdl Qe Gl o)) cltiyls ¢(%9.2 Ay Ala 969) dsydl L3l s (%222 Ay Ala 2339) JlgasY) Gl
bl aey 5L ) slSs HUl  SE glS sedl 8 sl b iy Jsll eV e 55,0 alS L (%8.4 Ay Al 885) (LISU;
cihal) Fpem il CDLAL Y1 U8 (g0 568 it i s (o ¢ il (50 4256 z3sa sy JULY) il sang ) ik 4793 Jis 155kl s
7.6 duis s Jna el Lo a dadall e (e ik 801 a5 a5l o3a P& AT (lSe ) ik 116 Ala) &5 LS

calall dunll Ul Aaluy) (ale) s L lsin 5 s el JULYI ey HSA e pa mpall Aulle o Bl relaliinay)
Ay ) Cail g BLaaY) sy dsead) RS g aley ¢ adall g il Zat )l QL) (GBS Llasdl el canl) o) ¢Sl
LJUlLY die il glly Aualpall NV ane (e 2ally Ay e e Bl Byl Caags el (e Al dalaiall 3 (gpaed) AndlSas aial

ABSTRACT Methods: A descriptive observational study was

conducted in emergency care unit of Al Salam Hospital,

Objective: This is the first study at Al Salam Hospital, Sadah (ASHS) from 30 August 2014 till 31 August 20135,

Sadah (ASHS) Yemen. The aim of the study is to know involving 24502 patients, aged from one month to 15

the pediatric admission analysis pattern and outcome in years. Detailed data regarding age, sex, duration in the
the emergency care unit at this hospital. hospital and causes of admission were collected.

*Al Kubati AK Sallam, MD, Department of Pediatrics, Faculty of Medicine and Health Sciences, Sana'a University, P. O. Box 4228, Sana'a, Yemen.
E-mail: draksallam@gmail.com.

*Al Kebsi Ahmed, MD, Department of Pediatrics, Faculty of Medicine and Health Sciences, Sana'a University, Sana'a, Yemen.

*Bin Mohana Mabrook, MD, Department of Pediatrics, Faculty of Medicine and Health Sciences, Sana'a University, Sana'a, Yemen.

32



Journal of the Arab Board of Health Specializations Vol.19, No.3, 2018

Results: Of 24502 patients seen in the hospital, 10535
(43%) were admitted to the emergency ward. Their ages
ranged from I month to 15 years, with a mean age 0f 36.3
months. More boys were admitted, with a male to female
ratio of 1.4:1. The majority of patients (8313, 78.9%)
were aged <5 years. The mean duration of stay was 2.2
days. The major causes of admission were respiratory
tract infections (3371, 32.0%), diarrheal disease (2339,
22.2%), protein-energy malnutrition (969, 9.2%), and
infections (septicemia, meningitis, measles and tetanus)
(885, 8.4%). The peak admissions period and mortality
were in the months of January, May and December.
Following assessment in the emergency unit, 4793
children were transferred to the pediatric unit, 4256
were discharged, 568 were discharged against medical
advice and 116 were referred elsewhere. Over this
period, 801 children died, giving a mortality rate of
7.6%.

Conclusions: The majority of the patients were boys
and with age ranging <5 years. The infectious diseases
(acute respiratory infections, diarrhea, septicemia,
meningitis and tetanus) were the major causes of
childhood admissions in our study. Therefore; more
intensified efforts and health education to prevent and
control infections in the northern region of Yemen, in
order to reduce our child morbidity and mortality were
needed.

INTRODUCTION

Emergency care of the Pediatric Department, Al-
Salam Saudi Hospital (PDASH) in Sadah, Yemen is
under great pressure. The number of patients attending
Accident and Emergency (A&E) departments is at an
all-time high, and demand for beds is also at record
levels because it is the only tertiary free-charge hospital
in this region. Children and young people (under the age
of 15 years) make up almost the majority from the total
patients attending Hospital Emergency Department.
Their healthcare needs can be very different from
adults as in USA (Kossarova and others, 2016). Their
condition can deteriorate and improve rapidly, and often
requires specialist advice and support.

The fundamental aim of the World Health Assembly
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by the Millennium development goals is to improve the
quality of life of individuals, and their survival through
improved health care amongst others.! Emergency care
especially for children is one of such services, which
would improve their chances of survival.! Children
Emergency unit/Room is a key area of service in every
tertiary health institution where pediatric emergencies
are handled with a high patient turnover.! Performance
evaluation of pediatric emergency of a hospital, whether
retrospectively or prospectively, should be periodically
carried out as information obtained from such studies
could give an insight into the existing services with
aims of improving them. Monthly mortality meeting
are held in this hospital, with hospital-mortality council
reviewed all hospital mortalities.

Children and young people are more frequent users
of Accident & Emergency than adults (A total patients
24502) of these 10535 children (43%) were admitted
into the emergency ward over a one year period (30th of
August 2014 till 31st August 2015).

Disease distribution is influenced by several factors.?
The necessary elements for disease transmission are the
existence of a susceptible population, a disease-causing
organism and a means of transmission. Any change in
the availability of these factors affects the prevalence
or incidence of diseases in a community.> Analysis of
hospital admissions will be helpful to fill the neonatal
sepsis is an important cause of neonatal morbidity and
mortality, particularly in developing countries.*” Most
of the estimated 4 million neonatal deaths per year occur
in low- and middle-income countries.® The majority
deaths of children <5 years occur in low-income
countries, and almost 1 million are attributable to
infectious causes, including neonatal sepsis, meningitis
and pneumonia.**?

Hypothermia is an important determinant of the
survival of newborns, especially among low-birth
weight (LBW) babies.!®!! Prolonged cold injury leads
to edema, scleroderma, general hemorrhage (especially
pulmonary hemorrhage), jaundice and death.!>!* For
instance, a study of 50 Iraqi children with hypothermia,
showed that the majority of infants had evidence of
infection, particularly septicemia. Various studies in
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that country have shown that mortality and morbidity in
hypothermic infants are mainly related to the presence
or absence of an associated septicemia.'*

Measles is a major childhood problem that is a serious
medical concern in Africa, Latin America, Europe,
South-East Asia and the eastern Mediterranean.'> In
Africa, about 13 million cases and 650000 deaths occur
annually, with sub-Saharan Africa having the highest
morbidity and mortality (Muller et al., 1999).1617

The optimal age for infantile measles vaccination
is an important health issue since maternal antibodies
may neutralize the vaccine antigen before a specific
immune response develops. Delaying vaccination, on
the other hand, may increase the risk of complicated
disease (Gagneur et al., 2008). The death toll of measles
epidemics has been either under-reported or overblown
by different media accounts.

Although the practice of pediatric emergency
medicine is still in its infancy in developing countries,
but it is a mature discipline in developed regions.'®* In
Yemen, emergency medicine has undergone tremendous
changes since the 1980s; however, a precise definition
of the specialty and formal training, particularly in
pediatric emergency medicine, are still to be developed.

Because of the large population and its distribution,
access to and the quality of emergency care remain
a significant challenge to the health care system in
Yemen. No studies in this field carried out in children
from Yemen have been published. Therefore, this study
was carried out to determine the pattern and outcome of
childhood illnesses seen in a pediatric emergency ward
of a tertiary care center in the Sadah region, Yemen.

METHODS

A record-based retrospective study was carried out
in Al-Salam Hospital between 30 August 2014 and
31 August 2015. It is sponsored by the Saudi medical
health care services provider in Sadah, Yemen. It covers
all specialties from maternity to geriatrics. About 50
beds of the total of 200 beds in the hospital are in the

34

pediatric unit and newborn nursery. The emergency
unit contains about 23 beds (general intensive care unit,
trauma room, hydration room and general observation
room). The pediatric emergency room in Al-Salam
Hospital is a working referral unit that provides 24-hour
services, receiving all medical pediatric emergencies
as well as patients requiring medical supervision and
intervention (e.g. injections, intravenous fluids, etc.).

The areas covered by the services are the whole
Sadah Governorate, Emran government and many
nearby districts (e.g. Al Jawf, Marib and Hajjah).

Children presenting to the hospital as emergencies
are first managed at the children's emergency ward
(Ped ER), and either discharged when they are well or
transferred to the children's ward when they are stable
for continued management.

A diagnosis of septicemia was based on the presence
of a positive blood culture and/or clinical findings.
Pneumonia and other infectious diseases were
diagnosed by the presence of positive clinical and/
or laboratory findings. Any child with septicemia and
a rectal temperature <36°C was considered to have
septicemia with hypothermia. A diagnosis of diarrheal
disease was based on a history of diarrhea with or
without vomiting and abdominal pain. The diagnosis
of measles and protein-energy malnutrition relied on
the presence of positive clinical and/or laboratory
findings. Other disease conditions were identified by
their characteristic clinical-features. Measles-cases
were ascertained using the standard WHO clinical case
definition: any person presenting with a history of fever
(39-41°C), generalized maculopapular rash and one of
the following, coryza, croup or conjunctivitis.'®!’

A confirmed case is one that is either laboratory
confirmed or meets the clinical case definition and
is epidemiologically linked to a confirmed -case,
Centers for Disease Control and Prevention (CDC)
2007, complications such as bronchopneumonia,
gastroenteritis/diarrhoea, encephalitis, dehydration,
heart failure and protein-energy malnutrition were
attributed to measles if they occurred within 30 days of
rash onset.
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Statistical methods: The results were then formulated
in tables and frequencies and percentages calculated.

RESULTS

The total number of patients seen for different reasons
throughout the period of the study was 24502 patients.
Of those, 10535 (43%) were admitted to the emergency
pediatric ward. Their age ranged from 1 month to 15
years, with a mean age of 36.3 months. The records of
children admitted to the pediatric ER were retrieved,
reviewed and analyzed. The data extracted from the
children's records included the age, sex, diagnoses,
duration of stay and outcome. The outcome was
classified as discharged, died, transferred to the pediatric
wards, referred to another center or discharged against
medical advice. The duration of stay of all patients was
also obtained from the records, irrespective of outcome.

A total of 10535 children were admitted into the
emergency ward over a 1-year period (30 August 2014
to 31 August 2015). Of these, 6163 (58.5%) were boys
and 4372 (41.5%) were girls, with a male-to-female
ratio of 1.4:1. The children ranged in age from 1 month
to 15 years, with a mean age of 36.6 months, and 8313
(78.9%) were aged <5 years with 5963 (56.6% of the
total) aged between 12 and 60 months, Tables 1 and 2.

The duration of admission ranged from 1 to 10 days,
with a mean of 2.2 days. The most common causes
of admission in this study were was measles with
complications (67.7%), respiratory tract infection (32%)
and diarrheal diseases (22.2%). The highest discharge
rate was among children with febrile seizures (55.7%),
while the most common reason for referral was anemia
with heart failure/dilated cardiomyopathy.

(mﬁr%tehs) pljgézfs Males Females | % of total
1-12 3603 2016 1587 34.2
12-60 4708 2825 1883 44.7
>60 2224 1322 902 21.1
Total 10535 6163 4372 100

Table 1. Relation of patient admission at Pediatric
Emergency Unit to their gender and age group.
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Age
Disease/condition <1 1-2 3.4 >5 Total
year | years | years | years
Respiratory tract | gy | 9g0 | 507 | 1073 | 3371
infection
Diarrheal disease/ | g0 | 1131 | g3 | 324 | 2338
acute renal failure
Protein-energy |35, | 476 | 207 | 165 | 2169
malnutrition
Febrile seizure 319 353 191 148 1011
Septicemia/ 310 | 330 | 132 | 197 | 969
hypothermia
Measles 41 | 183 | 133 | 317 | 674
(complications)
Others (sickle cell
anemia, cerebral
palsy, bronchial 1 1 0 1 3
asthma, trauma
and poisoning)
3603 | 3454 | 1253 | 2225 | 10535
0,
Total (%) (342) | (32.8) | (11.9) | 21.1) | (100)

Table 2. Relation of patient's disease to their
age-group.

Out of the 568 (5.4% of the total) children discharged
against medical advice (DAMA), 237 were girls and
331 were boys, giving a male-to-female ratio of 1.4:1.

Respiratory tract infections, diarrheal disease and
protein-energy malnutrition were the most common
presentations among those discharged against medical
advice. Mostly were aged <5 years, and the proportion
discharged against medical advice (5.4%) was the same
for boys and girls, Table 4.

The mortality pattern, a total of 801 children died
over the study period, giving an overall mortality rate
of 7.6%; 415 were boys and 386 were girls, giving
a male-to-female ratio of 1.1:1. The proportional
mortality rate for boys was 415 (6.7%) and for girls
was 386 (8.8%), but the differences between the sexes
was not significant (X*=2.63; p=0.10). Of the patients
who died, 681 (85%) were aged <5 years; 403 (50.3%)
were aged <1 year. In seasonal pattern of admissions,
as shown in Figure 1, the month with the greatest
number of admissions was December, followed by
May and January, and mortality also peaked in these
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No. of No. of No. of No. of Patient
Disease/condition discharges deaths admitted unit DAMA referred Total (%)
(%) (%) (%) (%) (%)

Respiratory tract infections 1615 (47.9) | 155 (4.6) 1421 (42.2) 174 (5.2) 6(0.2) 3371 (32)
Diarrheal disease/acute renal failure 1052 (45) 91 (3.9) 1046 (44.7) 150 (6.4) 0(0.0) 2339 (22.2)
Others (sickle cell anemia, cerebrall
palsy, bronchial asthma, trauma and | 390 (34.6) 37(3.2) 587 (52.1) 84 (7.4) 29 (2.7) 1127 (10.7)

poisoning)

Protein-energy malnutrition 322 (33.3) 60 (6.2) 520 (53.7) 56 (5.6) 11 (1.2) 969 (9.2)

Infections Sl‘fgttl;‘;‘:;z) MeNiNgitis | 164.20.9) | 156 (17.6) | 485(547) | 37(41) | 23(27) | 885(8.4)

Septicemia/hypothermia 222 (33) 193 (28.6) 247 (36.7) 12 (1.8) 0(0.0) 674 (6.4)

Anemia with heart failure/DCM* 196 (38.8) 36 (7.1) 202 (40) 25 (4.7) 47 (9.4) 506 (4.8)

Febrile seizure 264 (55%) 30 (6.3) 156 (32.9) 24 (5.1) 0(0.0) 474 (4.5)

Measles (complications) 12 (6.5) 43 (22.6) 129 (67.7) 6(3.2) 0(0.0) 190 (1.8)
Total 4257 (40.4) | 801 (7.59) | 4793 (45.5) 568 (5.4) 116 (1.1) | 10535 (100)

*DAMA: Discharged Against Medical Advised, DCM: Dilated Cardiomyopathy.

Table 3. Admission etiology and children mortality at pediatric emergency unit.

months. Children presenting with diarrheal diseases/
acute renal failure, infections (septicemia, meningitis
and tetanus), septicemia with hypothermia and anemia
with heart failure/DCM typically presented between the
months of May and July, which is the peak of the rainy
season, whereas respiratory tract infections and measles
(and its complications) occurred predominantly in the
cool season in December and January. Other disease
conditions showed no significant monthly variation in
occurrence or mortality.

DISCUSSION

This study has shown the common causes of morbidity
andmortalityamongthe childreninapediatric emergency
ward of a tertiary care center in the Sadah region,
Yemen. Infections of various types is the leading cause
of morbidity and mortality, which is similar to previous
reports on the leading cause of childhood illnesses and
mortalities in Nigeria, Abakaliki.?'>* WHO?* recognize
severe anemia, diarrheal diseases, and acute lower
respiratory infections as the leading cause of childhood
morbidities and mortalities, especially in the under
5 age group, and similar finding was made in current
study. These infections, however, are preventable and/
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or are curable with minimal cost if they are recognized
early or if presentations to hospital are made early. The
persistence of similar pattern of morbidities in this study
to previous documentations maybe due to persistence
of those factors, which increased risk for infections in
childhood.

In other African countries such as Zambia,> Sierra
Leone,?® Ethiopia?’” and Mozambique.?® Their reports?-28
also confirm that, bacterial infections like pneumonia,
gastroenteritis and meningitis as major causes of
childhood morbidity and mortality. This is similar
to findings from a study conducted at the paediatric
emergency department of a tertiary care teaching and
referral hospital in Kabul, Afghanistan to assess the
morbidity and mortality pattern of illness in paediatric
population where the most common illnesses were
diarrhoea and respiratory infections.?

The male predominance of childhood admissions in
this study is similar to findings by Abhulimhen-Iyoha
and Okolo? in Benin and Ibeziako, who reported a male-
to-female ratio of 1.3: 1. Although the reason for this has
not been established, it may be related to the increased
biological vulnerability of males to infection.?>*"-
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Our finding that the majority of admissions were of Okechukwu and Nwalozie in Abuja (80.1%)%°
children below the age of 5 years is similar to findings and Bamgboye and Familusi®' in Ibadan, Nigeria
reported by Abhulimhen and Okolo in Benin (70.2%), (86.4%).

% of th
. - No. of | No. of Cas.e o ofit 0S¢ % of total
Disease/condition cases deaths fatality who died admissions
rate (%) (n=801)

Respiratory tract infections 3371 155 4.6 19.35 1.47

Diarrheal dlsgases/ acute renal 2339 9 39 11.48 087
failure

Others (sickle cell anemia,

cerebral palsy, bronchial
1127 36 3.2 4.49 0.34
asthma, trauma and
poisoning)

Protein-energy malnutrition 969 60 6.2 7.48 0.56
Infections (septicemia, 885 156 17.6 19.4 1.48
meningitis and tetanus)

Septicemia/hypothermia 674 193 28.6 24.0 1.83
Anemia with heart failure/

DCM* 506 36 7.1 4.49 0.34

Febrile seizure 474 30 6.3 3.74 0.28

Measles (complications) 190 43 22.6 5.36 0.40

Table 4. Relation of gender and age with patient's DAMA, (n=568).

200
180

[l

Figure 1. Monthly variation in number of admission.

+
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Age No. of | No. of boys | No. of girls | % of
(months) | patients (%) (%) total
1-12 193 108 (56.2) | 85(43.8) 34.0
12-60 260 151 (58.1) | 109 (41.9) | 45.8
>60 115 72 (63.15) | 43 (36.85) | 20.2
Total 568 331 237 100

Table 5. Patients outcome in 10535 admissions at
Pediatric Emergency Unit.

This highlights the vulnerability of this age group and
emphasizes the need to step up preventative and curative
treatment. It has been shown that unsafe drinking water
and poor environmental sanitation in this region of our
country contribute significantly to childhood diarrhea
during the summer.

Several traditional and modern methods have been
previously suggested for the diagnosis of neonatal
hypothermia. For instance, Singh et al,* suggest using
human touch as an assessment of a newborn baby’s
temperature. Mothers, traditional birth attendants,
nurses and physicians can be trained to assess a
newborn’s temperature using this method, by touching
the abdomen and feet. However, proper diagnosis
usually requires a low-reading thermometer, lacking
which the diagnosis can be suspected but is often missed.
In the Himalayan part of north India, as well as in many
Yemeni regions, a warm room for delivery and lying-
in, early rooming-in, oil massage and layers of warm
clothing are traditional means for thermoregulation.*
However, recent studies from different parts of the
world have shown a significant association between
neonatal hypothermia and LBW, prematurity, a low
Apgar sore, delivery outside the hospital,** inadequate
clothing after delivery, low maternal socioeconomic
status and air temperature.’>*® And a link between
hypothermia and neonatal mortality and morbidity is
undeniable.

We found that the incidence of respiratory tract
infections peaked in December and January, which
agrees with the findings of Singh et al. Respiratory tract
infections have also shown to be one of the major causes
of mortality in children aged <5 years.>**!

We found a good transfer rate out of the emergency

38

ward as well as a good discharge rate, similar to the
findings of other studies in Nigeria.***

This study revealed an overall mortality rate of 7.6%,
which is lower than the 8.4% reported by Razzak and
kellman, although they included neonatal mortality.*
The reason for the higher mortality rate in our study is not
immediately clear, but may be a result of environmental
factors, as Adeboye et al. reported mortality in Nigerian
hospitals located in urban centers; in contrast, our study
hospital is located in a rural area of the northern region
of Yemen. According to Mesike and Mojekwu*' the
environmental risk factors account for one-fifth of the
total disease burden in low-income countries.

Singh et al*’ compared the outcome of pediatric
emergency patients in an urban hospital and a rural
hospital in India. They found that mortality was higher
in the Rural area. Peak mortality occurred at the ages
of 12-59 months, whereas in our study mortality was
highest among infants aged 7-12 months (where
we are unable to determine the causes of this high
mortality); however, late presentation to the hospital
and accessibility from most of the neighboring area is
another challenge as the only source of transport from
most of these communities is by car/foot owing to a
lack of roads (and the roads that exist are difficult to
use), poverty and neglect.

In this study the respiratory infections was 155/3371
gives mortality rate as 19.3%, which was less compare
to same study done at Ethiopia*® on 2002/3 which was
41.9%, but more once compare with Nigerian study on
2008 which was 10%, while diarrheal mortality diseases
in our study was 92/2339 gives 11.4%, which is higher
to that Ethiopian study 5.9%, but higher compare to
Nigerian study 2008%! which was 5%. The malnutrition
mortality rate in our study was 7.5%, which is more as
to compare with Ethiopia 4.4% and Nigeria 2%.

To compare with similar study done in Nigeria Aba
on 2008,* based on patients distribution by age-group,
it showed our patients <1 year was 34.2%, between1-5
years was 56.6%, those aged <5 years (total) was 56.6%
and >5 years 21% were in Nigeria was 43.9%, 42.9% ,
86.8% and 13.2% respectively.
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On the bases of children admission and outcome; in
our study, our total admission was 10535, our patient’s
discharge rate was 40.39%, our mortality rate 7.6 % out;
6.7% were males and 8.8% females, our DAMA was
5.4%, and patient’s transferred was 45.49% compare to
same study in Nigeria, Ebonyl State, 2012 it showed
1022, 66.6%, 10% out; 11.8% males and 7.4% females,
DAMA was 3.8% and patient transferred was 19.6%
respectively.® So late patient presentation to hospital,
unavailable transportation, lack/difficult roads, poverty
and neglect all could be a sharing similar factors
between these two studies.

Finally, with other comparative similar study done
in India,* in which total pediatric admission in Ped
ER was 43800 (<our total number) out of that 42.1%
was admitted (nearby our figures), and the main
presentation to Ped ER was diarrhea and respiratory
illnesses (23% each), which is similar to our diarrheal
cases, but less in respiratory groups and their neonatal
diseases only was 15.6% compare to our small infants
<1 year was 34%. Moreover, in that Indian study they
stat that 8 illnesses (Ac. diarrhea, respiratory infections,
meningitis, seizures and neonatal sepsis) all comprise
about half of all emergency visits which may similar to
our observation.
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CONCLUSIONS

Infectious diseases are the major causes of childhood
admissions in our study, so need more intensified efforts
and health education to prevent and control infections
(septicemia, meningitis and tetanus), acute respiratory
infections and diarrhea in the northern region of Yemen
that may reduce our child morbidity and mortality.
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TUBERCULOSIS IN A CERVICAL NODE IN A CHILD
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ABSTRACT surgically, and we continue on HERZE regimen. Clinicians
must suppose tuberculosis lymphadenitis in any swelling
Tuberculosis is one of the oldest diseases known in the neck in patients lives in endemic regions.

to humankind and one of the top ten causes of death
worldwide, according to the last reports of world

health organization (WHO). Tuberculosis is caused by INTRODUCTION

bacteria (Mycobacterium tuberculosis) that most often

affects the lungs as the favorable site, but it can takes Tuberculosis affects on third of the world’s
extrapulmonary  sites. Extrapulmonary tuberculosis population.! Extra pulmonary TB accounts for about
remains challenging because clinical samples obtained 7-30% of TB cases, and lymphadenitis accounts for
from relatively inaccessible sites may be paucibacillary, 17-43% of cases.” Tubercular lymphadenitis is the
thus decreasing the sensitivity of diagnostic tests. commonest form of extrapulmonary tuberculosis.’
Tuberculosis lymphadenitis is the most common form of In a latter study which performed in India, the most
extrapulmonary tuberculosis exceptionally tuberculous common type of extrapulmonary case was pleural
pleuritis, and cervical lymph nodes constitute the effusion followed by miliary tuberculosis, tubercular

most common site of involvement. The incidence of lymphadenopathy and tubercular empyema.*
extrapulmonary tuberculosis increases in the last twenty

years. We describe the case of a 15-year-old girl with a Tuberculosis lymphadenitis presents as a painless,
swelling in the left side of her neck, which was removed slowly progressive swelling of a single group of nodes,

*Fatima Alhamed Alduihi, MD, Resident in The Department of Internal Medicine, Aleppo University Hospital, Aleppo, Syria.
E-mail: dr.duihi88@hotmail.com.
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and in 85% of cases involvement is unilateral (as our
case presented).’

The incidence of mycobacterial lymphadenitis has
increased along side with the increase in the incidence
of mycobacterial infection worldwide, and the highest
burden of the disease is found in Asia and Africa.®®
We present this case of a primary cervical tuberculosis
lymph-adenopathy in a healthy 15-year-old sero-
negative female with no evidence of previous or
active pulmonary TB, and no evidence of TB detected
elsewhere in the body.

CASE PRESENTATION

A case report of a 15-years-old female who presented
in the outpatient clinic with a history of swelling in the
left side of neck of two month duration.

The swelling gradually increased in size and was
painless. There was a history of low-grade fever at
beginning which stop later, but no cough, night sweats
or weight lose, and no last inflammations in neck or
laryngeal. The patient complains only from some
feeling of fatigue and this swelling.

Physical examination revealed a healthy female,
left neck swelling that measured 4x4 cm in diameter,
mildly tender, smooth surfaced, and mobile. No
axillary lymphadenopathy and no nodular enlargement.
Investigations carried out included complete blood
count: Hemoglobin 12.4 g/dl, White blood cell,
7.09X10%ul): Lymphocytes 29.9%, monocytes 8.9%,
neutrophils 57%. The erythrocyte sedimentation rate
(ESR) was normal and also C-reactive protein (CRP).
No abnormalities in peripheral blood smear. Acid-Fast
Bacilli (AFB) smear and culture of sputum performed
and gives negative results. Chest X-ray (CXR)
showed clear lung fields, and tuberculin test also
negative.

Ultrasonography (US) revealed four hypoechoic
lymph nodes scattering along the left lower jugular
chain, with a matting pattern, the largest one diameters

4.4 cm. Most of them showed increased internal echo
and thin echogenic layers at periphery, Figure 1. The
borders of the involved lymph nodes became blurred
because of adjacent tissue reaction, and an anechoic
pocket extended superficially to the subcutaneous
region.

Tuberculosis cervical lymphadenitis (TCL) was
highly suspected based on these US features, and US-
guided FNA to the abscess was obtained. Excisional
biopsy has been suspected as a diagnostic line and a
treatment. The histological changes of biopsy shows
abscess wall with granulomatous inflammation, reactive
lymphadenopathy, and no evidence of caseous necrosis,
Figure 2. TB abscess is suspected and no malignancy.

Figure 2. The arrow refers to granulomatous

inflammation.

She was started on a fixed-dose combination
chemotherapy with HERZ (Isoniazid, ethambutol,
rifampin, and pyrazinamide). After 3 months of therapy,
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the neck tumors are now clinically undetectable, and
she is still receiving HERZ.

DISCUSSION

Although an increasing number of cases have
been reported in the past few decades, head and
neck tuberculosis (HNTB) remains a challenge for
many doctors. HNTB patients may present with no
specific sign, have less severe systemic symptoms,
and have negative results for some tubercular tests.
Simultaneously, HNTB may reflect general body
conditions, such as comorbidity with malignancy and
HIV infection, and the most common site of HNTB was
the cervical lymph nodes.” Most serial HNTB cases
were reported by otorhinolaryngologists or oral and
maxilla-facial surgeons. However, approximately 48%
of laryngeal TB patients had concurrent pulmonary
TB.!® Cervical tuberculosis lymphadenitis (CTL),
classically known as scrofula, presents as a progressive
unilateral neck swelling over weeks to months.!!

Ultimately, while there is a robust literature on HIV,
TB, and extra-pulmonary tuberculosis (EPTB), there
are relatively few studies on the specific association of
EPTB and HIV."? Clinical manifestations are variable,
and diagnosis may be challenging because of the
negative of traditional assays. A positive tuberculin test
may suggest active TB, past infection, BCG vaccination,
or sensitization by environmental myco-bacteria. A
negative result may not necessarily exclude TB, as
false negatives can be seen in immune-suppressant
conditions."

In our case the tuberculin was negative, but that
doesn’t exclude TB, at last she gets benefit from TB
treatment. Ultrasonography is a cheap procedure for
suspecting TB in cervical nodes, especially after studies
suggests manifestations for TB nodes.

The key US features of TCL include hypo-
echogenecity, strong internal echoes, echogenic thin
layers, nodal matting, soft tissue changes, and displaced
hilar vascularity. When CTL is suspected under US,
US guided procedures such as FNA can be conducted
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concomitantly to obtain the microscopic or pathological
prof.!4

Excisional biopsy has the highest sensitivity at 80%,
but fine-needle aspiration is less invasive and may be
useful, especially in immune-compromised hosts and in
resource-limited settings.’

The role of surgical treatment of tuberculous
cervical lymph-adenopathy shows that total excision
of lymph nodes >3 cm in diameter, our patient has a
node with diameter 4.4 cm, modified neck dissection
of multiple enlarged cervical lymph nodes at one site,
and at multiple anatomic sites, and excision of small
tuberculous abscesses can be done safely as a primary
procedure. Surgery prior to drug therapy for TCL gave
good results. '

From another side, is there a risk of surgery in cases
like that? There is a higher likelihood of injury to the
neurovascular structures, many of which form the
abscess wall. The structures which are particularly at
risk are the internal jugular vein, spinal accessory nerve,
subclavian vein and brachial plexus.'

CONCLUSIONS

Diagnosing extra-pulmonary tuberculosis needs a
suspicion, and lymph nodes are common location for
it. It is important to suspect tuberculosis in every young
who has a tumor in the neck, especially in epidemic
areas. Negative tuberculin doesn’t exclude TB; and
positive test can’t confirm the diagnosis.

Ultrasonography can direct to diagnosis and gives the
key of it. Excisional biopsy is the procedure of choice
in selective cases, especially in cases of nodes >3 cm in
diameter, and in persistent symptoms even though the
anti-tubercular treatment.

Consent: Written informed consent was obtained
from the brother of patient for publication of this
manuscript, and any accompanying images. A copy of
the written consent is available for review by the Editor-
in-Chief of this journal.
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GIANT CYSTIC LYMPHANGIOMA OF THE ILEAL MESENTERY
IN A FEMALE CHILD: CASE REPORT
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ABSTRACT

Lymphangiomas are rare  benign  tumors
originating due to abnormalities that occur during the
development of lymphatic system. It is usually seen in
children and young adults. The incidence of intra-
abdominal lymphangiomas is very low. We herein
describe an 11-year-old female patient presented with
a huge visible lump in the abdomen. Preoperative
studies, including abdominal ultrasonography and
CT imaging, showed a very large multilocular cystic
mass occupying the peritoneal cavity. Surgical
exploration revealed a large cystic tumor of the small
bowel mesentery. Total resection of the mass and the
adjacent ileum was done. Histopathologically, the
tumor proved to be a cystic [ymphangioma.
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INTRODUCTION

Lymphangiomas are rare benign tumors of lymphatic
origin. They are preferentially located in the head, neck
and axilla in children. However; lymphangiomas in the
peritoneal cavity are extremely rare.

In the abdomen, they are frequently of cystic type and
most commonly located in the small bowel mesentery.
Next in frequency come omentum, mesocolon, and
retro-peritoneum.

The clinical presentation of intra-abdominal cystic
lymphangiomas (ICLs) is variable and nonspecific,
and usually unhelpful in establishing the exact
diagnosis. Abdominal ultrasonography (US) and

*Mohammad Mohannad Batal, MD, CES of General Surgery, ABMS Pediatric Surgery, AFSA Pediatric Surgery, DU Laparoscopic Surgery, DIU of Pediatric
Oncology, Department of Pediatric Surgery, Al-Kindi University Hospital, Aleppo, Syria. E-mail: batal69@yahoo.fr
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computed tomography (CT) very useful in delineating
its cystic nature and providing important information
regarding its size, location, and the involvement
of adjacent organs. The definite diagnosis of
lymphangiomas is made by pathologic study, whereas
radical excision is the optimal treatment. This report
describes a child with a giant lymphangioma of the
ileal mesentery.

CASE PRESENTATION

An 1l-year-old female patient presented with
progressive asymmetric abdominal distension and mild
abdominal pain. She was otherwise symptom free. Her
past medical history was uneventful, and there was no
prior abdominal surgery or trauma. She had no family
history of malignancy or congenital abnormalities.

Figure 1.

Visible abdominal lump.

Figure 2. Abdominal CT scan showing large cystic mass.
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Her physical examination revealed a very large soft
abdominal mass, Figure 1.

Ultrasonography (US) and computerized tomography
(CT) revealed a cystic mass filling the whole abdominal

cavity. The

mass

was

multilocular  containing

homogeneous fluid and showing displacement of
intra-abdominal viscera. The largest cyst was 25 cm in
diameter, Figure 2.

Exploratory laparotomy by muscle-cutting
transverse upper abdominal incision was done, and

Figure 4. Mesenteric cystic mass infiltrating the ileal wall.
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it showed that the huge multicystic mass involved
the mesentery of ileum and infiltrated to the ileal
wall, Figures 3 and 4. Surgical excision of the mass
together with 25 c¢cm of the ileum was done, and the
continuity of the ileum was established by end to end
anastomosis.

The child’s postoperative course was uneventful,
and she was discharged home on the 5th postoperative
day. Histology of the mass showed mesenteric cystic
lymphangioma with extension to the bowel walland a
free surgical border (complete excision).

DISCUSSION

Cystic lymphangioma (CL) is a rare malformation
first described by Koch in 1913.! CLs are usually found
in the neck (75%, also called cystic hygromas) and
axilla (20%).? Intra-abdominal cystic lymphangiomas
ICLs are rare and comprise less than 5% of all cystic
lymphangiomas, corresponding to an incidence between
1:27,000 and 1:250,000.> Cystic lymphangiomas
represents 7% of abdominal cystic lesions in adults.
This type of lymphangiomas is generally detected in the
first decade of life.

The etiology of lymphangiomas is probably a
congenital abnormality of the lymphatic system, causing
sequestrations of lymphatic tissue during embryologic
development.>® This theory would explain why
lymphangiomas occur primarily in children. However;
it is suggested that abdominal trauma, lymphatic
obstruction, inflammatory process, surgery, or radiation
therapy may lead to the secondary formation of such a
tumor.”’

Traditionally, lymphangiomas are classified
as capillary, cavernous, or cystic. The -capillary
lymphangiomas are usually situated superficially in
the skin and composed of small thin-walled lymphatic
vessels. The cavernous lymphangiomas, however,
are composed of dilated Iymphatic vessels and
lymphoid stroma, and have a connection with spaces
of various normal adjacent lymphatics. Lastly, the
cystic lymphangiomas consist of lymphatic spaces of
various sizes that contain fascicles of smooth muscle
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and collagen bundles, but have no connection with
adjacent normal lymphatics. It is, however, not always
easy to differentiate between cystic and cavernous
lymphangiomas because cystic lymphangiomas may
also contain cavernous areas.*'

Clinical presentation of abdominal lymphangiomas
is variable with no pathognomonic signs and symptoms.
Generally they are asymptomatic with the first symptoms
being abdominal distention, mild abdominal pain, and
abdominal asymmetry due to an enlarging mass."!

In some cases, they are revealed incidentally during
abdominal examination or radiology for another
abdominal condition. However, there are several
reported cases of lymphangiomas leading to surgical
emergencies, such as hemorrhage, bowel obstruction,
ureteric obstruction, and sepsis.'*'® Our patient presented
with a huge and visible abdominal lump causing a mild
abdominal discomfort only.

Preoperative diagnosis of intra-abdominal lymph-
angiomas is usually difficult, with Ultrasonography, CT,
and MRI, being crucial modalities in delineating ICLs:

Ultrasound examination is wuseful initially and
typically shows a cystic lesion with multiple thin septa,
containing hypoechoic fluid. Sometimes the cyst may
be complicated by an intracystic hemorrhage, causing a
partially echogenic content.!*°

On CT imaging, they appear as a uni- or multilocular
mass with enhancement of the wall and septum by
contrast medium. The fluid component is typically
homogeneous with low attenuation values, but the
density is lower in case of chylous content and denser
if lesion is complicated by hemorrhage.?' These studies
(US and CT) help to determine, if the tumor is cystic as
well as its size and location, but they are insufficient to
establish an accurate diagnosis preoperatively.

On the other hand magnetic resonance imaging is the
most useful preoperative radiological tool for diagnosis

and in surgical planning.?>%

The definitive treatment for ICL is radical excision,
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even when asymptomatic. But, with increasing tumor
size, radical resection becomes more difficult and local
recurrence more probable. In our patient, resection of
25 cm of the adjacent bowel was necessary.

The ICLs can be excised using laparoscopic
techniques.?*?* The laparoscopic approach to resection
of mesenteric cysts was first described by Mackenzie
in 1993.%6 Partial drainage of the cyst may be necessary
to confirm the site of origin of the cyst and allow its
removal through the umbilical port.

For those cases requiring a concomitant bowel
resection, either an intra-corporeal technique or a
laparoscopic-assisted extracorporeal technique can be
used.

If resection is not possible, the other option is partial
excision with marsupialization of the remaining cyst
into the abdominal cavity. Approximately 10% of
patients require this form of treatment. If this procedure
is done, the cyst lining should be sclerosed with 10%
glucose solution,* electrocautery, or tincture of iodine in
an attempt to minimize recurrence.?”’

Intra-cystic administration of sclerosing agents, such
as bleomycin, OK432, and doxycycline, is regarded as
an adjuvant therapy in unresectable lesions.

Percutaneousinjection ofthe lyophilized incubation
mixture of group A Streptococcus pyogenes OK432
has been successful in the treatment of large,
nonresectable lymphangiomas in children.?¢ The
mechanism of action of OK432 seems to be related
to activation of the white cells (an increased number
of natural killer cells and T cells), and an increase
in cytokine-mediated endothelial permeability
(increased activity of tumor necrosis factor and
interleukin-6), resulting in shrinkage of the cystic
spaces.? This agent may be useful to complement the
surgical treatment of mesenteric cysts extending into
the retroperitoneum.?’

The characteristic histological criteria of cystic
lymphangioma are presence of lymphatic spaces lined
by flat endothelial cells, lymphoid aggregates and foam
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cells containing lipoid material in stroma and smooth
muscle fibers in their walls.

The recurrence rate following complete resection
ranged from 0% to 14% and malignant degeneration is
very rare.?

CONCLUSIONS

The ICL is a benign tumor of the lymphatic system
mostly affecting young children. The diagnosis is
often suggested by ultrasound or CT scan. Mesenteric
lymphangiomas including giant ones are almost
usually amenable to radical excision. Nevertheless, it
is sometimes necessary to sacrifice the part of bowel
infiltrated with the tumor if any.

Unless access to the distal colon and rectum is
required, the muscle-cutting transverse upper abdominal
incision is suitable for most surgical interventions in
infants and children including ICL resection.

Complete excision of the tumor (ICLs) with/without
intestinal resection is mandatory to prevent recurrence
and long-term prognosis is generally excellent.
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Medical Case

Squamous-Cell Carcinoma of the Lung
A A LAY Adda dila

A 63-year-old man presented to the primary care clinic with a dry cough and a history of unintentional weight
loss of 10 kg over the preceding 2 months. He was an active smoker, with a 30-pack-year history of tobacco
smoking. Physical examination revealed decreased air entry in the base of the right lung. A chest radiograph
showed opacity in the right lower lobe of the lung, and computed tomography of the chest performed after
the administration of contrast material revealed a mass in the right lower lobe measuring 5.6 cm in its largest
diameter (black arrow). Right hilar, carinal, and paratracheal lymphadenopathy was also present (not shown),
and destruction of the posterior portion of the right seventh and eighth ribs was observed. A pack of cigarettes
(white arrow) and a lighter (arrowhead) that were in his breast pocket were noted on the scan. Findings on
bronchoscopy and biopsy confirmed a diagnosis of squamous-cell carcinoma, and staging evaluation indicated
stage IV disease. Cigarette smoking is the leading risk factor for lung cancer. The patient was treated with
palliative chemotherapy and radiation. He died 1 year after diagnosis.
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Luca Conti, M.D. and Simon Gatt, M.D.
Mater Dei Hospital, Msida, Malta
luca.conti@gov.mt
N Engl J Med 2018,379:el7. September 13, 2018. Images in Clinical Medicine
DOI: 10.1056/NEJMicm1802514
Translated by Samir Aldalati, MD
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Medical Case

Tuberculous Peritonitis

o Qg ol

A previously healthy 24-year-old man presented to the emergency department with a 1-month history of
abdominal distention, abdominal pain, and fever. On physical examination, he was noted to have bulging flanks
with a fluid wave. Analyses of ascitic fluid revealed a predominance of lymphocytes, a high protein level that
was similar to that in serum, and an adenosine deaminase level of 150 U per liter (reference range, 8.6 to 20.5).
The results of acid-fast staining and polymerase-chain-reaction (PCR) testing for Mycobacterium tuberculosis
were negative. A computed tomographic scan obtained after the administration of contrast material showed
a large amount of ascites, a thickened peritoneum, and multiple enlarged mesenteric lymph nodes (Panel A).
Exploratory laparoscopy revealed numerous white, miliary nodules on the peritoneum and omentum (Panel B).
Caseating granulomas with Langerhans giant cells were detected on peritoneal histopathological analysis. A
specimen of an omental lesion was obtained on biopsy, and the results of PCR testing and culture of the tissue
were positive for M. tuberculosis. A test for infection with the human immunodeficiency virus was negative. The
sensitivity of ascitic-fluid culture for M. tuberculosis is low, and the diagnosis can require peritoneal biopsy. This
patient was treated with isoniazid, rifampin, ethambutol, and pyrazinamide for 2 months, followed by isoniazid
and rifampin for 4 months. The ascites and associated symptoms resolved.
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Pediatrics

Jly)

Caries in children with lactose intolerance and cow’s milk protein allergy
A qudal Daalaally 55U Jaad ass cilay JUkY) sie Aiud) [ eadl)

Moimaz SAS, et al.
Braz Oral Res 2018;32:¢91.

Dental caries in 5-to-8-year-old children with cow’s milk protein allergy (CMPA) and lactose intolerance (LI), their
treatment needs, and the consumption of milk-based products and milk derivatives by these patients were investigated.
A cross-sectional study was undertaken with 200 children in southern Brazil in 2017. The clinical examination
was based on the World Health Organization criteria and a questionnaire was sent to parents or legal guardians to
collect information on the children’s food intake, pre-existing systemic diseases, medication use, and CMPA and
LI. Standardization was performed to verify concordance among examiners (kappa=0.96). Caries prevalence was
67.50% in children with CMPA or LI, but 34.37% in those without these conditions. The mean dmft (decayed,
missing, and filled teeth) index in children with CMPA or LI was 1.75+1.84, significantly higher than among non-
allergic or lactose-tolerant children (0.83+1.60) (p<0.001). In children with CMPA or LI, the mean for treatment
needs was 1.58+1.50. Lactose-free milk was the most frequently consumed food among allergic/intolerant children
(65.00%), with a mean dmft of 2.00+2.08, higher than that obtained for those without CMPA/LI (0.82+0.87), showing
no significant difference (p=0.129). Although dental caries and treatment needs in primary dentition were associated
with CMPA or LI, children’s intake of replacement foods did not pose any risk for the development of carious lesions.
Statistically significant differences were obtained for the prevalence and severity of dental caries. This shows the
need for treatment of children with CMPA or LI, who had the worst caries prevalence and severity rates.
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Pediatric sickle cell disease and obstructive sleep apnea
sl (i) udill) £ Uakil Allag JkY) die Adatal) 4041 ¢

Alotaibi W, et al.
J Family Community Med 2018 Sep-Dec;25(3):183-7.

Objective: The aim of the study was to evaluate snoring and obstructive sleep apnea (OSA) in Saudi children with
sickle cell disease (SCD).

Materials and methods: This cross-sectional study was conducted among children with SCD attending a
hematology clinic were recruited. Demographics, clinical data, and sleep questionnaires were collected and overnight
polysomnographies performed.

Results: Seventy children (31 of whom were females) with SCD were included in the study. Their median
(interquartile) age was 9 (6.5, 11) years and their body mass index z-score was -1.2 (-2.0, -0.4). Seventy-four percent
of SCD patients snored and 32 (46%) had evidence of OSA (obstructive apnea-hypopnea index [OAHI] >2 events per
hour of sleep), 13 of whom had moderate OSA (OAHI >5 and <10 events per hour of sleep) and 10 had severe OSA
(OAHI =10 events per hour of sleep).

Conclusion: Snoring and the proportion of OSA were high in children with SCD. This underlines the importance of
screening for OSA in all children with SCD.
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Sequential risk of depression in children born prematurely
Opagadd) JUlY) de GLESST aliil) )

Chiu TF, et al.
J Affect Disord 2018 Sep 11;243:42-47.

Background: Whether children born prematurely are at a high risk of depression is still unknown. The present study
examined the risk of depression in children who were born prematurely, by analyzing a national cohort in Taiwan.

Methods: All premature births between January 1, 2000, and December 31, 2010, by using the Taiwan National
Health Insurance Research Database. A total of 21,478 preterm children and 85,903 full-term children were enrolled
in this study. Sex, level of urbanization of residential area, and parental occupation were considered. We included
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participants who received a diagnosis of depression in more than two clinical visits or were hospitalized due to
depression.

Results: Preterm children had a 2.75-fold higher risk of depression than full-term children (95% confidence interval
[CI]=1.58-4.79, p<0.001). Sex was not likely to be associated with depression in this study (p=0.95). The lowest level
of urbanization significantly contributed to the risk of depression in preterm children (adjusted hazard ratio =6.8,
95% CI=1.63-28.46, p<0.01). Regarding parental occupation, preterm children whose parents had blue-collar and
other occupations had a 3.4- and 6.06-fold higher risk of depression, respectively, compared with other children
(blue-collar occupations: 95% CI=1.04-11.15, p<0.05; other occupations: 95% CI=1.71-21.49, p<0.01).
Conclusions: Preterm children had a2.7-fold higherrisk of depression than children born full-term. Early identification,
timely psychiatric care, intervention strategies, and support for their families may reduce the complications of mental
illness in preterm children.

Dl e liafind Auhall o3 8 i QUEOU el 5y5lad Judlly agaal zaall JULY) oS 13 Lo 48y Cagpeall p (e Ny Lo sduagd) 481
st A Al A Qs DA (e zlas Alay Gaaslsall JlY) die ESY)

Jasadl 2123500 2010 ale e dSY) OslS e s 2000 alell B (slS cp a5l L 2 1asll CV s aan Gialyind 5 1) Gk
& Al s3a 8 Jeall aley JULY) (e 85903 5 zasll JULY) (e 21478 Jad a5 ol (b ) Glacall lasl cililanal ikl
G QUES) g paadid ) GG Gpaa &5 . uallgll Jaee daats ¢Sl dilaie 3 jumaill (sgis o uinll Gildare lieYL 329
QS A s RS B L8 ) T Gt Gl e S

38 Jualsh) dasl) olais JULYI o Glially ESYL Bladl linn 2,75 5 el 558 agual o) U8 caslpall JULYI o Jan ) sgeitial
el g Ll il ginsal) il L (0.95=p) Auhll oda 8 SV jlad e Guiall b)) gmg Jaal o1 (0.001>p ¢4.79-1.58 :%95
28.46-1.63 :%95 4& Jualshs «6.8= Aaaall 3)5ladl) ) ¥ I8 Cpashoall JULY) sie QESY) jlad pe sl JS50 S dilaie b
3.4 5 Jelsysha agl )al Jleel 4 duia Vel Dlans cpallsd I U8 cpaslsall S o Jang) a8 cppallgl) Jand sl Ll .(0.01>p
Jualsh 1 &Y el €0.05>p ¢11.15-1.04 :%95 38 Jualsh siumiall (eall) JULY) 2 ao 2all il Sle QEOU lins 6.06
(0.01>p 21.49-1.71 :%95 4l

oSl Canly . Janl) by JUY! pe A lially lESYL Blad L 2.7 5 Jef 5yl 1 U8 caslpall JlYT (gal aady sclalition)
o3 UM e aall S Dysa 350 Sl ae g dysliaall el ALl caubial) dpuaill 5L e Jsanll (il all 03¢ SUI
Ol U sl aall QLY die dlial) dsadl) AL e A

Morphine vs methadone treatment
for infants with neonatal abstinence syndrome

gl die g LiaY) 4ajdlia 4Axllea 2 methadone s morphine ¢y 43l

Tolia VN, et al.
J Pediatr 2018 Sep 14.

Objective: To estimate the relationship of initial pharmacotherapy with methadone or morphine and length of stay
(LOS) in infants with neonatal abstinence syndrome (NAS) admitted to the neonatal intensive care unit (NICU).
Study design: From the Pediatrix Clinical Data Warehouse database, we identified all infants born at >36 weeks of
gestation between 2011 and 2015 who were diagnosed with NAS (International Classification of Diseases, Ninth
Revision code 779.5) and treated with methadone or morphine in the first 7 days of life. We used multivariable Cox
proportional hazards regression analysis to quantify the association between initial treatment and LOS after adjusting
for maternal age, maternal race/ethnicity, maternal drug use, maternal smoking, gestational age, small for gestational
age status, inborn status, and discharge year.
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Results: We identified a total of 7667 eligible infants, including 1187 treated with methadone (15%) and 6480 treated
with morphine (85%). Birth weight, gestational age, and sex were similar in the 2 groups. Methadone treatment was
associated with a 22% shorter median LOS (18 days [IQR, 11-30 days] vs 23 days [IQR, 16-33]; P<0.001) and a 19%
shorter median NICU stay (17 days [IQR, 10-29 days] vs 21 days [IQR, 14-36 days]; P<0.001). After adjustment,
methadone was associated with a shorter LOS (hazard ratio for discharge, 1.24; 95% CI, 1.11-1.37; P<0.001).
Conclusion: Among infants born at >36 weeks of gestation with NAS, initial methadone treatment was associated
with a shorter LOS compared with morphine treatment. Future prospective comparative effectiveness trials to treat
infants with NAS are needed to verify this observation.
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Obstetrics And Gynecology
il (alyelly ad il

The evaluation of the effect of vaginal delivery
and aging on anal sphincter anatomy and function

Byl Syl Ay Ay (15 yanl) ity Ay pnl) SN il ot

Cay M, et al.
J Gynecol Obstet Hum Reprod 2018 May 30.

Objective: This study was conducted to evaluate the effect of vaginal delivery and aging on anal sphincter anatomy
and function.

Methods: Asymptomatic thirty women were included in this prospective study. Group 1 included 10 women (age
range: 18-50) who had never been pregnant. Group 2 included 10 women (age range: 18-50) who had vaginal
delivery. Group 3 included 10 women over 50 who had vaginal delivery.
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Results: There was no statistically significant difference between the three groups in terms of resting and squeeze
pressures. It was found that sphincter thickness showed statistically significant difference between the group 1 and
group 3, and also group 2 and group 3. There wasn’t statistically significant difference between the group 1 and
group 2 in terms of sphincter thickness. There was a positive correlation between the age and sphincter thickness in
all groups. In terms of sphincter thickness and pressure findings there was a positive correlation between the squeeze
pressure and external anal sphincter thickness only in group 3.

Conclusions: The vaginal delivery didn’t have a negative influence on the structure and function of the anal sphincter
in asymptomatic women. However, it was found that anal sphincter thickness changed strongly in a positive manner
with aging.
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Antiphospholipid antibody profile-based outcome
of purely vascular and purely obstetric antiphospholipid syndrome
Al shusdl) Sazl Ala o 5aadaal) guiliil)
4 jual) dyadgilly 48l duile gl Al gusil) Ml dajdlia B

Rottenstreich A, et al.
J Thromb Thrombolysis 2018 Apr 30.

Antiphospholipid syndrome (APLS) is caused by antiphospholipid autoantibodies, and manifests with vascular
and/or obstetric complications. The factors associated with initial disease presentation and course are unknown.
We assessed the antibody profile associated with disease presentation and with the development of vascular and
obstetric complications in women with initially vascular or initially obstetric APLS. A review of records of APLS
women at childbearing age followed at one center during 2006-2015. Of 126 women, median age at diagnosis
29 [23-37] years, 62 were initially diagnosed with purely obstetric APLS and 64 with purely vascular APLS.
Baseline characteristics and antibody profile did not differ according to the initial diagnosis. At a mean follow-
up duration of 61£23 months, 19 (30.6%) with initially obstetric disease, and 20 (31.3%) with initially vascular
disease, developed vascular and obstetric complications, respectively (P=1.0). Among those with triple positivity
[lupus anticoagulant (LAC)+, anticardiolipin (ACL)+, anti beta2-glycoprotein I (AB2GPI)+], a higher proportion
developed both obstetric and vascular complications, compared to those with single or double positivity (42.3 vs.
16.4%, P=0.002). In multivariate analysis, the presence of LAC (P=0.008), ACL IgG (P=0.009) or AB2GPI IgG
(P=0.01) was the only independent predictor of the development of both obstetric and vascular complications.
Almost one-third of women with initially vascular or initially obstetric APLS developed mixed disease. The
antibody profile was the only prognostic marker for disease course. The association found between LAC, ACL
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IgG or AB2GPI IgG, and patient outcomes could contribute to risk stratification and individualized patient
management.
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Expression of MTA1 in endometriosis
and its relationship to the recurrence

asdl Al o1 e @ MTAL ¢ el
sl ey 45y Balgl

Zhang J, et al.
Medicine (Baltimore) 2018 Aug;97(35):e12115.

Metastasis-associated gene 1 (MTA1) is correlated with prognosis of many tumors. However, little is known about
the role of MAT 1 in endometriosis and its relationship with the recurrence of endometriosis. The expression of MTA 1
in normal, eutopic and ectopic endometrium was detected by immunohistochemistry and RT-PCR, respectively. The
relationship of MTA1 expression with the recurrence of endometriosis was evaluated. In the normal endometrium,
eutopic endometrium and ectopic endometrium, the positive rates of MTA1 expression showed a gradually increasing
trend. In addition, the MTA1 expression difference between each two groups was significant (P<0.0125). However,
there was no significant difference between proliferative phase and secretory phase in each group (P>0.05). In the
ectopic endometrium, MTA1 expression in the severe phases (II[-IV) was significantly higher than that in mild
phases (I-1I) (P<0.05), indicating the expression of MTA1 correlates with r-AFS staging (P<0.05). Additionally, the
MTA1 mRNA level was also closely related to the stages of r-AFS, but not to the proliferative phase or secretory
phase of endometrium. Logistic regression analysis showed that r-AFS stage and MTA1 overexpression were risk
factors for the recurrence of endometriosis. While, postoperative pregnancy was a protective factor for its relapse.
MTAL is closely associated with the occurrence and development of Ems. Thus, MTA1 level may be used as a new
indicator to predict the progression of endometriosis.
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Maternal smoking during pregnancy
and long-term neurological morbidity of the offspring

Jeal) tic AaY) Ayl Adppaal) Aalally Jaad) DA AY) (pdS

Gutvirtz G, et al.
Addict Behav 2018 Aug 16;88:86-91.

Objective: To evaluate the long-term pediatric neurological morbidity of children born to mothers who reported
smoking during pregnancy as compared with children born to non-smoking mothers.

Study design: A population-based cohort analysis was performed comparing all deliveries of mothers who reported
smoking during pregnancy and non-smoking mothers between 1991 and 2014 at a single tertiary medical center.
Hospitalizations of the offspring up to the age of 18 years involving neurological morbidities were evaluated
according to a predefined set of ICD-9 codes, including autism, development and movement disorders, cerebral
palsy and more. A Kaplan-Meier survival curve was used to compare cumulative hospitalization rate in exposed and
unexposed offspring and a Cox proportional hazards model was used to control for confounders.

Results: During the study period, 242,342 deliveries met the inclusion criteria. Of them, 2861 (1.2%) were
children of smoking mothers. Neurological-related hospitalizations were significantly higher in children born to
smoking mothers, as compared with the non-smoking group (5.3% vs. 3.1%, p<0.01). Specifically, these children
had higher rates of movement, eating and developmental disorders as well as attention deficit hyperactive disorder.
The Kaplan-Meier survival curve demonstrated a significant higher cumulative incidence of neurological-related
hospitalizations in the smoking group (log rank p<0.01). Using a Cox proportional hazards model, controlling for
potential confounders, maternal tobacco use was found to be independently associated with long-term neurological
morbidity of the offspring (adjusted HR = 1.58, CI 1.33-1.89, p value<0.01).

Conclusion: Maternal smoking during pregnancy is an independent risk factor for long-term neurological morbidity
of the offspring.
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Surgery
dalall

Intraoperative ICG-based imaging of liver neoplasms
A<l ahgl ¥l A ICG Oilmgaiy) jad] 485 dajal) JYA pguatl

Alfano MS, et al.
Surg Endosc 2018 Jun 22.

Background: Detecting small nodules that are grossly unidentifiable remains a major challenge in liver resection
for cancer. Novel developments in navigation surgery, especially indocyanine green (ICG)-based fluorescence
imaging, are making a clear breakthrough in addressing this issue. ICG is almost routinely administered during
the preoperative stage in hepatobiliary surgery. However, its full potential has yet to be realized, partly because
there are no precise guidelines regarding the optimal dose or timing of ICG injections before liver surgery. The
main goal of this study was to design an algorithm for the management of ICG injections to achieve optimal liver
staining results.

Methods: Twenty-seven consecutive, unselected patients undergoing liver resection for cancer were enrolled and
underwent preoperative liver function assessment by the LIMON test. Extra ICG i.v. injections at different doses
and timings were performed. In vivo intraoperative analysis of the stain detected by near-infrared fluorescence
imaging of the liver and ex vivo analysis of each resected nodule was performed and compared to the pathological
analysis.

Results: (i) The success rate of ICG injections in terms of liver staining was 92.6%; (ii) in the absence of or with 7
or more days from a previous ICG injection, the best dose to inject before the operation was 0.2 mg/kg, and the best
timing was between 24 and 48 h before the scheduled surgery; and (iii) the ICG fluorescence patterns observed in
the tumors were total fluorescence staining (41% of the cases), partial fluorescence staining (15%), rim fluorescence
staining surrounding the tumor (30%), and no staining (15%).

Conclusions: This study is a building block for the characterization of liver nodules and the search for additional
surface lesions undetected by preoperative radiological work-up-a crucial task for the successful treatment of liver
cancer at an early stage using a safe, minimally invasive, and inexpensive technique.
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Successful transcatheter arterial embolization
of a ruptured right gastroepiploic artery aneurysm
SRR e Al il claall 3d) Alas
Al gl L) B an af ad Alla

Ishimine T, et al.
Int J Surg Case Rep 2018 Aug 25;51:158-160.

Background: Gastroepiploic artery aneurysms (GEAASs) are extremely rare. Ruptured GEAAs are related to high
mortality and often treated by open surgery. We describe a case of a ruptured right GEAA that was successfully
treated by transcatheter arterial embolization (TAE).

Presentation of case: An 80-year-old woman presented to the emergency department with sudden abdominal pain.
We diagnosed her as having a ruptured right GEAA based on the contrast-enhanced computed tomography finding.
We performed TAE for the GEAA after resuscitation. The patient had an uneventful recovery and was discharged 10
days after TAE.

Discussion: A ruptured GEAA causes high mortality; thus, immediate and adequate treatment is mandatory.
Previously, many cases of successful surgical resections of ruptured GEAAs have been reported. In our case, we
decided that the patient was not suitable for surgery because of her advanced age and bronchiectasis; therefore, we
performed TAE and had a good outcome.

Conclusion: In patients at high risk for surgery, TAE can be an effective treatment for a ruptured GEAA.
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Endoscopic approaches for treating emphysema
) ) Agdlaa A Ay pudaitl) clylBal) (gaadas

Kontogianni K, et al.
Expert Rev Respir Med 2018 Jun 22.

Surgical treatment of severe pulmonary emphysema has so far been associated with relatively high
perioperative morbidity and mortality. In the past two decades, novel approaches to lung volume reduction
and alternative minimally invasive endoscopic techniques have been developed. This review presents the
different techniques (blocking and non-blocking) available until present as well as the appropriate patient
selection and possible complications. All available randomized controlled trials (RCT) have been evaluated.
The only blocking technique is the reversible valve implantation. It results in lobar volume reduction and
clinical benefit in emphysema patients with absent interlobar collateral ventilation and its efficacy has been
confirmed in various RCTs. Non-blocking techniques that are independent of collateral ventilation include the
partially irreversible coil implantation leading to parenchymal compression, the irreversible bronchoscopic
thermal vapor ablation and the polymeric lung volume reduction both inducing inflammatory reaction. These
methods have been up to date examined in a few RCTs only. Finally, the targeted lung denervation aims at
sustainable bronchodilation by ablation of parasympathetic pulmonary nerves. Future studies must address
the predictors of clinical outcome as well as the reduction of complications to improve both outcome and
safety.
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Neutrophil to lymphocyte ratio is a prognostic factor for disease
free survival in patients with breast cancer underwent curative resection

o) g Ll ()X JalaS cilygliall N anl) Apuss
M) Jlatidl dedldl) 88 Gl el G Gasall ¢

Geng SK, et al.
Medicine (Baltimore) 2018 Aug;97(35):e11898.

The aim of this study was to explore the prognostic significance of neutrophil-to-lymphocyte ratio (NLR) in patients
with breast cancer after curative resection. Furthermore, we aimed to confirm the prognostic significance of NLR in
early stage and different molecular types of breast cancer, as well as patients treated with neoadjuvant chemotherapy
(NACT).A total 0f2458 patients between January 2002 and December 2014 from 2 independent cohorts were analyzed
retrospectively. The optimal cut-off value of NLR for recurrence was determined via receiver operating characteristic
(ROC) curve analysis. Univariate and multivariate analyses were used to assess the relationship between NLR and
disease-free survival (DFS). Both univariate and multivariate analysis showed that patients with high NLR were more
inclined to suffer postoperative recurrence in 2 independent cohorts. NLR was identified as independent prognostic
factor for DFS of early stage breast cancer (P<0.05), different types of breast cancer (P<0.05) and patients treated
with NACT (P<0.05). Our data suggest NLR is independent prognostic factor for breast cancer patients. In addition,
the prognostic value of NLR was further confirmed in early stage and different molecular types of breast cancer as
well as patients treated with NACT.
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Lymph node density in papillary thyroid carcinoma
is a prognostic factor after adjusting for pathological stage
Lagdal) g4 dilagu A Aygliall) sBal) 43US g0
Laaygl) Ayl Joaad amy ())13) Jalas

Suzuki H, et al.
Oncotarget 2018 Jun 1;9(42):26670-26678.

We investigated the possible association between the lymph node density and survival outcomes in differentiated
papillary thyroid carcinoma, and examined whether the lymph node density was a predictor in a multivariate analysis
adjusted for the pathological stage in the eighth edition of the Union for International Cancer Control Tumor-Node
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Metastasis Classification of Malignant Tumors. A total of 543 patients with papillary thyroid carcinoma were enrolled.
We performed restaging according to the eighth edition. The lymph node density was the ratio between number of
positive lymph nodes and total number of excised lymph nodes. A log-rank test and Cox’s proportional hazards
model were used for univariate and multivariate analysis with adjustment for the pathological stage in the eighth
edition, respectively. In both the univariate and multivariate analyses of 150 patients with pN1bMO, the presence
of a lymph node density of >0.3 with pN1b was significantly associated with shorter disease-specific survival. In
both the univariate and multivariate analyses of all 543 patients, a lymph node density of > 0.3 with pN1b were also
significantly associated with shorter overall and disease-specific survival. In conclusion, these results suggest that the
lymph node density can be used as a predictor for the survival outcomes after adjustment for the pathological stage
in the eighth edition.
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Pulmonary Diseases

The effects and mechanisms of ligustrazine injection on pulmonary
arterial hypertension in COPD patients
sl ol sigi g o ligustrazine oia iy 4401
COPD (sajall alud) g3l glal) iaga dic

Zhao MP, et al.
Zhongguo Ying Yong Sheng Li Xue Za Zhi 2016 May 8;32(5):408-412.

Objective: To observe the effects of ligustrazine hydrochloride injection (LHI) on pulmonary arterial hypertension in
chronic obstructive pulmonary disease(COPD) patients and to investigate its possible mechanisms.

Methods: Twenty-two cases of patients with COPD were randomly divided into conventional treatment group
(group C) and ligustrazine treatment group (group L), 11 persons were randomly selected from healthy subjects
without lung disease served as normal control group(group N). Group C was given bed rest, low flow oxygen
inhalation, bronchial diastolic agent, glucocorticoid and antibiotics and other conventional treatment, and group
L was added with ligustrazine hydrochloride injection on the above mentioned basis treatment, group N was
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given no treatment. After 2 weeks, lung function, blood gas analysis and pulmonary arterial pressure were
compared among the three groups, and the content of H,S in plasma was tested with sensitive sulfur electrode
method.

Results: After two weeks treatment, in group L and group C pulmonary function, blood gas analysis, pulmonary
artery pressure were obviously improved, and group L was better than group C (P<0.05); In group L the content of
H,S was increased (P<0.01), group C had no significant difference (P>0.05), and there was a significant difference
between the two groups (P<0.01).

Conclusions: Combination with LHI can effectively improve lung function. LHI may relieve hypoxic hypercapnia
pulmonary hypertension induced by COPD through raising the content of H,S.
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Association between Hand grip strength with weaning
and intensive care outcomes in COPD patients
Aaadlal) gilidlly A liall 434l (i alladl) 2a ) Lad 548 Aide
COPD (ajall slud) (g5i) slal) iapa ie 33 5al) 4liad) ang B

Mohamed-Hussein AA, et al.
Clin Respir J 2018 Jun 22.

Background: In COPD weight loss and muscle wasting contribute significantly to morbidity, disability and handicap.
Dominant-handgrip strength for evaluation of muscle strength has not been tested as a parameter to predict outcome
of weaning from mechanical ventilation (MV).

Objective: To evaluate the association between handgrip strength and the duration and success of weaning and
extubation outcome.

Patients and methods: This prospective study included 34 COPD patients requiring MV for at least 48 hours.
Recovery from sedation and muscle relaxants was assessed before recruitment. Serial meseaurment of handgrip
strength were assessed by trained personnel.

69



Journal of the Arab Board of Health Specializations Vol.19, No.3, 2018

Results: There was a significant negative correlation between baseline hand grip and duration of MV (P=0.047,
r=-0.343). The mean day 5 hand grip was significantly lower in person who died compared to survivors (5.7£5.5
vs. 18.2£14.5, P=0.044).The mean day 5 hand grip was significantly lower in patients who needed re-intubation
compared to those in patients who did not need re-intubation (2.8+2 vs. 17.2+13.9, P=0.029). There was no significant
difference in the mean baseline, day 2, day 3, day 4 and day 5 hand grip in weaning success compared to those in
failure (P>0.05).

Conclusions: Handgrip strength may be good predictor for duration of MV, extubation outcome, ICU mortality and
prognosis.
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Neurology
dpasll (alye)

Amygdala enlargement and emotional responses
in (autoimmune) temporal lobe epilepsy
Adladiy) Alaiualg 53l aduss
(A olall) Laall padll & pa el A

Holtmann O, et al.
Sci Rep 2018 Jun 22;8(1):9561.

Temporal lobe epilepsy with amygdala enlargement (TLE-AE) is increasingly recognized as a distinct adult
electroclinical syndrome. However, functional consequences of morphological alterations of the amygdala in
TLE-AE are poorly understood. Here, two emotional stimulation designs were employed to investigate subjective
emotional rating and skin conductance responses in a sample of treatment-naive patients with suspected or confirmed
autoimmune TLE-AE (n=12) in comparison to a healthy control group (n=16). A subgroup of patients completed
follow-up measurements after treatment. As compared to healthy controls, patients with suspected or confirmed
autoimmune TLE-AE showed markedly attenuated skin conductance responses and arousal ratings, especially
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pronounced for anxiety-inducing stimuli. The degree of right amygdala enlargement was significantly correlated
with the degree of autonomic arousal attenuation. Furthermore, a decline of amygdala enlargement following
prompt aggressive immunotherapy in one patient suffering from severe confirmed autoimmune TLE-AE with a very
recent clinical onset was accompanied by a significant improvement of autonomic responses. Findings suggest dual
impairments of autonomic and cognitive discrimination of stimulus arousal as hallmarks of emotional processing in
TLE-AE. Emotional responses might, at least partially, recover after successful treatment, as implied by first single
case data.

barall Adada gl ol o W) el die AleS Ay Brae ZapdieS wliie J<5 (TLE-AE) 83l st ae ) aill g jom Jaadly
Gt Cndsa Gt Al o3 3 5 am IS Fagghe s 5 Lo 5l pde e 2 duall il pum s B 534 3 RIS
g (e 33850 Y lay L adidia ¥ ny 22y (paalledl) 2 el e die A galal) Jal) dplainls Allaay) il o lalin Gullas)
AP bl ehhaly OV Aalie G (L.A;u 16) L\M Ol (alddY) e 32aL3 de sane = el (L.A.DA 12) seaall padll
(SN peliall) ol padll & pa a Aediiall o saSsall A e o ‘LIM Crsnall 28LE de gana pa 4.9\3.«31_‘ Ja;)l k) g
Aa)) ae el Billl adiat da s laiy) L Bl A el Clguiall B wl.;j ¢ ol augilly galal) Jaal) dlaiul 4 U:.);lq 1&;).: JEWA
Lol gl Aallaal) e miy (o) )5l adai 8 aal il O i 288 G e U).; -autonomic arousal Jaiual) Jadnll & aal il
willagll & S e e Gl 3 (S elial eaall padll g pa e Lu.l; C8€) 3850 3ad Al e G gilay (Al el aal ie)
Jiay sdlly ¢ pumpall 2ic bjbu.h]\ saall Ayeally Jiadl juall 8 zohe JIA 25y Glagagall o387 560 L el die Al dpaal)
Al daalil) dxllaal) aay - LUPJSJ- CA).UU\ Adlaaly) bl (Say - el Gadll ¢ ja ia e e (gl d@‘y\@wmz\)u

Ahyall oda 3 AdasBlall Alladl opedat L s

Comparison of cytokines and prooxidants/antioxidants markers
among adults with refractory versus well-controlled epilepsy
il gal) iS5 0uSY) Cilabiae Clawlg y LS ghad) 45l
gxall (a Aaguiae clag Saina clay cpalld) dic

Ethemoglu O, et al.
Seizure 2018 Jun 15;60:105-109.

Purpose: This study aims to investigate the serum adiponectin, interleukin (IL)-6 and oxidative stress in epilepsy
patients who are refractory or non-refractory to treatments.

Methods: The study comprised 31 refractory epilepsy, 29 well-controlled epilepsy patients and control group
including 29 healthy individuals. The serum adiponectin, IL-6, total antioxidant status (TAS), total oxidant status
levels (TOS) and oxidative stress index (OSI) were determined.

Results: The mean serum adiponectin and TAS levels were significantly lower in the refractory epilepsy patients
than in the healthy controls, and mean IL-6, TOS and OSI levels were significantly higher. The serum adiponectin,
IL-6, TAS, TOS and OSI levels were not significantly different between the well-controlled epilepsy patients and the
healthy controls.

Conclusions: The mean serum IL-6 and oxidative stress levels in refractory epilepsy patients were higher and the
serum adiponectin level was lower than the healthy control group. These findings may be associated with an increased
risk of seizures, atherosclerosis and cardiovascular disease in refractory epilepsy patients.
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Cardiovascular Diseases

igle ) Al ialya¥)

Cytokines as therapeutic agents and targets
in heart disease

Aalal) Gala¥) b Aadle dilaaly Jalsas LS ghand)

Dubnika A, et al.
Cytokine Growth Factor Rev 2018 Aug 16.

Cytokine therapies have emerged during the past decade as promising noninvasive treatments for heart disease.
In general, current drug treatments are directed towards symptom control and prevention of disease progression;
however, many agents also produce cause side effects that alter quality of life. Cytokine based therapies have the
potential to reduce post-infarct heart failure and chronic ischemia by stimulating the proliferation and differentiation
of endothelial cells and bone marrow hematopoietic stem cells and mobilizing these cells toward ischemic tissue.
In turn, these mobilized cell populations contribute to myocardial regeneration. In contrast, over-expression of
several cytokines has been linked to a variety of heart diseases; thus, therapies targeting and monitoring these
cytokines are of great interest. Here we summarize results from clinical studies on cytokines as therapeutic agents
or therapeutic targets in the treatment for heart disease as well as cytokines involved in the evolution of heart
disease.
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Salt sensitivity and its implication in clinical practice
L pead) Ajlaall b Lgs)ilip el i)

Mishra S, et al.
Indian Heart J 2018 Jul - Aug;70(4):556-564.

Hypertension (HTN) is a complex multi-factorial disease and is considered one of the foremost modifiable
risk factors for stroke, heart failure, ischemic heart disease and renal dysfunction. Over the past century, salt
and its linkage to HTN and cardiovascular (CV) mortality has been the subject of intense scientific scrutiny.
There is now consensus that different individuals have different susceptibilities to blood pressure (BP)-raising
effects of salt and this susceptiveness is called as salt sensitivity. Several renal and extra-renal mechanisms are
believed to play a role. Blunted activity of the renin-angiotensin-aldosterone system (RAAS), adrenal Racl-
MR-Sgk1-NCC/ENaC pathway, renal SNS-GR-WNK4-NCC pathway, defect of membrane ion transportation,
inflammation and abnormalities of Na"/Ca?" exchange have all been implicated as pathophysiological basis
for salt sensitive HTN. While salt restriction is definitely beneficial recent observation suggests that treatment
with Azilsartan may improve salt sensitivity by selectively reducing renal proximal tubule Na*/H" exchange.
This encourages the future potential benefits of recognizing and therapeutically addressing the salt sensitive
phenotype in humans.
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Gastroenterology
Laagll alyaY)

Impact of endoscopic ultrasound-guided fine needle biopsy
on the diagnosis of subepithelial tumors
ifigall 35 glsally dagall BN ABEN) NG Aiad) g0
Bledal) it al Y pandis B

Inoue T, et al.
Dig Endosc 2018 Sep 1.

Objectives: Immunohistological evaluations are essential for diagnosing subepithelial tumors (SETs).
However, endoscopic ultrasound-guided sampling using fine-needle aspiration (FNA) needles is limited in
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its ability to procure core tissue for immunostaining. Fine-needle biopsy (FNB) needles may mitigate this
limitation. This study aimed to examine the efficacy of FNB needles for procuring samples that enable the
diagnosis of SETs.

Methods: One hundred sixty patients were included in the study and separated into those whose samples were
obtained using FNB needles (FNB group) and those whose samples were procured using FNA needles (FNA group).
Groups were compared regarding the conclusive diagnosis rate and unwarranted resection rate. Propensity score
matching was introduced to reduce selection bias.

Results: The rates at which conclusive diagnoses were reached through adequate immunohistological evaluations
were 82% and 60% in the FNB and FNA groups, respectively; this difference was significant (P =0.013). The
unwarranted resection rate was significantly lower in the FNB group (2%) than in the FNA group (14%) (P=0.032).
Multivariate analyses showed that lesions <20 mm were a significant risk factor for lower conclusive diagnosis rates
following the use of FNB needles (P=0.017).

Conclusions: FNB needles can be useful for obtaining samples that facilitate the diagnosis of SETs and for avoiding
unwarranted resections. However, FNB needles may be less advantageous for small SETs.
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Real-world efficacy and safety of sofosbuvir + ribavirin
for hepatitis C genotype 2
ribavirin g sofosbuvir alaiic) 4dlug 4 dlad
2 sl haalll 53 C gl 280 Gilgdl) cla b

Akahane T, et al.
Hepatol Res 2018 Sep 1.

Aim: This study aimed to describe the real-world efficacy and safety of sofosbuvir (SOF) + ribavirin (RBV) for
chronic hepatitis C, genotype 2.

Methods: This was a retrospective analysis of a nationwide, multicenter registry including 914 hepatitis C genotype
2 Japanese patients treated with + for 12 weeks. The rate of sustained virological response at 12 weeks after treatment
(SVR12), incidence of adverse events, and changes in serological parameters was analyzed.

Results: Treatment was completed in 98.9% of patients. RBV dose reduction was required in 29.7% of
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patients. SVR12 rate was 96.6% in the intention-to-treat population and 97.6% in the per-protocol population.
Factors associated with SVR12 were absence of advanced fibrosis (odds ratio, 5.76, p=0.003) and IFN-treatment-
naive status (odds ratio, 4.79, p = 0.017). Dose reduction or total adherence of RBV was not associated with SVR.
The resistance-associated substitution S282T in NS5B was not detected in any patient at virological failure. Serum
albumin levels significantly increased, and the degree of increase was greater in patients with advanced fibrosis than
in those without (0.214+0.32 vs. 0.05+0.29, p<0.0001). Alpha-fetoprotein (AFP) decreased significantly at end of
treatment (p<0.0001), and the degree of decrease was greater in patients with advanced fibrosis than in those without
(21.7£60.8 vs. 2.5+15.5, p<0.001). The most commonly reported adverse event was anemia (13.7%).

Conclusions: SOF + RBV treatment was highly effective and safe in Japanese patients with HCV genotype 2
infection.
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Hematology And Oncology
ahs¥ly aall Gialyal

Validation of EGFL6 expression as a prognostic marker
in patients with lung adenocarcinoma in Taiwan

Olssl b Aaad) A4)l) lhajs puapa dic ) 3) amlsS EGFL6 (8 wail) g0 asls

Chang CC, et al.
BMJ Open 2018 Jun 22;8(6):¢021385.

Objective: Lung adenocarcinoma is a non-small cell lung cancer, a common cancer in both genders, and has poor
clinical outcome. Our aim was to evaluate the role of epidermal growth factor (EGF)-like domain multiple 6 (EGFL6)
and its prognostic significance in lung adenocarcinoma.

Methods: EGFL6 expression was studied by immunohistochemical staining of specimens from 150 patients with
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lung adenocarcinoma. The correlation between clinicopathological features and EGFL6 expression was quantitatively
analysed. We used Kaplan-Meier analysis and Cox proportional hazard models to examine the prognostic value of
EGFL6 in terms of overall survival.

Results: No significant correlation was found between EGFL6 expression and clinical parameters. However,
patients with high levels of EGFL6 expression showed a tendency towards poor prognosis, with borderline statistical
significance. Grouping the patients according to a medium age value revealed a significant association between high
EGFL6 expression and poor clinical outcome in young patients. This finding was further confirmed by grouping
the patients into three groups according to age. HR in patients with high EGFL6 expression was higher in younger
patients than in older patients.

Conclusions: High EGFL6 expression may serve as a marker for poor prognosis of lung adenocarcinoma, especially
in younger patients.
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Venous thromboembolism in patients
with B-cell non-Hodgkin lymphoma treated with lenalidomide
CSa0aY Laglal oy e AR sl alaaly) el
lenalidomide aladialy cpuadlaal) LAY 4l

Yamshon S, et al.
Blood Adv 2018 Jun 26;2(12):1429-38.

Lenalidomide is associated with increased risk of thromboembolism (VTE) in patients with multiple myeloma.
This risk has not previously been defined in B-cell non-Hodgkin lymphoma (NHL), for which lenalidomide is
also an active agent. We conducted a systematic literature search in Ovid MEDLINE (1946 to February 2017),
Ovid EMBASE (1974 to February 2017), The Cochrane Library (Wiley), and Web of Science Core Collection
for prospective studies evaluating lenalidomide-containing regimens in B-cell NHL with adequate reporting
of patient characteristics, total cycles received, and safety data including VTE rates. The primary outcome
was VTE events per 100 patient-cycles by meta-analysis using random-effects models. Our literature search
identified 1719 citations; 28 articles were included. For all patients with B-cell NHL receiving lenalidomide,
the rate of VTE per 100 patient-cycles was 0.77 (95% confidence interval [CI], 0.48-1.12; 12, 67%). The rate
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for single-agent lenalidomide was 1.09 events per 100 patient-cycles (95% CI, 0.49-1.94; 12, 76%), the rate
for lenalidomide plus biologics was 0.49 (95% CI, 0.17-0.97; 12, 59%), and the rate for lenalidomide plus
chemotherapy was 0.89 (95% CI, 0.39-1.60; 12, 57%). Rate of VTE events in B-cell NHL patients treated with
lenalidomide in clinical trials is similar to the rate in multiple myeloma. The VTE rate appears to be lowest
for lenalidomide combined with a biologic compared with single-agent lenalidomide or its combination with
chemotherapy.
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Endocrinology
anall 2221} jalyal

Hyperglycemia induces epithelial-mesenchymal transition
in the lungs of experimental diabetes mellitus
Al @Sl plall el B o)) b

Chen CM, et al.
Acta Histochem 2018 Jun 19.

Diabetes mellitus (DM) reduces lung function and increases the risk of asthma, chronic obstructive pulmonary
disease, pneumonia, and pulmonary fibrosis. Epithelial-mesenchymal transition (EMT) plays a crucial role in the
development of pulmonary fibrosis. The pathogenesis of pulmonary fibrosis in diabetes remains unknown. We
investigated the effects of hyperglycemia on EMT in the lungs of gerbils with streptozotocin (STZ)-induced diabetes.
Diabetic gerbils exhibited a significantly lower volume fraction of the alveolar airspace and significantly higher septal
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thickness, volume fraction of the alveolar wall, and lung injury scores than did nondiabetic gerbils. The percentage
of 8-hydroxy-2’-deoxyguanosine-positive cells and transforming growth factor-f-positive cells was significantly
higher, the expression of E-cadherin was significantly lower, and the expression of N-cadherin was significantly
higher in diabetic gerbils than in nondiabetic gerbils. These EMT characteristics were associated with a significant
increase in a-smooth muscle actin (SMA) expression and collagen deposition in the lungs of diabetic gerbils. The
increased a-SMA expression was co-localized with surfactant protein-C in alveolar type II cells in hyperglycemic
animals. In conclusion, our study demonstrates that hyperglycemia induces EMT and contributes to lung fibrosis in
an experimental DM model.
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Factors associated with the efficacy of intravenous methylprednisolone
in moderate-to-severe and active thyroid-associated ophthalmopathy

methylprednisolone alaiiuly A0, ol Aadlaal) Adled A5 5sall Jalgadl
L;AJ.\S\ L_’_gﬂ\ I e Aladlly 5 naddl-dda gial) el gﬁ

Hu S, et al.
Clin Endocrinol (Oxf) 2018 Sep 19.

Objective: Intravenous methylprednisolone (IVMP) is recommended as the first-line treatment for moderate-to-
severe and active thyroid-associated ophthalmopathy (TAO). This study aimed to identify potential predictors and
establish a multivariable prediction model for the efficacy of [IVMP therapy.

Design: A single-center retrospective study.

Patients: A total of 302 consecutive patients diagnosed with moderate-to-severe and active TAO who underwent the
full course of IVMP therapy were included. Methods: Participants were sequentially divided into the training set
(n=200) and the validation set (n=102). Multivariate logistic regression analysis was used to identify the independent
predictors and establish the predictive model.

Results: In addition to the pretreatment clinical activity score (OR=3.506, P<0.001), elevated thyroid stimulating
hormone (TSH) levels during treatment (OR=0.145, P=0.005), pretreatment anti-TSH-receptor antibody levels
(OR=0.061, P<0.001) and duration of eye symptoms (OR=0.878, P=0.017), a significant relationship was found
between therapeutic efficacy and the pretreatment triglyceride levels (OR=0.090, P=0.001). The prediction model
showed good calibration and excellent discrimination, with an area under curve of 0.915 (P<0.001) and 0.885
(P<0.001) in the training and validation sets, respectively.

Conclusions: This study provides some novel insights into the factors associated with the efficacy of [IVMP therapy.

78



Journal of the Arab Board of Health Specializations Vol.19, No.3, 2018

A multivariable prediction model has been established and validated to help determine the indication and prognosis
of IVMP therapy. Moreover, several suggestions have been made in the management of TAO patients: early diagnosis
and treatment (within 15 months); prompt restoration and maintenance of euthyroidism, especially meticulous control
of TSH levels (<5 plU/mL); regular monitoring of triglyceride levels.
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Rheumatology And Orthopedics
alasll aalyalg 4 i) (oalya)

Sirukumab for the treatment of rheumatoid arthritis
Al Jualiall cilgill dAxllea 3 Sirukumab aladiul

Bartoli F, et al.
Expert Rev Clin Immunol 2018 Jun 21.

Interleukin-6 (IL-6) is well-known for its pro-inflammatory properties, has been proven to target a wide range of
cells in the joint and has been implicated in extra-articular and articular manifestations in rheumatoid arthritis (RA).
Tocilizumab (TCZ) is now widely used in patients with active RA and a number of additional agents that target the
IL-6 pathways are under development, including sirukumab (SRK).

Areas covered: SRK is a [gG1k human anti-IL-6 monoclonal antibody which binds to IL-6 and prevents IL-6
mediated downstream effects. Initial trial results in phase III studies in patients with RA seemed promising,
showing improved results in patients with moderate to severe RA. Data derive from the phase II study and the
various SIRROUND studies (phase III).
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Expert commentary: The available data show that SRK 50 mg every 4 weeks or 100 mg every 2 weeks will be
effective in treating the RA population, with clinical improvements as early as week 2 and sustained over time. The
adverse event profile seems to be similar to TCZ, except for an increased mortality post open-label studies due to
infections and cardiovascular events, our knowledge of which will be deepened with post-marketing surveillance and
registry data.
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Urology And Nephrology
o Sleadly AL el

Potassium control in chronic kidney disease:
Implications for neuromuscular function
sAdagall Aglsh) (aa) A agaulisd) Jasia
o) Lpand) ddlagl) Jo cilulsady)

Armold R, et al.
Intern Med J 2018 Sep 19.

In Australia approximately 1.7 million adults have evidence of chronic kidney disease (CKD). This complex disease
can result in a multitude of complications, including hyperkalaemia which common and well recognised. The advent
of new therapeutics aimed at lowering serum potassium have raised the possibility of optimising potassium control
to enable greater use of renin-angiotensin-aldosterone system inhibitors in the management of CKD. Recent studies
suggest that hyperkalaemia also has implications for peripheral neuropathy in CKD, a complication that substantially
contributes to patient morbidity. This review examines evidence of the relationship between potassium and peripheral
neuropathy with discussion of clinical implications. We searched PubMed for original and review articles using
prespecified key words, clinical guidelines and population data. The major findings were that contemporary CKD
cohorts demonstrate a high prevalence of peripheral neuropathy, even in stage 3-4 CKD, including those without
diabetes. The severity of the problem has been emphasized by an ominous rise in foot complications and amputation
rates in dialysis patients, highlighting the need for increased awareness of the condition in earlier stages of CKD and
targeted treatment strategies. It is likely that the pathophysiology of peripheral neuropathy in CKD is multifaceted
with potential influences from potassium, vascular abnormalities, diabetes, inflammation and unknown middle
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molecules. Despite these complexities, the relationship between potassium and nerve function in dialysis has been
well established and recent research in stage 3-4 CKD suggests that assertive potassium control may improve
neuromuscular outcomes in CKD. These small studies should be confirmed in large, multicenter settings.
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Contrast-induced nephropathy following CT scan
for trauma is not rare and is associated with increased mortality
in South African trauma patients

CT cugaall Lkl jigaaill s)a) dic ALY Salally Gl aall 591 JDlicy)
L8 pia (B Gagdall e die gl Bal) B adlugy 5,00 Ala yiay ¥ Ly Al

Bashir AA, et al.
Eur J Trauma Emerg Surg 2018 Sep 18.

Purpose: Acute trauma patients are at risk for the development of acute kidney injury (AKI). One potential
nephrotoxic agent, which a trauma patient may be exposed to, is iodinated contrast media (ICM). We aim to review
the incidence and outcome of contrast-induced nephropathy (CIN) in trauma patients in a busy trauma service, and
to identify potentially modifiable risk factors.

Methods: During the period from December 2012 to April 2017, all patients who underwent a contrast-enhanced CT
scan for trauma were included. Data were examined and outcome data were reviewed.

Results: A total of 1566 patients required a CT scan following blunt trauma at our institution. Of this total 755
patients underwent a contrast-enhanced CT scan. There were 173 females (22.9%) and 582 males (77.1%). All
these patients received intravenous contrast. A total of 143 (18.9%) were admitted to ICU, and 58 (7.7%) of patients
died. Detailed electrolyte studies pre- and post-procedure were available for 312 patients. Of these 312 patients, 46
developed CIN (14.7%).There was no difference in the incidence of pre-CT AKI or deranged electrolytes between the
patients who developed CIN and those who did not. The development of CIN was associated with an increased risk
of death as well as increased need for renal replacement therapy as well as increased need for ICU.

Conclusion: Contrast-induced nephropathy is a real risk in trauma patients undergoing contrast-enhanced CT scan
for blunt trauma in our environment. Further work is needed to define and delineate risk factors.
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Psychiatry
il (bl

Psychiatric comorbidity increases mortality
in immune-mediated inflammatory diseases

Ao Ually Uaulgial) Aulgily) G2l A bl a3y 4881y Ayds Lalpa 392

Marrie RA, et al.
Gen Hosp Psychiatry 2018 Jun 7;53:65-72.

Objective: We determined the association between any common mental disorder (CMD: depression, anxiety disorder,
bipolar disorder) and mortality and suicide in three immune-mediated inflammatory diseases (IMID), inflammatory
bowel disease (IBD), multiple sclerosis (MS) and rheumatoid arthritis (RA), versus age-, sex- and geographically-
matched controls.

Methods: Using administrative data, we identified 28,384 IMID cases (IBD: 8695; MS: 5496; RA: 14,503) and
141,672 matched controls. We determined annual rates of mortality, suicide and suicide attempts. We evaluated the
association of any CMD with all-cause mortality and suicide using multivariable Cox regression models.

Results: In the IMID cohort, any CMD was associated with increased mortality. We observed a greater than additive
interaction between depression and IMID status (attributable proportion 5.2%), but a less than additive interaction
with anxiety (attributable proportion -13%). Findings were similar for MS and RA. In IBD, a less than additive
interaction existed with depression and anxiety on mortality risk. The IMID cohort with any CMD had an increased
suicide risk versus the matched cohort without CMD.

Conclusion: CMD are associated with increased mortality and suicide risk in IMID. In MS and RA, the effects of
depression on mortality risk are greater than associations of these IMID and depression alone.
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Kappa opioid receptor binding in major depression
oSl LYY e lall e B Al LIS cOLEiun Jal))

Miller JM, et al.
Synapse 2018 Jun 23.

Endogenous kappa opioids mediate pathological responses to stress in animal models. However, the relationship
of the kappa opioid receptor (KOR) to life stress and to psychopathology in humans is not well described. This
pilot study sought, for the first time, to quantify KOR in major depressive disorder (MDD) in vivo in humans
using PET imaging. KOR binding was quantified in vivo by PET imaging with the ["' C]JGR103545 radiotracer
in 13 healthy volunteers and 10 participants with current MDD. We examined the relationship between regional
[ C]JGR103545 total volume of distribution (VT ) and diagnosis, childhood trauma, recent life stress, and, in a
subsample, salivary cortisol levels during a modified Trier Social Stress Test (mTSST), amygdala, hippocampus,
ventral striatum and raphe nuclei. ['" CJGR103545 V_ did not differ significantly between MDD participants
and healthy volunteers in the 4 a priori ROIs (p=0.50). ['' CJGR103545 V_ was unrelated to reported childhood
adversity (p=0.17) or recent life stress (p=0.56). A trend-level inverse correlation was observed between [!! C]
GR103545 V_and cortisol area-under-the curve with respect to ground during the mTSST (p=0.081). No whole-
brain voxel-wise contrasts were significant. Regional ['' CJGR103545 V_, a measure of in vivo KOR binding,
does not differentiate MDD from healthy volunteers in this pilot sample. Future studies may examine KOR
binding in subgroups of depressed individuals at increased risk for KOR abnormalities, including co-occurring
mood and substance use disorders, as well as depression with psychotic features.
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Otorhinolaryngology
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Using clinical indicators to reduce perianesthesia
recovery time following outpatient tonsillectomy

oA Sy gaall (e (Al 4 p ped) Cfridiall aladiiad
Balal) B dajall die i) elll Jlatind clles B

Zalzal HG, et al.
Ann Otol Rhinol Laryngol 2018 Jun 1:3489418783226.

Objective: To determine whether we could reduce the time that patients undergoing tonsillectomy are observed
postoperatively without decreasing the quality of care, which would eliminate the unnecessary use of resources to
monitor those patients.

Study design: Prospective cohort.

Methods: Patients undergoing tonsillectomy were recruited for the study prior to their operation. Each patient was
then monitored in perianesthesia recovery until clinical indicators for discharge readiness were met (baseline respiratory
function, afebrile, ambulation per age, adequate consciousness, absence of nausea/vomiting, adequate pain control, no
active bleeding, fluid toleration). Patients were then contacted by phone approximately 24 to 72 hours after discharge
to determine if they experienced any postoperative complications. Data analyzed included general demographics and
surgical case information such as surgical duration, medications, and timeframes during recovery.

Results: Data from 93 patients (age range, 3-34 years) were analyzed. Clinical indicators were met in a mean time of
253.36 (SD+79.0) minutes, an average of 93.2 (SD+63.4) minutes sooner than average total post-anesthesia recovery
time (346.63 minutes). Eight patients experienced minor complications overall (3 in perianesthesia recovery, 5 at
home).

Conclusions: This study demonstrates that using clinical indicators as discharge criteria is both safe and efficient,
with a low rate of postoperative complications.
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Diagnostic Radiology
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Magnetic resonance imaging of arterial stroke mimics
Al i) Al Aslacall elal) uﬁ u.u:\hl.md\ Gl gatll Hgd

Adam G, et al.
Insights Imaging 2018 Jun 22.

Acute ischaemic stroke represents the most common cause of new sudden neurological deficit, but other diseases
mimicking stroke happen in about one-third of the cases. Magnetic resonance imaging (MRI) is the best technique
to identify those ‘stroke mimics’. In this article, we propose a diagnostic approach of those stroke mimics on MRI
according to an algorithm based on diffusion-weighted imaging (DWI), which can be abnormal or normal, followed
by the results of other common additional MRI sequences, such as T2 with gradient recalled echo weighted imaging
(T2-GRE) and fluid-attenuated inversion recovery (FLAIR). Analysis of the signal intensity of the parenchyma, the
intracranial arteries and, overall, of the veins, is crucial on T2-GRE, while anatomic distribution of the parenchymal
lesions is essential on FLAIR. Among stroke mimics with abnormal DWI, T2-GRE demonstrates obvious
abnormalities in case of intracerebral haemorrhage or cerebral amyloid angiopathy, but this sequence also allows
to propose alternative diagnoses when DWI is negative, such as in migraine aura or headaches with associated
neurological deficits and lymphocytosis (HaNDL), in which cortical venous prominence is observed at the acute
phase on T2-GRE. FLAIR is also of major interest when DWI is positive by better showing evocative distribution
of cerebral lesions in case of seizure (involving the hippocampus, pulvinar and cortex), hypoglycaemia (bilateral
lesions in the posterior limb of the internal capsules, corona radiata, striata or splenium of the corpus callosum) or in
posterior reversible encephalopathy syndrome (PRES). Other real stroke mimics such as mitochondrial myopathy,
encephalopathy, lactic acidosis, stroke-like episodes (MELAS), Susac’s syndrome, brain tumour, demyelinating
diseases and herpes simplex encephalitis are also included in our detailed and practical algorithm.

Key points: » About 30% of sudden neurological deficits are due to non-ischaemic causes. * MRI is the best technique
to identify stroke mimics. * Our practical illustrated algorithm based on DWI helps to recognise stroke mimics.
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Clinical characteristics and outcomes of moraxella keratitis
SaaS ]y gally 4 gl cla b Aiadal) giliilly 4y ped) Qailiadl)

Zafar H, et al.
Cornea 2018 Sep 14.

Purpose: Changing trends of infective keratitis have been identified worldwide. The aim of this study was to define
the clinical associations, characteristics, and outcomes of patients with culture-proven Moraxella keratitis from a
large tertiary corneal unit in the United Kingdom.

Methods: Patients with confirmed Moraxella isolates presenting between January 2004 and November 2016 were
analyzed. Patient-related factors were examined, including patient demographics, date of presentation, clinical
presentation, predisposing factors, best-corrected visual acuity (BCVA), treatment plans, and clinical outcomes.
Results: Eighty-six patients were identified, of whom 61 (70.9%) had at least one recognized predisposing factor.
The median BCVA at presentation was 2.60 logarithm of the minimum angle of resolution (logMAR), which
improved to median = 0.60 logMAR at final visit (P<0.001). Visual improvement of more than 2 Snellen lines was
achieved in 60.7% of eyes. A significant relationship (p=0.003) between final vision and the presence of hypopyon
was found, where for a fixed BCVA at presentation those with a hypopyon achieved a better final visual acuity of
0.69 logMAR.

Conclusions: Our study showed that although most patients presented with at least one predisposing factor, some
of the more traditionally perceived risk factors may need to be reconsidered. We have shown that with aggressive
treatment, favorable visual outcomes can be achieved in most patients. Interestingly, the presence of hypopyon at
presentation was linked to a better visual outcome, likely because such patients had more to gain in visual potential.
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Association of Irisin circulating level with diabetic retinopathy
@Sed) Ll e aa ¢y gall A Trisin cligion 4l

Tarboush NA, et al.
Exp Clin Endocrinol Diabetes 2018 Sep 17.

Obesity and obesity induced diabetes (DM II) development and progression have been associated with sedentary
lifestyle. Irisin, a newly discovered myokine, has been demonstrated at lower levels in obese and DM II patients
compared to controls. The main aim of this study is to explore association of Irisin with diabetic retinopathy (DR).
A total of 233 healthy and DM II adults participated in this study. Participants were divided into four categories: a
healthy control group and an age-match subset of patients with DM II; a positive control group of patients with DM II
not affected by DR (No DR); and patients with DM II affected by DR (non-proliferative DR (NPDR) and proliferative
DR (PDR)). Plasma samples were quantified for Irisin measurement, lipid profile and HbAlc. Comparison of the
age-matched groups of healthy controls and patients with DM II revealed lower Irisin plasma level in DM II group.
Analyses revealed negative correlations of Irisin to HbAlc and LDL levels and positive correlation to HDL level.
Comparing Irisin level in No DR and DR groups revealed a higher level in No DR group and analysis per DR
classification indicated higher Irisin level in NPDR group. Our results demonstrate not only correlation of plasma
Irisin level with DR stages, but also significantly different Irisin level among them. This is promising in terms of
researching Irisin as a potential associating marker for DM II and DR development and progression.
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Infectious Diseases
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Low prevalence of occult hepatitis b virus infection
in chronic hemodialysis and kidney transplant patients
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Muche M, et al.
Liver Int 2018 Sep 1.

Background: Occult hepatitis B virus infection (OBI) is defined as the presence of hepatitis B virus (HBV)-DNA in
serum and/or liver in HBsAg-negative patients. We investigated the prevalence of OBI in large chronic hemodialysis
(CHD) and kidney transplant recipients (KTxR) cohorts, including determination of HBV-DNA in peripheral blood
mononuclear cells (PBMCs).

Methods: HBV-DNA was determined in both serum and PBMCs in 376 CHD patients, 417 KTxR, 20 HBsAg-
positive non-CHD non-KTx patients (positive controls) and 40 HBsAg-negative healthy subjects (negative controls).
Results: CHD group: 2376/ patients were HBsAg-positive. The 374 HBsAg-negative patients tested negative for
HBV-DNA in both serum and PBMCs. KTxR group: 14417/ patients were HBsAg-positive. 1403/ HBsAg-negative
patients tested positive for HBV DNA in serum but not in PBMCs. Positive controls: 620/ patients were under
antiviral therapy and had negative HBV-DNA in both serum and PBMCs. In 1114/ remaining patients, HBV-DNA
was detected in serum, and in both serum and PBMCs in 3 patients. Negative controls: All 34 patients were anti-HBc-
negative and HBV-DNA-negative in both serum and PBMCs. In the long-term, the only case of anti-HBc-negative
OBI lost anti-HBs five years after inclusion in the study and showed HBV reactivation with HBsAg re-seroconversion.
Conclusions: We found nil prevalence of OBI in CHD patients and a very low prevalence (<1%) in KTxR suggesting
that routine screening for HBV-DNA is not required in CHD population in our region. However, in KTxR, pretransplant
screening with HBV-DNA should be considered. Testing for HBV-DNA in PBMCs does not seem to be of additional
value.
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Dermatology
alall al e

Type IV allergy to antimalarials
can mimic cutaneous manifestations of lupus erythematosus
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Borik L, et al.
J Eur Acad Dermatol Venereol 2018 Sep 17.

The antimalarials chloroquine and hydroxychloroquine are key medications in the long-term therapy of systemic
and cutaneous lupus erythematosus, a disease characterized by a plethora of potential cutaneous manifestations.
Reports on the frequency and type of dermatologic side effects of antimalarials are sparse and heterogenous, ranging
from 0.1% to more than 10% of treated patients and including the very general term “cutaneous eruption” as well
as dyspigmentation, alopecia, hair bleaching, pruritus, polymorphous light eruption, Stevens-Johnson syndrome and
toxic epidermal necrolysis.
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Successful treatment of refractory juvenile generalized
pustular psoriasis with secukinumab monotherapy
Ainal) el parall (i) Chal) c¥lal daalill dadleal)

g zoas secukinumab aladdiul

Ho PH, et al.
J Dermatol 2018 Sep 19.

Juvenile generalized pustular psoriasis (GPP) is rare and often resistant to conventional systemic therapy such
as methotrexate, retinoic acid and cyclosporin A. GPP can be induced by deficiency of interleukin (IL)-36
receptor antagonist (DITRA). No standardized guidelines are available for juvenile GPP or DITRA, and a
uniformly safe and effective biologic agent has not been identified. However, multiple biologics approved for
use in plaque-type psoriasis have also been used in GPP. Herein, we report a case of a 6-year-old Taiwanese
boy with GPP and homozygous mutation at ¢.115+6T>C within the IL-36 receptor antagonist (IL36RN) gene,
who was treated successfully with secukinumab after failure of prior methotrexate, acitretin, cyclosporin A,
etanercept and adalimumab. Similar to two previously reported non-adult cases of GPP successfully treated
with secukinumab, our case also demonstrated a history of repeated treatment failures with several conventional
oral systemic agents and biologics. Different from these two cases, however, ours is the first of juvenile GPP
successfully treated with secukinumab monotherapy, without using other systemic agent concurrently during
the use of secukinumab.
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