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Conflicts of interest in medical practice

Today, conflicts of interest are recognized in fields as varied as law, medicine, journalism, academia, business and government.
However, in medicine conflicts of interest are threatening the health and well-being of patients. This importance of the medical
profession has encouraged the need for a well-disciplined practice of medicine in which specific ethical principles are put in place
to regulate and warranty medical practitioners in the treatment of patients.

There are many different definitions of conflicts of interest. One of them is adopted by the Institute of Medicine, which says:
a conflict of interest is a set of circumstances that creates a risk that professional judgment or actions regarding a primary interest
will be unduly influenced by a secondary interest”.

It is comparatively hard to avoid conflict but despite this, medical practitioners are mandated to make an awareness effort to
prevent or avoid a conflict situation.

One cause of conflict of interest is the property of private and specially hospitals such as ambulatory, surgical, endoscopy
centers by medical practitioner in public employment, this property leads to a lot of referrals by these practitioners to their private
business for tests and even medical treatment. This has shifted the role of physician from a medical practitioner to a medical
businessman who now pays more attention to his financial interest by his private medical centre than to the health care of patient
which should be his primary interest.

There is another cause of conflict of interest is the vendor relationship. It is happened when a physician favours a pharmaceutical
company through prescription or recommendation their products to the patient. This is usually because the pharmaceutical
companies help to the development of the physician or the medical centre by many ways such as financial stimulants, presents,
infrastructure, and industry-sponsored continuing medical education.

Many advertisements are available to promote medical devices and pills, so most pharmaceutical companies use a diversity of
methods such as gifts-giving to establish a strong relationship with medical centers to increase the promotion of their products.
Pharmaceutical companies usually target physicians who are with the highest probability to prescribe their products, flatter them
with gifts or other convincing agents to gain their loyalty. For example, a pharmaceutical company that deals with babies’ drugs
will pay more attention to court more pediatricians over other medical practitioners.

To prevent conflict of interest, medical practitioner should stop treating a patient if he discovers the presence of a conflict.
He can also transfer the patient to another medical practitioner. Furthermore, presents taking from pharmaceutical companies
and organizations should be stopped by medical practitioners, even when presents and awards are taken, should inform the
pharmaceutical companies that no predilection will be given to them. In short words, conditional awards from pharmaceutical
companies should be refused by medical team.

https://www.milbank.org/quarterly/articles/conflicts-of-interest-in-medical-practice-and-their-costs-to-the-nations-health-and-health-care-
system/

http://www.parents.org/About/Ethics/Interactions-With-Industry/Description-of-COl.aspx
http://imapny.org/conflicts-of-interest/conflicts-of-interest-overview/
https://www.linkedin.com/pulse/conflict-interest-medical-practice-what-should-do-adekeye-ifedayo

Professor Mohamed Swehli
Editor-in-chief
Secretary General of the Arab Board of Health Specializations
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HYPERPROLACTINEMIA IN REPRODUCTIVE AGE WOMEN PRESENTED
WITH ABNORMAL UTERINE BLEEDING
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ABSTRACT

Objective: Abnormal uterine bleeding is a common
problem among females of different age groups.
Hyperprolactinemia, which is one of the most common
endocrine disorders of hypothalamo-pituitary-ovarian
axis, is associated with ovulatory dysfunction that could
results in menstrual irregularities. The aim of this study
was to determine the proportion of hyperprolactinemia
in reproductive age women with abnormal uterine
bleeding.

Methods: A cross-sectional study was conducted

in Babylon Teaching Hospital for Gynecology and
Pediatrics from December 2013 till November 2014.
The study involved 120 women presented with abnormal
uterine bleeding (AUB). Full assessment was carried
out to exclude underlying pathology. Women with
secondary abnormal uterine bleeding were excluded
from the study. Day 2 of cycle hormonal assay was
carried out including serum prolactin level.

Results: The percentage of hyperprolactinemia in
the total sample was 19%. Galactorrhea was found in
69.5% of women with hypeprolactinemia and in 29% of
women with normal prolactin level. There was significant

*Nadia M. Al-Hilli, FIBOG (Fellowship of the Iragi Board in Obstetrics and Gynecology), Assisstant Professor, Department of Obstetrics & Gynecology,

Babylon University, College of Medicine, Irag. E-mail: dr.nadia6@yahoo.com.
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negative correlation of serum prolactin with Follicular

Stimulating Hormone (FSH) (r=-0.260, p=0.004), and
Lutenizing Hormone (LH) (r=-0.196, p=0.03).

Conclusions: Hyperprolactinemia is not rare
in menstruation related problems in women of
reproductive age. It may or may not be accompanied by
galactorrhea, and galactorrhea is not a confirmatory
sign for hyperprolactinemia.

INTRODUCTION

Menstrual disorders are a common indication for
medical consultation among women of reproductive
age.* Up to 30% of women will seek medical assistance
for this problem during their reproductive years.?

Abnormal uterine bleeding (AUB): May be defined
as any variation from the normal menstrual cycle, and
includes changes in regularity and frequency of menses,
in duration of flow, or in amount of blood loss.?

Causes of abnormal uterine bleeding in reproductive
age women: Most conditions that cause abnormal uterine
bleeding can occur at any age, but some are more likely
to occur at a particular time in a woman's life.

Adolescents: During the first few years after
menarche, anovulatory cycles are common, and the
immaturity of hypothalamo-pituitary-ovarian axis may
be the major cause for irregular menstruation. However,
evaluation for other etiologic factors should be
performed.* Bleeding disorders such as Von Willebrand
disease and thrombocytopenia may present for the first
time with AUB in this age group.®

Premenopausal women: Abrupt changes in hormone
levels at the time of ovulation can cause vaginal
spotting, or small amounts of bleeding. Breakthrough
bleeding can also occur in premenopausal women who
use hormonal birth control methods.®

Other causes of abnormal uterine bleeding in
premenopausal women include:

1. Pregnancy.
2. Cancer or pre cancer of the cervix or the
endometrium.

3. Infection or inflammation of the cervix or
endometrium.

4. Clotting disorders such as von Willebrand disease,
platelets abnormalities, or problems with clotting
factors.

5. Medical illnesses such as liver diseases, or chronic
renal diseases.”

6. Endocrine disorders include hyperprolactinemia,
hypothyroidism and hyper-thyroidism, polycystic
ovarian syndrome.®

Dysfunctional uterine bleeding: Is abnormal uterine
bleeding that, after examination and ultrasonography,
cannot be attributed to any of the mentioned underlying
causes. It's the most common cause of abnormal uterine
bleeding, occurs most often in women >45 (>50% of
cases) and in adolescents (20% of cases). About 90% of
cases are anovulatory; 10% are ovulatory.®

Pathophysiology of dysfunctional uterine bleeding:
During an anovulatory cycle, the corpus luteum does not
form. Thus, the normal cyclical secretion of progesterone
does not occur, and estrogen stimulates the endometrium
unopposed. Without progesterone, the endometrium
continues to proliferate, eventually outgrowing its
blood supply; it then sloughs incompletely and bleeds
irregularly, and sometimes profusely or for a long time.
When this abnormal process occurs repeatedly, the
endometrium can become hyperplastic, sometimes with
atypical or cancerous cells.®

In ovulatory DUB, progesterone secretion is
prolonged; irregular shedding of the endometrium
results, probably because estrogen levels remain low,
near the threshold for bleeding (as occurs during
menses).®

Hyperprolactinemia: Is by definition present in
any patient with elevated serum prolactin level (normal
prolactin level are typically less than 20 ng/ml) in non-
pregnant and non lactating woman, although the upper
limit of normal varies by assay.°

Measurement of prolactin level: The diurnal rhythm
of prolactin levels makes it preferable to obtain a fasting
blood sample at least 2 hour after waking.™ Prior to test,
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breast examination is avoided to prevent false-positive
results. Moreover many factors including the stress of
venipuncture may produce false elevation.*?

1. A normal measurement of serum prolactin is 3.8-
23.0 ng/ml in most clinical labs.*®

2. A level between 23-40 ng/ml is best repeated
and confirmed before the diagnosis of
hyperprolactinemia is made.**

Prevalence of hyperprolactinemia: Prevalence varies
according to clinical situation:
1. 0.4% in the normal adults.
2. 9% in a population of women with adult-onset
amenorrhea.
17% among women with PCOS.
4. Upto 75% with both amenorrhea and galactorrhea.®

w

Causes of hyperprolactinemia: May be physiologic,
pathologic or drug induced. Hyperprolactinaemia may
be caused by either disinhibition (e.g., compression of
the pituitary stalk or reduced dopamine levels) or excess
production from a prolactinoma (a pituitary gland
adenoma tumour).68

Clinical manifestations: Symptoms: In women,
a high blood level of prolactin often causes hypo-
oestrogenism with anovulatory infertility and a decrease
in  menstruation. In some women, menstruation
may disappear altogether (amenorrhoea). In others,
menstruation may become irregular or menstrual flow
may change. Women who are not pregnant or nursing
may begin producing breast milk. Some women may
experience a loss of libido (interest in sex) and breast
pain, especially when prolactin levels begin to rise for
the first time, as the hormone promotes tissue changes
in the breast. Intercourse may become painful because
of vaginal dryness.®

Galactorrhea: Is defined as the non-puerperal
secretion of milk and can be confirmed if necessary by
visualizing fat droplets in nipple secretions using low
power microscopy.? Isolated galactorrhea, with normal
menses and normal serum prolactin levels, has been
estimated to occur in up to 20% of women at some point
in their lives.?!

In hyperprolactinemic women, the incidence
of galactorrhea is 30-80% of cases, depending on
the diligence with which galactorrhea is sought.??
But it can occur in up to 90 percent of women
with hyperprolactinemia.’® Thus, measurement of
serum prolactin levels is indicated in all cases of
galactorrhea.?

Association of hyperprolactinemia and
menstrual disturbance: Hyperprolactinemia effect
the hypothalamopituitary ovarian axis causing
anovulation and AUB.17 Hyperprolactinaemia inhibits
gonadotropin-releasing hormone (GnRH) by increasing
the release of dopamine from the arcuate nucleus of the
hypothalamus (dopamine inhibits GnRH secretion),
thus inhibiting gonadal steroidogenesis.?

Depending on the extent of GnRH suppression:
- Mild hyperprolactinemia (20-50 ng/ml): may
cause only a short luteal phase, resulting from poor
preovulatory follicle development.
- Moderate hyperprolactinemia (50-100 ng/ml):
frequently causes oligo- or amenorrhea
- Higher prolactin levels (>100 ng/ml): typically frank
hypogonadism.

Therefore, search for galactorrhea and measurement
of the prolactin level are important screening procedures
for all women who are not ovulating normally.*®

Most of the previous studies investigated the
prevalence of hyperprolactinemia in those with
amenorrhea or oligomenorrhea as the majority of
hyperprolactinemic patient are presented with such
menstrual problems. However, hyperprolactinemia can
present with other patterns of abnormal uterine bleeding
and very few studies highlighted this association.
The importance of finding out the prevalence of
hyperprolactinemia in patients with abnormal uterine
bleeding is to identify its significance as a cause of this
common problem in patients of reproductive age group.

The aim of this study is to determine the percentage of
hyperprolactinemia in reproductive age group females
with abnormal uterine bleeding.
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METHODS

A cross-sectional study was conducted in Babylon
Teaching Hospital for Gynecology and Pediatrics
from the first of December 2013 to 30th of November
2014; after approval by lIragi Board of Medical
Specialization.

A total number of 120 women were included in this
study. The sample was collected randomly from the
outpatient clinic and emergency room including patients
who were complaining of abnormal uterine bleeding.

Inclusion criteria: Patient with abnormal uterine
bleeding in form of heavy menstrual bleeding, inter
menstrual bleeding, irregular vaginal bleeding or
polymenorrhea. And age group are those from less than
20 to 45 years old.

Exclusion criteria: Pregnancy, lactation, genital
tract pathology such as cervical or endometrial polyps,
fibroids, adenomyosis, endometrial hyperplasia or
atrophy or carcinoma of cervix or endometrium,
pelvic inflammatory disease, medical diseases such
as liver diseases or chronic renal diseases, endocrine
disorders such as hyperthyroidism and hypothyroidism
or polycystic ovary syndrome, clotting disorders such
as von Willebrand disease, platelets abnormalities or
problems with clotting factors, patients on anticoagulant
drugs such as warfarin or heparin, hormonal
contraception and IUCD, obesity, BMI >30 kg/m? or
underweight, BMI<18.5 kg/m?2.

After taking verbal consent from each patient, a
detailed history was obtained. Physical examination
including height and weight with calculation of BMI,
examination for galactorrhea and gynecological
examination was performed.

Patient were divided into 3 groups according to their
ages: Group 1: less than 20 years old. Group 2: between
20 to <40 years old. Group 3: 40-45 years old.

Laboratory analysis: Laboratory investigation
were sent for each patient at hospital and as
following:

- Five milliliters of blood were drawn by a disposable
syringe, from them two milliliters putinatube containing
EDTA as an anticoagulant to test for complete blood
count using the Abbot/Rubi machine by light scattering
method and three milliliters were sent for renal function
test and liver function test, if there is any chance of
pregnancy send for B-hCG, if history suggestive of
bleeding tendency send for coagulation profile.

- In day two of cycle and in fasting state five ml of
blood was collected in a gel tube to estimate the
serum prolactin, FSH, LH testosterone and TSH.
Centrifugation of blood was done for 15-20 minutes at
1500 xg to separate the serum from RBC. The serum
was loaded in Cobas e 411 analyzer (Roche, Germany)
which use electrochem-iluminescence technology for
30 minutes to measure the level of these hormones.
When the level of serum prolactin was between 20-40
ng/ml the test was repeated after few days and the mean
of the two results was taken, while when level above 40
ng/ml patient were sent for MRI to exclude prolactin
secreting tumor.

Statistical analysis: Data were analyzed using SPSS
(Statistical Package for the Social Sciences) version 16
and Microsoft Office Excel 2007. Numeric variables
were presented as mean+SE, while nominal variables
were presented as number and percentage. Chi-square test
was used to study associations between any two nominal
variables. One way ANOVA was used to compare mean
among three groups and more. Pearson's correlation
coefficient was used to study correlation between any two
numeric variables. P-value was considered significant
when it was less than or equal to 0.05.

RESULTS

Table 1 shows demographic characteristics of studied
sample. Patients were classified according to their age
into three groups (group | less than 20 years old, group
Il between 20 to <40 years old and group Il 40-45
years old). Out of the total sample most of the patients
were within group 11, 81 patient (67.50%).

Forty four patients (36.6%) were nulliparous, 63
patients (52.5%) their parity was between 1-3 while
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Characteristic No. % Type of bleeding No. %
<20 years 26 21.67 :
Age | 20-<40 years 81 67.50 '"e%Ll”led‘i’r?g'“a' 36 30.00
40-45 years 13 10.83 Inter mens?rual
0 a4 36.67 bleeding 30 25.00
Parity 1-3 63 52.50 Heavy menstrual 38 3167
>4 13 10.83 bleeding '
oy | 185-<25 kg/m 29 24.17 Polymenorrhea 16 13.33
<30 kg/m? 91 75.83
Total 120 100.00 Total 120 100.00

Table 1. Demographic characteristics of patients.

13 patients (10.8%) their parity was >4. Twenty nine
patients (24.1%) were within normal BMI while 91
patients (75.8%) were overweight.

Table 2 demonstrate different patterns of AUB with
which the patients present. Heavy menstrual bleeding
was the most frequent pattern of bleeding experienced by
patients accounting for 38 out of 120 patients (31.67%).
Thirty six patients (30%), were presented with irregular
vaginal bleeding. Thirty patients (25%), were presented
with intermenstrual bleeding. Polymenorrhea was the
presenting symptom in 16 patients (13.33%).

Table 3 shows the hormonal assay of patients in the
studied sample. For all patients, mean serum FSH was

Table 2. Bleeding pattern in studied sample.

6.70£0.21 mlU/ml, mean serum LH was 6.06+0.18
mlU/ml, mean serum TSH was 2.28+0.10 mU/ml and
mean serum testosterone was 0.48+0.02 ng/ml. There is
no significant difference in mean serum hormonal level
in different age groups.

Table 4 shows the level of serum prolactin in
different age groups. The hyperprolactinemia was
more frequent in age group between 20 to <40 years
old but the significance of difference in percentage
of hyperprolactinemia in different age group not
considered because Chi-square test not valid.

Out of the total sample (97 patients, 80.83%) had
normal serum prolactin while (23 patients, 19.2%) had

15 to <20 years | 20 to <40 years | 40 to 45 years Total
Hormones P
Mean SE Mean SE Mean SE Mean | SE
FSH (mIU/ml) 6.34 | 0.50 6.61 0.23 8.77 1.20 6.70 | 0.21 | 0.051
LH (mIU/ml) 5.96 0.47 6.01 0.20 6.90 0.70 6.06 | 0.18 | 0.512
TSH (mIU/ml) 2.18 0.30 231 0.11 2.09 0.63 228 | 0.10 | 0.804
Testosterone (ng/ml) 0.43 0.06 0.49 0.03 0.39 0.08 0.48 | 0.02 | 0431
Table 3. Mean serum hormonal levels of patients in present study.
<20 years 20 to <40 years 40-45 years Total
Prolactin
No. % No. % No. % No. %
Normal <23.2ng/ml | 20 | 76.92 68 83.95 69.23 | 97 | 80.83
.. | 23.2-40ng/ml | 4 15.38 10 12.34 1 769 | 15 | 1250
Hyperprolactinemia
>40 ng/ml 2 7.69 3 3.70 23.08 | 8 6.67
Total 26 | 100.00 81 100.00 | 13 | 100.00 | 120 | 100.00

Table 4. Serum prolactin levels according to age groups.
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Normal prolactin Hyperprolactinemia Total
Type of bleeding
No. % No. % No. %
Irregular vaginal bleeding 29 29.90 7 30.43 36 30.00
Inter menstrual bleeding 24 24.74 6 26.09 30 25.00
Heavy menstrual bleeding 30 30.93 8 34.78 38 31.67
Polymenorrhea 14 14.43 2 8.70 16 13.33
Total 97 100.00 23 100.00 | 120 | 100.00
Table 5. Type of bleeding in patients with hyperprolactinemia.
Prolactin Galactorrhea No Galactorrhea Total
No. % No. % No. %
Normal 28 28.87 69 71.13 97 100
Hyperprolactinemia 16 69.57 7 30.43 23 100
Total 44 36.67 76 63.33 120 100

Table 6. Associations between hyperprolactinemia and galactorrhea.

hyperprolactinemia. Table 5 demonstrates the proportion
of hyperprolactinemia in various types of bleeding. It is
more common in patients with heavy menstrual bleeding
(34.78%), but it is not statistically significant (p>0.05).

Table 6 demonstrates the proportion of galactorrhea
in patient with hyperprolactinemia and in those with
normal serum prolactin. Out of 120 patients, 44 patients
had galactorrhea. In patients with hyperprolactinemia
16 patients (69.57%) had galactorrhea; on other side, 28
patients (28.87%) had galactorrhea with normal serum
prolactin. There was a significant association between
hyperprolactinemia and galactorrhea (p<0.05).

There was a significant negative correlation between
serum prolactin and serum FSH, (r=-0.260, p<0.05),
as shown in Figure 1. There was a significant negative
correlation between serum prolactin and serum LH,
(r=-0.196, p<0.05), as shown in Figure 2. There was
positive correlation but not significant between serum
prolactin and serum TSH, (r=-0.036, p>0.05), as shown
in Figure 3.

DISCUSSION

Abnormal uterine bleeding is one of the most
common gynecological problems in reproductive age
group women. The relationship of hyperprolactinemia
with reproductive disorders, amenorrhea and irregular

menstrual cycles has been known.?* There has been
little information about hyperprolactinemia in women
with reproductive age group, especially in relation
to menstrual problems such as AUB. Therefore, this
study was conducted to investigate the percentage of
hyperprolactinemia in women with menstrual problems
according to age.”

The majority of patients in our sample were in young
age group (67.50%), and few patients were in middle
age group (10.83%) because many of the latter had
underlying pathology so we exclude them from the
sample.

Regarding body mass index (BMI), 24% were within
normal range while 76% were overweight. We exclude
obese and underweight patients from our study because
of hormonal imbalance that might occur in those
patients and cause AUB.

Regarding serum prolactin in patients with abnormal
uterine bleeding,? patients (19%) of total sample had
hyperprolactinemia, while 97 patients (81%) had
normal serum prolactin and this figure is approximate
to that found by Lee DY et al.® in 2012 whose study
included 1704 (11-30 years old) young women with
menstruation-related problems from those 503 patients
had abnormal uterine bleeding. His study revealed that



Journal of the Arab Board of Health Specializations Vol.17, No.4, 2016

90 -

80 - . . r=-0.260
o P =0.004
60 - o ® °
50 . °
40 -
°

4 .
30 :".. .o .
10 e @ .
’ S edmal .

~ 18
[ ]

0 2 6 8 10 12 14

Figure 1. Correlation between serum prolactin and
serum FSH.

the percentage of hyperprolactinemia in patients with
AUB was 12%. However, our percentage is somewhat
higher which may be explained by our stressful life
style which effect prolactin secretion, and because Lee
DY et al. involve only adolescent and young patients
up to thirty years old in his study, while in our sample
we took patients in teenage, young and middle age.
On the other hand, Eftekhari N. et al.?* whose analytic
study (in 2008) was carried out on 100 women their age
was between 15-45 years old referred to a gynecology
clinic for vaginal bleeding without any organic disorder,
found that the percentage of hyperprolactinemia in
those patient was 61% of total sample, which is much
higher than our results.

Hyperprolactinemia was more frequent in patients
aged 20 to less than 40 years, and this agrees with Lee
DY et al.’® in 2012 who found that hyperprolactinemia
was significantly more frequent in women >20 years

old.
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Figure 3. Correlation between serum prolactin and
serum TSH.
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Figure 2. Correlation between serum prolactin and
serum LH.

Regarding to bleeding pattern in patients with
hyperprolactinemia, heavy menstrual bleeding was
more frequent type (34.78%), but this is statistically of
no significance (p=0.905), and this agree with Eftekhari
N. et al.?* who found that hyperprolactinemia had no
significant association with the type of abnormal uterine
bleeding.

Regarding association of galactorrhea with
hyperprolactinemia, of total sample 44 patients
(36.67%) had galactorrhea, while 76 patients (63.33%)
had no galactorrhea. In our study we found there was
a significant association between hyperprolactinemia
and galactorrhea (p<0.05), and this agree with Eftekhari
N. et al.?* who found a significant association between
hyperprolactinemia and galactorrhea in his study,
(p=0.003). We found that the percentage of galactorea
in patients with hyperprolactinemia was 69.57%, while
Eftekhari N. et al.?* in 2008 found in his study that 48%
of patients with hyperprolactinemia has galactorrhea.
This marked variability is likely to be a result of the
difference in how the milk is expressed and how
galactorrhea is defined.®

In our results, we found that percentage of
galactorrhea in patients with normal serum prolactin
was 28.87%, and this in agreement with Eastman RC et
al.2t who showed that isolated galactorrhea with normal
serum prolactin levels has been estimated to occur in up
to 20% of women at some point in their lives.

Regarding the association between serum prolactin
and hormonal parameters in presenting study, there
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is a significant negative correlation between serum
prolactin and FSH and LH levels (p<0.05), and a
positive correlation-but not significant- between
serum prolactin and TSH, and this in agreement with
Goswami B. et al.?® (2009) whose study showed the
relationship between prolactin, FSH, LH and TSH on
160 young females, their ages ranged between 20-40
years old were suffering from primary infertility and
had been referred to Azad Medical College, New Delhi
for hormonal evaluations. He revealed that the infertile
women with hypothyroidism had significantly higher
prolactin levels, serum TSH levels were found to be
positively correlated with prolactin levels in the cases
(r=0.4, p=0.01), and in those patient FSH and LH are
negatively correlated with serum prolactin level.

CONCLUSIONS

Hyperprolactinemia is not rare in menstruation
related problems of women with reproductive
age group. Hyperprolactinemia that presents a
gynecological problem may or may not be accompanied
by galactorrhea, and galactorrhea cannot be a certain
index for hyperprolactinemia. The percentage of
hyperprolactinemia varies according to age.

RECOMMENDATIONS

Hyperprolactinemia  should be taken into
consideration in the evaluation of reproductive age
group women presented with menstrual problems.
Further studies are needed with larger samples
in patients with hyperprolactinemia and AUB to
investigate which pattern of bleeding associated more
with hyperprolactinemia. We need further studies to
determine if treatment of hyperprolactinemia in patients
with AUB with dopaminergic agents can revert the
patients. It is important to distinguish secretions that
result from intrinsic breast disease from true galactorrhea
which are usually associated with purulent, clear,
yellow (serous), multicoloured discharge. Galactorrhea
is confirmed if necessary by visualizing fat droplets in
secretions using low power microscopy.
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PREVALENCE AND ASSOCIATED FACTORS FOR BIRTH ASPHY XIA
IN AL-SALAM HOSPITAL, SADDAH, YEMEN
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ABSTRACT Methods: This was a descriptive cross sectional
Objective: To find the prevalence, and identify risk observational study of neonates with low Apgar scores
factors and outcome in neonates who were admitted admitted over a period of ten months into Pediatric
into the Al-Salam Hospital for perinatal asphyxia. Unit of the Al-Salam Saudi Hospital, Saddah, Yemen,
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from 1 October 2014 to 30 July 2015. All babies with
Apgar scores less than 6 at; one minute and for whom
consent was obtained were included in this study. For
outborn babies with no Apgar score recording, a history
of poor cry from birth with either poor (pallor) color,
respiratory distress, floppiness or loss of primitive
reflexes were used. Relevant maternal history, regarding
their age, gestational age, and complications, if any
were included.

Results: One hundred and fifty eight out of 632
admitted babies had perinatal asphyxia giving a
prevalence of 29.4%. Mean gestational age of affected
babies was 36.84+3.67 weeks, and mean birth weight
was 3.0£0.9 kg. Sixty two (39.5%) of their mothers
had no antenatal care (ANC). Mode of delivery in 98
(62.4%) was caesarian section, of which 80 (81.6%)
were emergencies, many of whom had complications
before presentation.One hundred and seven (68.2%)
had Apgar score of 4-5 (grade 2, moderate asphyxia)
and 38 (24.2%) babies had 0-3 (grade 3, severe
asphyxia)in one minute. The commonest risk factors
were cephalopelvic disproportion (CPD) in the mothers
and abnormal presentation, predominantly breech in
the fetus. 31.6% of those with severe perinatal asphyxia
died.

Conclusions: Prevalence of birth asphyxia is high.
Lack of ANC, CPD and breech presentation were
contributory factors. There is urgent need for both
maternal education for ANC and early intervention
and skilled care for suspected birth asphyxia babies at
birth.

INTRODUCTION

Birth asphyxia (BA) is acommon neonatal problem
and contributes significantly to neonatal morbidity
and mortality. According to latest estimates by World
Health Organization (WHO), of the 130 million
infants born globally each year, approximately 4
million babies die before they reach the age of one
month.! Ninety eight percent of these neonatal deaths
take place in the developing countries with perinatal
asphyxia and birth injuries together contributing to
almost 29% of these deaths.! Most of the births in
developing countries occur at home, usually attended
by untrained birth attendants.
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Birth asphyxia or perinatal asphyxia is estimated
to be the fifth largest cause of underfive child deaths
(8.5%), after pneumonia, diarrhea, neonatal infections
and complications of preterm birth.2 It accounts for an
estimated 0.92-1.2 million neonatal deaths annually
and is associated with another 1.1 million intrapartum
stillbirths,*# as well as an unknown burden of long-term
neurological disability and impairment.® Damage to the
brain tissue is a serious complication of low oxygen that
can cause seizures and other neurological problems.>%7
Clinical manifestations and course vary depending on
Hypoxic Ischemic Encephalopathy (HIE) severity.

In primary obstetric care in most industrialized
countries, the incidence of birth asphyxia has reduced
significantly and less than 0.1% newborn infants die
from perinatal asphyxia.®

In developing countries however, rates of perinatal
asphyxia are still high, and case fatality rates may be
40% or higher.®® Under 5 years in 2001 accounted for
23.2% of the 10.8 million deaths worldwide, and 52.2%
of the 0.6 million deaths in the Eastern Mediterranean
Region.®'° Yemen remains one of many countries in this
region with high child mortality and is categorized in
group D in terms of mortality strata.®

There has been agreat lack of awareness of the scale of
the burden of perinatal conditions and their contribution
to perinatal asphyxia and early neonatal mortality. This
is because many births are not registered and policy-
makers are therefore not aware of the scale of perinatal
asphyxia or deaths. Perinatal asphyxia and mortality
raises global concern since many of its causes, such
as obstructed labor, eclampsia, abnormal intrapartum
bleeding and maternal infection, may also kill mothers.
In low-income countries (Yemen), perinatal mortality
has been more difficult to prevent such mortality and
thus continues to present a huge problem.

Although hospital-based studies may not be helpful in
estimating the actual burden in the community because
of selection bias, reporting perinatal conditions from
hospital data provides important information on fetal
and early neonatal morbidity and mortality. Hospital
records are reported to be useful in communities
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where perinatal registration records are inadequate or
lacking.**

METHODS

Birth asphyxia is considered in any infants with
fetal acidosis (PH>7.0), a 5-min Apgar scores of
0-3, Hypoxia Ischemic Encephalopathy HIE (altered
tone,depressed level of consciousness,seizures), and
other multi-organ system sings.

Moderate (grade 2) Hypoxia Ischemic Encephalo-
pathy: level of consciousness (lethargic), muscle tone
(hypotonia), posture (flexion), tendon reflexes/clonus
(hyperactive), myoclonus (present), moro reflex (weak),
pupils (miosis), seizures (common), EEG (low voltage
change to seizure activity), duration (24 hours to 14 days)
and the outcome is variable.

Severe (grade 3) Hypoxia Ischemic
Encephalopathy: level of consciousness (stuporous/
coma), muscle tone (flaccid), posture (decerebrate),
tendon reflexes/clonus (absent), myoclonus (absent),
moro reflex (absent), pupils (unequal/poor light
reflex), seizures (decerebration), EEG (burst
suppression to isoelectric), duration (days to weeks)
and death/severe deficit.

This was a descriptive cross-sectional observa-
tional study of all newborns (0-28 days) with low
Apgar scores admitted between 1 October 2014 to
30 July 2015 (10 months duration) into pediatric
unit Al-Salam Hospital, Saddah, Yemen.The general
pediatric unit of this hospital comprises an inborn
ward (Nursery) and an outborn ward, there are three
pediatric consultants working in this unit,responsible
for in/out ward admissions.

All babies who developed HIE with low Apgar
scores less than six at; one and five minute and whose
parents/caregivers gave consent for inclusion into the
study were studied during that period. For outborn
babies with no Apgar score recording; a history of
poor cry from birth with either of the following; poor
(paller) color, respiratory distress, floppiness and loss
of primitive reflexes were used.*?
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The total number of live births for the hospital within
the period was obtained from the obstetric registers in
the labor room.

Other relevant data which were obtained included the
age, sex, birth weight, gestational age of such studies
babies, parity, booking status, mode of delivery, place of
delivery, fetal presentations as well as problems during
pregnancy. The hospital based incidence of perinatal
asphyxia was calculated using the number of babies
with perinatal asphyxia born in the Al-Salam hospital,
and total number of live births in the hospital during the
period of study.

Data was arranged in frequency tables and analyzed
using the statistical soft ware SPSS version 17.0 and
Epi-info version 6.04. Analysis of variance was used
to compute means, ranges and standard deviations of
continuous variables. Data were presented as tables in
simple proportion and comparison of subgroups carried
out with Chi-Square (X?) statistics. The statistical
significance at 95% confidence interval was p<0.05.
Gestational age less than 34 weeks newborns with
major congenital malformations involving central
nervous or cardiovascular system, dysmorphism
(obvious chromosomal abnormalities), severe hyper-
bilirubinemia bordering on kernicterus (<18 mg/dl),
evidence of meningitis or bleeding disorders were
excluded. Special emphasis was on presentation other
then cephalic, anemia, hypertension, edema and vaginal
bleeding was looked for.

Prolonged rupture of membranes, meconium
stained liquor and fever was noted. Prolonged rupture
labeled when rupture of membranes was more than 18
hours before the birth of baby. Temperature of more
than 100°F (37.8 Celsius) was considered as febrile.
Antenatal care was inquired by patient files. In case of
clinic/dispensaries or hospital delivery, referral notes
were reviewed.

Yemen Infant mortality in 2002/3; is estimated at
76/1000 live births, and 26% of infants are born with
birth weight <2500 g. The illiteracy rate for Yemeni
women is 75%. Total fertility rate is 7.6%. Only 34%
of pregnant women receive antenatal care, and skilled
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attendants attend only 22% of deliveries. Maternal
mortality rate is estimated at 350/100000 live births.0t®

Indeed, Yemen was facing a lot of problems since
2011 upto date, due to unstable country peacefulness and
recurrent civil war crisis, this make socioeconomic and
health services more worse specially among children.

The Yemen profile health statistic reported by WHO
and UNICEF organization 2012:Under-5 mortality rate
(USMR) 2012 were (60%), infant mortality rate (under
1) were (46%), neonatal mortality rate 2012 were
(27%), moderate and severe malnutrition (43.1%), use
of improved drinking water sources total (54.8%), use of
improved sanitation facilities total are 53%. Moreover,
the most recent data from WHO 2015 estimate, reported
about Yemen health statistics that: low birth weight
was (45%), wasted children <5 (16.0%), maternal
mortality rate per 100000 lives birth 385, personal per
10000 population (physician 3.0, nurse or mid wife
7.3), antenatal care with 4 visits (25.0%), skilled birth
attended (45.0%). From these, the above health figures,
it shows that the health status in Yemen is extremely
deteriorated.

Ethical consideration: Ethical approval was
obtained from hospital director and ethical committee
of the Faculty of Medicine and Health Sciences,

Sana’a university. Confidentiality of gathered
information was assured,using pass worded computer
and anonymity was followed.

RESULTS

A total of 632 neonates (340 males and 292 females)
were admitted into the pediatric unit (PU), during
the period, of which 158 had birth asphyxia, giving a
prevalence rate of 25%. Out of the 340 male neonates
admitted into the PU, 88 (25.88%) had birth asphyxia
while out of 292 females admitted, 70 (23.97%) had
birth asphyxia with a M:F ratio of 1.3:1. There was no
significant difference in the incidence of birth asphyxia
in both sexes, (p-value=0.486).

The age on admission ranged between less than one
hour and 192 hours with a median age of 24.0 hours.
The mean birth weight of babies with birth asphyxia
was 3.0+0.9 kg (0.7-5.6 kg) while the mean gestational
age was 36.84+3.67 weeks (24-44 weeks).

Apgar score (AS) recording of 4-5 at one minute
(moderate/grade 2 birth asphyxia) was observed in
108 (68.2%) neonates, 38 (24.2%) had Apgar score 0-3
(grade 3) at one minute (severe birth asphyxia), while
12 (7.6%) did not have any Apgar score recording,
Table 1.

Grade 2/moderate | Grade 3/severe No. Apgar Score
Possible causes BA BA p-value
No. % No. % No. %
Fetal Abnormal presentation 54 50.0 24 63.2 6 50.0 0.409
Meconium stained liquor 7.4 6 15.8 0 0.0 0.229
Maternofetal Antepartum haemorrhage 3.7 2 5.3 0 0.0 0.778
Prolapsed/compressed cord 2.7 0 0.0 0 0.0 0.653
Precipitate delivery 2 1.8 1 2.6 0 0.0 1.000
Cephalopelvic disproportion 33 30.5 9 23.7 2 18.2 0.606
Hypertension 16 14.81 8 21.1 0 0.0 0.220
Maternal Prolonged labor (obstructed) 13 12.0 7 18.5 3 27.3 0.286
causes Prolonged rupture of membranes 8.3 4 10.5 1 9.1 0.897
Peripartum pyrexia 4 3.7 2 5.3 0 0.0 0.778
Diabetes mellitus 0.9 0 0.0 0 0.0 1.000

Table 1. The causes suspected for birth asphyxia.
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Clinical features No. %

Respiratory distress 110 69.6
Depressed newborn reflexes 78 49.4
Abnormal tone 28 17.7
Poor sucking 25 16

Convulsions 14 9

Apnea 10 6.5
Loss of consciousness 5 3.2
Lethargy 5 3.2
Irritability 3 1.9

Table 2. Clinical features of birth asphyxia, (n=158).

Out of 158 neonates with birth asphyxia 143 (90.4%)
were hospital inborn while 15 (9.6%) hospital outborn.
There were about 2258 total live births were delivered at
this hospital during the period of study giving a hospital
base incidence rate of perinatal asphyxia in Al-Salam
hospital as 63.2 per 1000 live births.

Out of 2258 babies delivered to 2255 mothers,
2250 (99.64%) babies were of single fetus gestation
while 8 (0.3%) of multiple gestation, out of the 2255
deliveries during the study period, 1463 (64.9%) were
referred (from different hospital,dispensaries/or came
from home) of which 1388 (94.9%) had obstetric

complications.

Ninety six (60.5%) mothers of babies with asphyxia
had antenatal care while 62 (39.5%) did not receive
any form of antenatal care. Majority of the mothers
of infants with perinatal asphyxia 141 (89.2%) were
between the ages of 21-35 years. Ninety nine (62.6%)
were delivered by caesarean section, 56 (35.7%)
by spontaneous vaginal delivery and 3 (1.9%) with
instrumental deliveries. Out of the 99 infants delivered
by caesarean section, 80 (80.8%) were by emergency
caesarean sections. Perinatal asphyxia was observed

most in infants with breech presentation 80 (50.6%)
followed by infants with cephalic presentation, 74
(46.8%) and face 5 (3.2%).

Risk factors: From the total risk factors 222 were
observed, out of these 121 (54.50%) were maternal
causes and 101 (45.5%) were fetal risk factors. The
maternal, fetal and materno-fetal risk factors of perinatal
asphyxia are shown in Table 1. The commonest fetal
risk factor was abnormal presentation.

Clinical features of neonates with birth asphyxia:
of 158 had birth asphyxia; 12 (7.6%) with no Apgar
score record, 108 (68.3%) with grade 2 (moderate birth
asphyxia) and 38 (24%) with grade 3 (severe birth
asphyxia). Respiratory distress and depressed neonatal
reflexes were the commonest clinical features observed
in neonates with both moderate and severe birth asphyxia
while irritability, lethargy and loss of consciousness
were the least. Abnormal tone, poor suck,apnea and
convulsion, were significantly observed more in infants
with grade 3/severe perinatal asphyxia than infants with
grade 2/ moderate perinatal asphyxia, Table 2.

Outcome of birth asphyxia: Table 3 shows the
outcome of neonates with moderate and severe perinatal
asphyxia. Out of 108 neonates with moderate perinatal
asphyxia, 91 (84.25%) were discharged and 15 (13.8%)
died, while of 38 neonates with severe perinatal asphyxia,
25 (65.8%) were discharged and (31.6%)12 died.

DISCUSSION

The reported incidence of perinatal asphyxia and
HIE in the developing world is varied and high.
However,some of these studies that recorded a high
incidence of HIE included all the live born babies in
their studies.**#

. . Discharged Dischfelrge aga}inst Died
Degree of birth asphyxia medical advise
No. % No. % No. %
Grade 2 91 84.25 2 1.85 15 13.8
Grade 3 25 65.8 1 2.6 12 13.8
No AS 9 75.0 0 0 3 25.0
Total 125 79 3 1.9 30 19

Table 3. Birth asphyxia outcome.
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The use of different criteria make the comparison
between different studiesdifficult.’®?22* The high
incidence of perinatal asphyxia may result in a heavy
social and economic coast. It also gives a particular
burden for women both in term of caring for the
handicapped child and early next pregnancy after the
death of a baby.?® The recent recommendation by the
committee on Fetus and Newborn, American Academy
of Pediatrics and Committee on Obstetric Practice,
American College of Obstetriciansand Gynecologist that
“an infant who has had asphyxia proximate to delivery
that is severe enough to result in acute neurological
injury should demonstrate umbilical arterial pH of <7,
Apgar score of 0-3 at or beyond 5 minutes, evidence of
multi-organ failure and encephalopathy.?

Our hospital base incidence rate of perinatal asphyxia
as 63.0 per 1000 live births which is more from other
incidence from other developing countries; from
Kuwait, a study in 19908 reported an overall incidence
of 9.4 per1000 term births which is less than our study.
Other study from Western Australia®® reported an
incidence of 3.8 cases of moderate and severe HIE per
1000 term births.

The high incidence of perinatal asphyxia and
HIE reported over the years is mainly due to less
optimal obstetric care available in the developing and
underdeveloped nations and loose criteria used to
diagnose asphyxia. Many of our cases were referred
high risk mothers from other hospitals and this could
lead to a relatively high incidence of HIE in our hospital.

Birth asphyxia incidence is very high in developing
countries like Yemen where health facilities are
restricted to urban areas and only small population is
getting benefits. Since it is a preventable problem and
long term neurological squeal are almost untreatable
once asphyxia happened, so it is better to avoid at first
or if occurred at all, refer as early as possible.

In this study, it also showed that our incidence of
perinatal asphyxia was 63/1000 live births as compare
with same study in Nepal on 2000 which was 6.1/1000
live births.22 On other hand, our prevalence of perinatal
asphyxia was 29.4% and the hospital based incidence
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rate as 63.0 per 1000 live births which is more higher
than other study done at Madina maternity and children
hospital, Madina al-Munawarah, KSA were their
incidence of hypoxic ischemicencephalopathy was 5.5
per 1000 term babies.?

Yemen demographic and health surveys of 1991/92
and 1997 showed only 25% of pregnant women made
at least 1 antenatal care visit to a health facility, and the
majority attended only to confirm the pregnancy,?%in
spite of more than two decade passed but the ANC with
about 4 visits still only 14% (UNICEF reports 2013).
It has been noted that lack of ANC has been associated
with increased incidence of birth asphyxia in several
studies.?2¢

In this study, more than half of the babies were
delivered by caesarian section, most of which were
by emergency caesarian sections, many of them done
during labor. This implies that there were already peri-
partum complications. It may be, due to illiteracy,
poorness, ignorance or far home, it is therefore not
uncommon that even women booked for elective
caesarean sections often abscond, because they dislike
to do caesarian deliveries, they attempt vaginal delivery
and only return when an emergency CS is inevitable,
inevitably increases the risk of perinatal asphyxia and
thus a well trained person in neonatal resuscitation
preferably a pediatrician should be present at every
delivery especially the high risk ones. Perinatal asphyxia
was also observed most among babies who had breech
presentation. Increased risk of perinatal asphyxia in
babies with non-cephalic presentation has been reported
in other studies.?” Infants presenting breech have long
been well known to encounter greater hazards during
the process of delivery with greater incidence of birth
asphyxia, birth trauma and death irrespective of mode
of delivery.?% This may be because fetuses presenting
breech are more likely to have other associated problems
like cord around the neck or even congenital anomalies
which also predispose to perinatal asphyxia. Other risk
factors observed in this study included prolonged rupture
of membranes, peripartum pyrexia, and hemorrhage.
All of these have also been reported by other authors.?
Respiratory distress was observed in more than a third of
newborns with both moderate and severe birth asphyxia.
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This may be related to the underlying hypoxemia and
acidosis observed in such babies.®

CONCLUSIONS

Prevalence of birth asphyxia is high. Lack of ANC,

CPD and breech presentation were contributory factors.
There is urgent need for both maternal education
for ANC and early intervention and skilled care for
suspected birth asphyxia babies at birth.
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PREVALENCE AND DETERMINANTS OF DEPRESSION AMONG CAREGIVERS
OF PATIENTS WITH PSYCHOSIS, IN BABEL PROVINCE, IRAQ, 2015
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ABSTRACT

Obijective: To estimate the prevalence and identify
determinants of depression among caregivers of patients
with psychosis in Babel province, Irag, 2015.

Methods: The principal caregivers of all patients
with psychosis who brought their patients to the two
hospitals with psychiatric clinics in Babel province
were included. Data were collected using structured
questionnaire to gather socio-demographic information
of the caregivers and the patients. Beck Depression
Inventory-Il [BDI-11] used to identify depression and

celom da e ailile ladl)

determine the severity. A score of more than 16 indicates
the presence of depression.

Results: The total caregivers were 190. The
prevalence of depression was 73.7% (95%ClI: 67.45-
79.95). Borderline clinical depression reported in
10%, moderate depression in 31.4%, severe depression
in 34.4% and extreme depression in 24.2%. Binary
analysis revealed the following risk factors: caregiver
sex, relationship to the patient, income level, and
employment status. Logistic regression analysis applied
and revealed the following unconfounded risk factor:
female sex (OR=10.09), rural residence (OR=5.399)

*Faris Al Lami, MBChB, PhD FFPH; College of Medicine, Baghdad University, Iraq. E-mail: draksallam@gmail.com

*Rawaa Saad, MBChB; College of Medicine, Babel University, Iraq.
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and unemployment (OR=158.01). None of the patient’s
characteristics affects caregiver’s depression.

Conclusions: Depression among caregivers of
patients with psychosis is very common. Comprehensive
psychosocial care of patients with psychosis and their
families is recommended.

INTRODUCTION

The current health policy focuses to minimize acute-
care hospitals and to transfer a greater portion of care to
the home.t This is particularly true for the psychiatric
medicine, where most of the care is shifted toward the
community, and family members became an integral
part of the care system.? This shift is associated with
immense progress for the patients’disease and social
prognosis.® The contribution of family caregivers saves
119 billion Euros/year of UK country budget as an
example.* On the other hand, caregivers who provide
assistance to others who suffer from poor health or
cognitive impairment, and are unable to carry out their
essential activities are exposed to substantial burden.®

Depression is the first symptom appeared and the
most prevalent psychological outcome seen among
caregivers.® Other psychiatric disorders seen among
caregivers include anxiety disorders, panic attacks,
phobias, substance and alcohol use disorders and
chronic sleep disturbances.’

Caregivers’ complains from burden of mental illness
can be either objective as caregivers’ domestic routine
disruption, social activities and leisure, social isolation,
financial difficulties and employment difficulties,® or
subjective as fear, sadness, anger, guilt, loss, stigma and
rejection.® Caregivers experience high levels of burden
because of medical costs, missed work and patients’
economic dependency.™

Family members caring of patients with psychotic
disorders are considered co-sufferers of these
disorders.2!12 Caregivers are more likely to neglect
their own health care needs, suffer from high rate of
verbal abuse, threats, temper outbursts and physical
aggression from mentally unwell patients.® Also,
caregivers are likely to lose their savings, main source
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of income and many reported that care giving becomes
their full time job.°

Depression has been reported to be an important and
common complication associated with a poor quality
of life among caregivers.** The predictors of caregiver
depression included caregiver characteristics as female
caregiver, the spouse, poor health, older age, and patient
characteristics such as survival status, level of burden,
social support and cultural factors and patient diagnosis,
such as schizophrenia, and other factors like gender, age
and duration of illness.*>¢ Even the type of treatment
received by the patient can affect depression among
caregivers.! Relatives of individuals with schizophrenia
are also appearing to be stigmatized, and stigmas are
associated with depressive symptoms.®

Schizophrenia is one of most burdensome illnesses
worldwide and the most severe mental disorders with an
estimated prevalence of 1.1% among population over the
age of 25 years.'® There are around 21 million cases of
schizophrenia present in the world.> Schizophrenia and
other psychotic illnesses are very expensive diseases.
They constituted 1.5% to 2.5% of the total national
health care expenditure in countries like USA, UK and
France.* They cause direct and remarkable burdens on
patients and their caregivers. Afamily with schizophrenic
patient, especially after deinstitutionalization, suffers
from burden that affect work and social life of family
members or the caregivers.2’ Despite the apparent decline
of traditional family structure in developing countries;
however, 60% of patients with long-term schizophrenia
live with at least one caregiver.? Caregivers of the
patients with schizophrenia have considerable high level
of depression.?

The objective of this study was to estimate the
prevalence and identify determinants of depression
among caregivers of patients with psychosis attending
psychiatric clinics of Hillan and Merjan Teaching
Hospitals, Babel Province, Irag, 2015.

METHODS

Study design and setting: This was a hospital-
based cross-sectional study conducted in the psychiatry
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clinics of Hillah and Merjan Teaching Hospitals, Babel
Province, Irag, 2015.

Study population: All caregivers of patients with
psychosis attending the mentioned clinics during the
study period were considered eligible. For each patient,
one family member who is considered the principal
caregiver was included in the study. Those aged <18
years, or taking care of the patient for less than one year
or refused to participate were excluded.

Data collection tools and definition of variables:
The dependent variable was depression that was
defined based on the Beck Depression Index (BDI) for
caregivers of mentally-ill patients. The independent
variables included were the demographics and other
characteristics of the caregivers and the patients’
demographics and disease characteristics.

The Beck Depression Inventory (BDI) is a 21-item,
self-report rating inventory that measures characteristic
attitudes and symptoms of depression.z BDI includes
items measuring cognitive, affective, somatic, and
vegetative symptoms of depression. The BDI takes
approximately 10 minutes to complete, although clients
require a fifth-sixth grade reading level to adequately
understand the questions. In this study, we used BDI-
Il Arabic version; each of the 21 multiple choice
questions has a score of 0-3, making the total scores of
the questionnaire 0-63. A score of 1-10 are considered
normal, 11-16 as mild mood disturbance, 17-20 as
borderline clinical depression, 21-30 as moderate
depression, 31-40 as severe depression and over 40 as
extreme depressions. Caregiver with a BDI score of >16
was referred tothe psychiatry clinic.

Data analysis: The statistical package for social
science (SPSS 20) was used. Chi-square test of
independence was used to test association between
categorical data. Logistic regression model was
applied to identify the significant, independent and
un-confounded risk factors. P<0.05 was considered
statistically significant.

Ethical and administrative approvals: Approval
and official permission from the Ministry of Health
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(MOH)/Medical Research Committee and the
administration of the two hospitals were obtained.
Verbal approval of the caregivers was obtained after
clarifying the objectives of the study. Names were kept
anonymous and data were used for the study purposed
only.

RESULTS

This study involved 190 caregivers of 190 patients
with psychosis. The mean age of caregivers was
41.9+12.3 years; 70.5% were females; 51.1% were
from rural areas and 55.3% were married. Around 37%
were either brothers or sisters for patients, 36.3% had
completed their secondary or intermediate schools,
78.4% were unemployed and 64.7% have adequate
family income.

The mean age of patients was 40.3+12.8 years; 64.7%
males; 63.7% were unmarried; 53.7% were diagnosed
with schizophrenia, 69.5% were on Fluphenazine
decanoate (modecate) treatment, and 54.7% did not have
previous admission to hospitals. The mean duration of
the disease was 13.4+10.2 years.

The prevalence of depression among the
caregivers was 73.7% with 95% CI of 67.45-79.95%.
Table 1 showed the distribution of the caregivers by
the depression status according to BDI. Around 26%
of caregivers were either normal or had just mood
disturbance, however more than 43% had severe or
extremely severe depression.

Depression status No. (190) %

Normal 33 17.4
Mood disturbance 17 8.9
Mild depression 14 7.4
Moderate depression 44 23.2
Severe depression 48 25.3
Extremely severe depression 34 17.9

Table 1. Distribution of the caregivers by depression status.

Comparing the group with any type of depression
(140) and those with either normal or having mild mood
disturbance by certain socio-demographic variables is
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demonstrated in Table 2. Depression was more common
among females (84.3%) compared to males (48.2%)
(p=0.001), and more among rural (80.4%) than urban
residents (66.7%) (p=0.031). Sisters and brothers
showed the lowest prevalence (62%) than other relatives
(p=0.049). Depression was also more prevalent among
unemployed (90.1%) than currently employed (12.2%)
(p=0.001), and more among those with low income
(85.1%) than those with mid or high income (67.5%)
(p=0.009). Other studied variables like age, marital
status, educational status, and family size did not show
a significant association (p>0.05).

Binary analysis of caregivers by depression status
and the patients’ socio-demographic and disease

characteristics revealed a non-significant association
between caregivers’ depression and any of the studied
variables (p>0.05), Table 3.

Logistic regression analysis was applied using
depression as the dependent variable and the variables
that showed significant association in the binary analysis.
Three factors were found to be significant risk factors
with overall classification accuracy of 91.1%. These
factors were female sex (OR=10.09), rural residence
(OR=5.399) and unemployment (OR=158.01), Table 4.

DISCUSSION

In Iraq, psychiatricillness is animportant public health

Depression status
Variables Norm_al/ Mild mood Depression Total p-value
disturbance
No. 50 (%) No.140 (%) No0.190
<30 years 13 (27.1%) 35 (72.9%) 48
30-40 years 12 (27.3%) 32 (72.7%) 44
Age groups (years) 40-50 years 15 (24.6%) 46 (75.4%) 61 0.987
>50 years 10 (27.0%) 27 (73.0%) 37
Sex Male 29 (51.8%) 27 (48.2%) 56 0,001
Female 21 (15.7%) 113 (84.3%) 134
. Urban area 31 (33.3%) 62 (66.7%) 93 %
Residence Rural area 19 (19.6%) 78 (80.4%) 97 0.031
Marital status Non-married 21 (24.7%) 64 (75.3%) 85 0.65
Married 29 (27.6%) 76 (72.4%) 105
Wife/husband 13 (21.7%) 47 (78.3%) 60
Father/mother 8 (21.1%) 30 (78.9%) 38
Relation with patients Brother/sister 27 (38.0%) 44 (62.0%) 71 0.049*
Son/daughter 2 (11.8%) 15 (88.2%) 17
Other 0 (0.0%) 4 (100.0%) 4
Iliterate 6 (18.2%) 27 (81.8%) 33
. Primary school 10 (20.0%) 40 (80.0%) 50
Educational status Secondary school 22 (31.9%) 47 (68.1%) 69 0.284
Higher education 12 (31.6%) 26 (68.4%) 38
Emp|oyment Employed 36 (878(%)) 5 (122%) 41 <0.001*
status Unemployed 14 (9.4%) 135 (90.6%) 149 '
o Low 10 (14.9%) 57 (85.1%) 67
Family income Middle/high 40 (32.5%) 83 (67.5%) 123 0.009*%
Family members <5 25 (29.8%) 59 (70.2%) 84 0337
number >5 25 (23.6%) 81 (76.4%) 106 '

Table 2. Distribution of the caregivers by depression status and socio-demographic characteristics.
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problem. Several reasons are implicated in oppression
for 30 years before and after the American invasion in
March, 2003. More than 1.5 million Iraqis are internally
displaced and 2.5 millions fled the country.?

Patients with psychosis imposed severe burden on
the patients and caregivers causing them unhappiness,
hopelessness; suffering, self-blame and inability to deal
with the ill person, especially if they are always together.
Parents are the most affected family members.?2¢

. Odds 95% Confidence
Variable . . p-value
ratio interval
Female sex 10.09 2.73-37.27 0.001
Rural residence 5.40 1.42-20.59 0.014
Currently
unemployed 158.01 30.61-815.77 0.000

Table 4. Significant risk factors by logistic regression
analysis model.

In this study the prevalence of depression among
caregivers of patients with psychosis was about 74%.
Almost similar figures were reported from studies
conducted in Slovenia,® India,?” Iceland,® Nigeria,®
Pakistan.®* Lower figures were reported in studies
conducted in five European countries,®® KSA,* Greece®
and California/USA.* Different standard of health and
social care of the patients and their families might
explain this difference.

In Irag Mental Health Survey, 2006/7, the life time
prevalence of any mental disorder was 18.8%. Major
depressive disorder was the second most common
disorder (7.2%) after anxiety disorders (13.8%).% In Iraq
Family Health Survey, around 35.5% of respondents
considered as having significant “psychological
distress”. The prevalence was higher among females
(40.4%) than males (30.4%).* Among attendees of
primary health care centers in Baghdad, the prevalence

Depression status
Variables Normal/ mild Depression Total p-value
mood disturbance
No. 50 (%) No. 140 (%) No. 190
<30 years 15 (29.4%) 36 (70.6%) 51
- 0, 0,
Age groups (years) 30-40 years 11 (24.4%) 34 (75.6%) 45 0.377
40-50 years 18 (31.6%) 39 (68.4%) 57
>50 years 6 (16.2%) 31 (83.8%) 37
0, 0,
Sex Male 33 (26.8%) 90 (73.2%) 123 0.799
Female 17 (25.4%) 50 (74.6%) 67
. Non-married 36 (29.8%) 85 (70.2%) 121
Marital stat 0.154
arital stats Married 14 (20.3%) 55 (79.7%) 69
Duratipn of mental <5 years 14 (35.9%) 25 (64.1%) 39 0127
illness >5 years 36 (23.8%) 115 (76.2%) 151 '
Diagnosis of mental Schizophrenia 28 (275%) 74 (725%) 102 0622
illness Psychosis 22 (25.0%) 66 (75.0%) 88 '
Fluphenazine decanate 32 (24.2%) 100 (75.8%) 132
Antipsychotic 7 (30.4%) 16 (69.6%) 23
T f treatment 0.514
ype ot treatmen Ollan 10 (35.7%) 18 (64.3%) 28
Tegretol 1 (14.3%) 6 (85.7%) 7
) ) No admission 27 (26.0%) 77 (74.0) 47
Previous hospital One admission 16 (34.0%) 31 (66.0) 104 0.239
Many admissions 7 (17.9%) 32 (82.1) 39

Table 3. Distribution of the caregivers by depression status and patients’ socio-demographic

and disease characteristics.
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of mental illness and depression was 36.8% and 18.3%,
respectively.®”

Caregivers of patients with schizophrenia felt great
guilt and shame that play a role in the development of
depression.®* The higher prevalence of depression in the
caregivers of patients with psychosis can be attributed
to disability and permanent nature of these illnesses,
dependence of the patients on their relatives in daily life
activities. Also, the dangerous behavior experienced by
some patients towards others even their caregivers. The
economic cost of the disease, time needed for health care
visits, inability to offer jobs for the patients and their
caregivers, besides the social withdrawal due to stigma
and abnormal behavior added stress and psychological
burden.

Female caregivers experience higher depression rates
than males, which is consistent with other studies.31-3-40
Females are more responsible for care giving and the
higher oxytocin hormone may be also implicated as a
cause for depression. Higher level of this hormone was
found in female caregivers.?

In the current study, more than three quarters of
caregivers were unemployed, and unemployment was
significantly associated with caregivers’ depression.
Similar findings was found in a study in Peshawar-
Pakistan where unemployment was also a significant
risk factor of caregivers’depression.®* Employed persons
have better psychological wellbeing and less stressed
than workless individuals. In addition, job is a source
of money needed for themselves and the patients’ needs
particularly doctor’s visits and drugs.

Rural residence was significantly associated with
higher depression rate in the current study. Similar
finding reported in Egypt.*! Delay in seeking medical
help, more stigma due to smaller communities and poor
psychological support might be responsible for this
finding.

Generally, there was a low attendance of patients
with psychosis to the public hospitals due to limited
availability of medications and preference to attend
the private sector for more privacy. As part of culture,
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females are usually the principal caregivers; this
hadlimited the capacity to compare between the two
sexes from depression standpoint. Although, the
Arabic version of BDI was used in Iraq and many Arab
countries, it was not standardized to Iragi context.

CONCLUSIONS

Around three of every four caregivers have depression
of different severity. Females, unemployed and rural
residents were the high risk group. All caregivers may
benefit from psycho-education and family caring.
However, comprehensive multidisciplinary care of
chronic schizophrenia patients is needed for supporting
the needs and improves the psychiatric symptoms of
the patients as well as helping to decrease the caregiver
burdens.
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PROTEINURIAAS A BIOMARKER OF ACUTE KIDNEY INJURY
IN SEVERELY BURNT PATIENTS
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ABSTRACT and outcomes in burn patients.
Methods: This retrospective study was carried out on
Objective: Proteinuria in burn patients is common, a group of patients with burn injuries admitted through

and it could be associated with acute kidney injury emergency department to burn unit of Hamad general
(AKI) with adverse outcomes. We have evaluated the hospital during a five-year period. Positive urine
incidence, outcome, characteristics and determinants dipstick test in addition to urine analysis readings were
of proteinuria as a biomarker and its influence on AKI defined as mild (= or 1+) or heavy (>2+) proteinuria.

*Ahmed Subhy Alsheikhly, FRCSI, CABS, MACEP, MESICM, MISS/CIS, Emergency Department, Hamad Medical Corp, Doha, Qatar.
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AKI was diagnosed and staged according to the Risk,
Injury, Failure, Loss, End Stage (RIFLE) classification
system. Patient characteristics, management and
outcomes were evaluated as well for associations with
proteinuria.

Results: Of the selected patients who were admitted
to the burn unit during the study period (n=249), 86
(34.5%) were classified as patients who developed
proteinuria. In the patients whose total burn surface
areas (TBSA) were >30% (n=50), 37 patients (74%)
had proteinuria and 27 of these patients (72.9%) met
AKI criteria. No patients without proteinuria developed
AKI. Intensive care unit (ICU) mortality rates were 1%,
16% and 30% (p<0.001) in the groups with no, mild
and heavy proteinuria, respectively.

Conclusions: We observed a high prevalence of
proteinuria in patients with severe burns (>30% TBSA).
Those patients had a high risk of developing AKI and
showed poor prognosis in survival outcomes. This
suggests that proteinuria should be used as a biomarker
for identifying burn patients at risk of developing AKI.

INTRODUCTION

Acute kidney injury (AKI) is a common complication
in patients presented with various degrees of burns and
it has been associated with adverse short and long-term
outcomes in multiple clinical settings,® especially in
patients with severe burns, (more than 30% body surface
area).? In the acute phase, as kidney function declines,
AKI is associated with excess mortality,®* maximum
Sequential Organ Failure Assessment (SOFA) and
extended intensive care unit (ICU) stays.?*¢ Although
kidney function recovers for most survivors,”® some
have persistent loss of kidney function, which might
require long-term dialysis.'* The key strategy for
prevention of AKI is to identify those who are at high
risk in order to provide prophylactic measures that aid
in preventing such adverse outcomes.

As defined by the RIFLE (Risk, Injury, Failure, Loss,
End Stage) classification system, the diagnosis of AKI
is currently based on changes in the serum creatinine
(sCr) or urine output.**** However, these parameters
often lag behind the acute changes in renal function
and therefore underestimation of the degree of renal
dysfunction might occur in the acute care settings.*

28

Recent improvements in understanding AKI have
resulted in the implementation of proteinuriat®>Y
and some novel biomarkers!®*? as means of further
accurate assessment of AKI. Proteinuria is an indicator
of both glomerular and renal endothelial injury in
chronic disease,?? acute illness and/or due to surgical
intervention.?*% Glomerular proteinuria is a feature
of chronic kidney disease (CKD) and intrinsic renal
disease, whereas tubular proteinuria occurs more
frequently in AKI. Dipstick urinalysis is a cheap and
convenient tool of aid in diagnoses of proteinuria, and it
is a routine test for in-patients in any burn center.

Proteinuria is commonly witnessed in patients with
severe burns (more than 30% body surface area)??"#
but the usefulness of proteinuria for predicting the
risk of developing AKI and it’s prognosis has yet to
be documented appropriately for burn patients. In this
study, we examined associations between proteinuria
and adverse clinical outcomes, including mortality
and AKI incidence in burn patients. We hypothesized
that burn patients with proteinuria would be at higher
risk of AKI and adverse outcomes in comparison with
patients without proteinuria, and the possibility to use
as a biomarker for identifying burn patients at risk of
developing AKI.

METHODS

This retrospective study was conducted over a five-
year period (start of December/2008 to the end of
November/2013) in a specialized burn unit in Hamad
Medical Corporation where the patients were admitted
through the emergency department to the unit.

Exclusion criteria for the study were: age <18 years or
>75 years; non-burn diagnosis (reconstructive surgery);
non-survivable burns; pregnancy; admission for less
than 72 hours; previous dialysis; previous abnormal
renal function with sCr >133 umol/L; or burn cases
with comorbidities as diabetes and/or hypertension.

Patient’s resuscitation in the first few hours was based
on the formula of Parkland (maintenance crystalloid
infusion rates were calculated using this formula for
insensible wound fluid losses). Urine volumes >0.5 ml/
Kg/ hour in the first 48 h post injury were considered
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to be indicative of effective resuscitation. Enteral or
intravenous nutrition was provided after the first 48 h
post-injury for patients with total burn surface areas
(TBSA) >50%, and prophylactic antibiotics were used
for patients with TBSA >30%.

Demographic and clinical data were recorded for each
patient. Including proteinuria; sCr; TBSA and depth;
comorbidities; escharotomies; inhalation, chemical or
electrical injuries; mechanical ventilation; continuous

renal replacement therapy (CRRT); nephrotoxic
drugs (vancomycin, amphotericin B, polymyxin
E, aminoglycosides);  vasopressors  (dopamine,

epinephrine,  norepinephrine);  administration  of
colloidal solutions for resuscitation; urine volume in
the first 48 hours post injury; ICU length of stay; and
mortality.29%

Proteinuria was determined with urine dipsticks
test in addition to urine analysis and defined as normal
(negative), mild (£ or 1+, approximately >5 to 20 mg/
dl), or heavy (>2+, approximately >100 mg/dl). The
maximal level of proteinuria prior to the first diagnosis
of AKI was recorded in AKI patients and the maximum
level at any time in non-AKI patients. Baseline sCr
values were measured within three months prior to
admission. For the patients without a sCr test within
three months, the first sCr value after admission was
adopted as the baseline sCr values if the first sCr value
was normal (<106 pmol/l for male, and <88 pmol/l for
female). If the first sCr value was abnormal, patients

were assigned to a baseline eGFR of 75 ml/min/1.73
m2'12,3l

The RIFLE class was determined according to the
worst degree of either sCr or urine output criteria.'?
Systemic inflammatory response syndrome (SIRS) and
sepsis were diagnosed according to criteria defined
by the American College of Chest Physicians.®? For
the diagnosis of multiple organ dysfunction or failure,
Sequential Organ Failure Assessment (SOFA) Scores
were computed daily and the maximum was used for
this study.*

RESULTS

Two hundred forty nine (249) patients met the study’s
inclusion criteria and were admitted to the burn unit of
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Hamad Medical Corporation. During the study period,
out of 86 cases (34.5%) were classified as patients
having active proteinuria.

All patients had their first measurement of proteinuria
and sCr around 2 hours after admission. In the patients
whose total burn surface areas (TBSA) was >30%
(n=50), 37 patients (74%) had proteinuria and 27 of
those patients (72.9%) met the AKI criteria. Maximum
proteinuria was defined as the maximum value before
AKI incidence appeared.

Patient’s proteinuria and TBSA values were
summarized (Figure 1). The patients with larger TBSA
were more likely to have proteinuria (p<0.001).

Of the patients with TBSA >30% (n=50), 37 patients
had proteinuria, in which 21 had proteinuria at their first
measurement.

A total of 27 patients developed AKI, 17 of which
had AKI on admission. It should be noted that none of
the patients without proteinuria had AKI, which means
that the continued absence of proteinuria excludes the
development of AKI.

Of the patients with TBSA >30% (n=50), 24 had mild
proteinuria and 13 had heavy proteinuria.

Non-parametric tests (univariate analysis) showed
significant differences among the patients in relation
with: age, TBSA, ACS, escharotomies, comorbidities,
nephrotoxic drugs, inhalation injury, urine output at
the shock stage, vasopressor in first 48 h, sepsis during
the ICU stay, positive blood culture, maximum SOFA
(sequential organ failure assessment) and RIFLE (p
<0.05). Patients with proteinuria were prone to have
longer durations of mechanical ventilation (p<0.001),
longer ICU stays (p<0.001), and higher mortality rates
(0.8%, 16.6% and 30.7% for none, mild and heavy
proteinuria) (p<0.001).

The patients with AKI had higher TBSA, ACS,
escharotomies, proteinuria, sepsis during ICU stay and
maximum SOFA values compared to the patients without
AKI (p<0.05). Patients with AKI were prone to have
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longer durations of mechanical ventilation dependency
(p<0.001), and extended ICU stays (p<0.001), Table 1.

DISCUSSION

In this hospital-based study, we found that proteinuria
was as common as (74%) in severe burn patients
(>30% TBSA), and proteinuria should be used to

identify severe burn patients at risk of AKI, as well as
for prognosis and identification of burn patients with the
need for intensive care.

Acute kidney injury is characterized as a rapid loss of
kidney function which clinically manifests as an abrupt
and sustained rise in blood urea and serum creatinine.
Life threatening consequences of AKI include volume

Proteinuria without AKI | Proteinuria with AKI

(No.=59) (N0.=27) PEIIvE

Age (years) 40 24 0.68

Gender (% of male) 71% 75% 0.21
TBSA (<30%) 50 cases 27.10% 72.90% >0.001
Escharotomies (%) 5% 12% >0.001
Vasopressor in first 48 h (%) 4% 9% >0.21
Proteinuria at heavy stage (%) 20% 45% >0.001
Ur”(‘;o O;t‘(’)ust 'r?ﬂflhggfi_f)tage 78% 5206 >0.001
Length of mechanical ventilation (days) 0 (0.00%) 1 (6.00%) >0.001
Sepsis during ICU stay (%) 10.20% 67.30% <0.001
Positive blood culture (%) 44.50% 87.10% <0.001
Maximum SOFA 0 (0.00%) 6 (8.00%) <0.001
ICU length of stay (days) 0 (0.00%) 4 (49.00%) <0.001
ICU mortality (%) 0.80% 30.70% <0.001

Table 1. Characteristics and outcomes of patients with proteinuria according to AKI (N0.=86).

Figure 1. Comparison of TBSA with proteinuria (total No. of cases 249).
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overload, metabolic acidosis, hyperkalaemia and effects
on other organ systems.®

AKI is associated with increased morbidity and
mortality rates which directly reflects on longer
hospitalization periods and increase in costs.® This
shows significance in identification of patients who are
at higher risk of developing AKI and take appropriate
treatment measures. However, decrease in creatinine
production and hemodilution will dramatically
increase the levels of creatinine execration whihc can
be an indication of AKI development in burn patients.
Furthermore, some patients with proteinuria may die
before they were diagnosed with AKI.

It is established that higher risks of mortality and/
or end-stage renal disease are associated with the
development of AKI; which still varies with the levels
of proteinuria.®® Proteinuria in the absence of AKI
is common in severe burn patients and may indicate
sub-clinical AKI. However, current guidelines for the
classification and staging of AKI do not explicitly
consider concomitant proteinuria’® and, therefore,
may not help to identify individuals who are at risk of
developing AKI when sCr is normal yet proteinuria is
present.

Dipstick urinalysis was used for measurement of
proteinuria in our study. Dipstick urinalysis has less
favorable diagnostic properties for the assessment
of proteinuria than quantitative measurements of
proteinuria, such as 24-hour urine collection tests.
However, it is one of the most common tools used with
ease and is much cheaper than many other tests, readily
available, feasible and practical when compared with
automated measures. The validity of proteinuria
readings was established with a significant correlation

between dipstick and 24-hour urine collection testing
using bivariate correlation analysis (p<0.001; data not
shown). Although our findings do not address whether
dipstick urinalysis or urine sample measurement of
albumin is preferable for risk assessment in clinical
practice, they do suggest that for burn patients, testing
of proteinuria using simple dipstick methodology is
prognostic for AKI outcomes.

The majority of proteinuria in AKI is due to tubular
injury that prevents protein absorption, as well as
release of tubular proteins into the ultra-filtrate. Intrinsic
AKI is often multifactorial. Renal ischemia is probably
less important in the acute phase of burn injury than
originally presumed.® Instead, inflammation and sepsis
play important roles.®-% The difference between burn
patients and other types of ICU patients may be of a
major role when it comes to the intensity and duration
of the inflammatory response, which may persist longer
in burn patients than other trauma patients.* Sepsis
in severe burn patients, often accompanied by multi-
organ failure (represented by SOFA), was identified as
a risk factor for proteinuria by our regression analysis
(Table 2), as well as for AKI (Table 3). Sepsis-related
inflammatory and thrombogenic factors are considered
risk factors for direct renal parenchymal damage.*#2

This observational study has limitations. Firstly, the
burn patients were primarily males. Misclassifications
of baseline kidney function could have occurred because
of deficiencies in previous examinations. Secondly,
misclassifications of proteinuria might occur because of
known variability of urine dipstick measurements, even
though we established a significant correlation between
dipstick measurements and the 24 h urine test. Finally,
we could not exclude the possibility of residual
confounding due to burn severity, blood pressure, large
amounts of fluid resuscitation and the administration

Covariates

. 95%
TR Coefficient Od_ds Confidence | p-value
with ratio int |
proteinuria interva
TBSA (%) 0.037 1.038 | 1.02to 1.05 <0.001
Sepsisduring | 555 | 5864 | 15310533 | 0.001
ICU stay
Age 0.026 1.026 | 1.00to0 1.04 0.006

Covariates Odds 95%

associated Coefficient o Confidence | p-value

with AKI interval

Maximum 0.324 138 | 12610150 | <0.001
SOFA ' ' ' ' '

Proteinuria 1.500 4.48 2.821t07.10 | <0.001

Table 2. Logistic regression model: risk factors for
proteinuria (N0.=86).
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Table 3. Logistic regression model: risk factors for
AKI (N0.=86).
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of medications. Furthermore, the unusual composition
of urinary proteins (decreased filtered load of albumin,
increased load of acute phase reactants or alterations
in protein processing in renal tubules) compromises
the use of urinary protein measurements for detecting
Kidney injury in burn patients.?” Nonetheless, our results
were consistent for several clinical relevant outcomes,
including AKI, ICU length of stay and mortality. These
findings are important because current guidelines for
the classification and staging of AKI are based on sCr
and urine volume, without explicit consideration of
the severity of concomitant or independently existing
proteinuria, especially in severe burn patients.

CONCLUSIONS

In conclusion, proteinuria was as common as (74%)
in severe burn patients (>30% TBSA), and proteinuria
was clearly associated with increased risk of developing
AKI, long-term ICU stays and mortality. Age, TBSA
and sepsis were considered as independent risk factors
for proteinuria in the post-burn period, and maximum
SOFA and proteinuria as risk factors for AKI. Age,
TBSA, proteinuria, comorbidities and RIFLE were
regarded as risk factors for ICU mortality. These
findings demonstrate that proteinuria should be used to
identify severe burn patients at risk of developing AKI
and unfavorable clinical outcomes.
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THE RESULTS OF THE APPLICATION OF WHO PROTOCOL IN THE
MANAGEMENT OF ACUTE SEVERE MALNUTRITION IN THE STABILIZATION
CENTER FOR THE MANAGEMENT OF COMPLICATED ACUTE SEVERE
MALNUTRITION IN HAMA, SYRIA
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ABSTRACT

Objective: The Ministry of Health in collaboration with World Health Organization and Al-Assad Hospital in Hama
supported the establishment of a stabilization center for the management of complicated acute severe malnutrition in
Hama (Syria) in 2014. This center started to receive cases and manage them. This is a prospective study to analyze
the results of the application of WHO protocol in the management of acute severe malnutrition.

Methods: A prospective study from 1 April 2014 till 1 April 2015 included all severe acute complicated malnutrition
cases in children in the stabilization centers in Al-Assad Hospital in Hama.

Results: Total number of cases was 98, male/female 49/49, the minimal age was 45 days, the maximal age was 48
months, the mean age was 9.9 months, 87.75% were under 18 months. Primary complicated acute severe malnutrition
was present in 60 patients (61.22%), secondary in 38 (38.77%), edematous form was noted in 10 patients (10.1%),
and non-edematous in 88 patients (89.79%). The mean hospitalization duration was 16.5 days, the mean of the
weight gain was 17.75 g/kg/day. The cure rate was 68.36%, the amelioration in 18.36%, death in 10.2%, and the
discharge against medical advice was noted in 14% and the referral to another hospital to complete treatment in 5%.

Conclusions: The application of WHO guidelines plays an important role in the management of complicated acute
severe malnutrition, compatible with the international guidelines.
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Case Refport Gk Ao o 35

FOUR ORIFICES IN THE PERINEUM OF A GIRL WITH IMPERFORATE ANUS:
UTERUS DIDELPHYS WITH RECTOVESTIBULAR FISTULA
OR VARIANT CLOACA

ohien any Cielimi 8 i) axe Lol Ak Glae 3 s g o
B‘)M\ QMJJMJSMJLQMJGAJMA‘)}NL’@
Mohammad Mohannad Batal, MD

Hos aigo a0 2o

ABSTRACT

In this report, we describe the case of two girls who had imperforate anus with four orifices in the perineum.
First case, 11-month-old girl represented with imperforate anus and rectovestibular fistula and a colostomy done
previously. Second case, 18-month-old girl had an iatrogenic anovaginal fistula after anorectolplasty. In both
cases, the clinical examination and other investigations showed an imperforate anus with rectovestibular fistula,
wide urethral meatus, and uterus didelphys. This malformation was combined in the both cases with congenital
pouch colon. For the first girl, posterior sagittal anorectoplasty was done with an anastomosis of the two vaginas
at the midline in one stage, whereas recto-vaginal fistula repair and vaginal anastomosis were done for the second
child. The colostomy closure was done 3 months later and no complications were reported. The precise clinical
examination and other investigations are very important to diagnose the genital malformations that are associated
with the anorectal malformations and to treat them in one stage. And the question remains: is the described anomaly
in this report auterus didelphys with a rectovestibular fistula or is it a variant cloaca associated with uterus didelphys
and congenital pouch colon whereas the urethral meatus, hemi-vaginal orifices and rectal fistula are conjoined in the
very wide and short urogenital sinus?
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NEW CASE OF LEYDIG CELL TUMOR OF THE TESTIS AND
REVIEW OF THE CURRENT LITERATURE
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ABSTRACT

A new case of Leydig cell tumor of the testis is
presented herein. We report a case of 42-year old man
with presentation of two-year history of painless right
testicular mass, and azoospermia. Radical inguinal
orchiedectomywas performed and we discuss the clinical,
diagnotic and therapeutic aspects of this uncommon
tumor of the testis. Leydig cell tumors are rare, but
are the most common of the non-germ cell tumors and
most common presentation is a painless testicular mass,
frequently with feminizing characteristics, including
gynecomastia, impotence and decreased libido.

INTRODUCTION

This type of testicular tumor is rare, accounting for
1-3% of all testicular tumors.:®* The most common
presentation is a painless testicular mass, frequently
with feminizing characteristics including gynecomastia,
impotence and decreased libido (as a result of androgen
excess and peripheral conversion to estrogen).*®

SAguial) 35gdl) Ly (Aliall) Qlai¥) axe

The interstitial cells of the testis, located between the
seminiferous tubules, are designated by the surname
of the German anatomist who first described them,
Franz Von Leydig in 1870. Leydig cells develop
embryologically from mesenchyme derived from the
posterior urogenital ridge located between the primitive
sex cords of the male gonad. The primary secretory
product of Leydig cells is testosterone; however, they
also secrete estrogens. Leydig cell tumors of the testis
are frequently hormonally active, leading to either
feminizing or virlizing syndromes. Children usually
present with a testicular mass and isosexual precocious
puberty (prominent external genitalia, pubic hair growth
and masculine voices). Only 7 t010% of Leydig cell
tumors metastasize, and the metastasic variety occur
exclusively in adults.®

CASE PRESENTATION

A 42-year old man presented with two-year history
of right painless testicular mass and azoospermia. He is

*Yasin Idweini, MD; PhD, FEBU, Department of Urology, Al-Bashir Hospital, Amman, Jordan. E-mail: yasin_idweini@hotmail.com.
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father of two children and the last child is 5 years old.
He is smoker one pack and half daily.

Physical exploration of the external genitalia
revealed a heterogeneous solid painless testicular
mass. Laboratory findings of AFP, beta-HCG, estradiol,
testosterone FSH, LH and PRL were within normal
ranges, his seminal fluid analysis revealed azoospermia.
His scrotal MRI showed: right testis enlarged (9x9x5
cm), heterogenous, surrounded by moderate hydrocele.
Left testis measurement about (3x4 c¢cm), hetrogenous
with mild hydrocele.

Radical inguinal orchiedectomy was performed on
3 Mars 2014. His abdominal CT scan showed clear
both lungs, hypodense scattered in liver, bilateral small
inguinal lymph nodes.

Histopathological —examination revealed right
testicular mass was composed of right testis weighting
280 g, measured 9x9x5 cm with attached spermatic
cord measures 10 cm in length, step sectioning of testis
shows a well circumscribed encapsulated golden brown
mass measured 9x3 cm. The tumor was occupying most
of the testis leaving a narrow rim of normal testicular
tissue. Tumor was composed of solid growth of large
well defined outlines polygonal cells with abundant
granular acidophilic cytoplasm, having a round central

Figure 1. Intracytoplasmic Reinke crystals (arrows).
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nucleus; cytoplasm contains rod shaped crystalloids of
Reinke, Figure 1.

The tumor confined to the testis, not infiltrating the
epididymis. Section of the spermatic cord was free
from tumor. Immunohistochemical stain revealed,
inhibin (Figure 2), Mart 1, vimentin were strong
diffuse positive, while S100 was focally weak positive.
Histopathologically features were consistent with
Leydig cell tumor (benign). The patient underwent
CT of the abdomen and pelvis which was normal at 3
months from surgery.

DISCUSSION

Leydig cell tumors are rare tumors that comprise
1-3% of all testicular neoplasms. These tumors are
most commonly observed in adults aged 30-60 years
but may occur in infants and prepubertal children
(approximately 20% of cases). Adults with Leydig cell
tumors typically present with testicular swelling, but
decreased libido and gynecomastia are also common
symptoms. Pseudo-precocity is usually seen in children.
Most Leydig cell tumors are unilateral and only 3% are
bilateral. The tumor is well-circumscribed, occasionally
encapsulated and usually 3-5 cm in diameter. The cut
surface is homogeneously yellow to light brown. Foci
of hemorrhage or necrosis are present in 25% of the

Figure 2. Diffuse cytoplasmic reactivity for a-inhibin.
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cases and extraparenchymal extension can be seen in
10-15% of cases.*> The most common histologic pattern
of growth is sheets of tumor cells without appreciable
stroma, the tumor cells are large and polygonal with
abundant eosinophilic cytoplasm and distinct cell
borders. The nuclei are round or oval with a prominent
nucleolus. Mitosis is generally rare. Crystalloids of
Reinke were identified in 35% of the tumors and
lipofuscin pigment in 10-15%. The majority of Leydig
cell tumors are benign, but approximately 10% of cases
are malignant and can metastasize. Metastatic disease
frequently involves the lymph nodes (70%), especially
the retroperitoneal and inguinal nodes. Other metastatic
sites are liver, lungs and bone.%’

Although there is no single histological criteria to
define malignant Leydig cell tumors, malignant tumors
are usually larger than benign tumors (>5 cm) and show
nuclear atypia, increased mitotic figures, infiltrative
margins angiolymphatic invasion, necrosis, DNA
aneuploide, and increased MIB-1 proliferative activity.*®
Immunohistochemically, the tumor cells are positive
for inhibin, calretinin, vementin in more than 90% of
the case.®91° The stains for Melan A and synaptophysin
are also positive in 70-90% of cases.* AFP is negative
and cytokeratins are negative or weak. The differential
diagnosis includes Leydig cell hyperplasia (multifocal,
not expansile growth pattern), testicular tumors of
adrenogenital syndrome (clinical history, bilaterality
and decreased in size after corticosteroid therapy) and
malakoplakia.’*** The differential diagnosis would also
include malignant melanoma, malignant lymphoma
and metastasis carcinoma. Radical orchiectomy is the
treatment of choice for all solid testicular mass.'>*® A
retroperitoneal lymph node dissection is recommended
if the tumor is malignant. Survival from the initial
diagnosis of malignant Leydig cell tumor ranges from
2 months to 17 years (median 2 years).

The case presented here represents 9x3 cm testicular
Leydig cell tumor in a 42-year old man. The tumor
is limited to the right testis and had no histologic
features suggestive of malignancy. The tumor cells are
morphologically and immunohistochemically typical
for a benign Leydig cell tumor.
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CONCLUSIONS

Leydig cell tumors are rare but are the most common
of the non-germ cell tumors and most common
presentation is a painless testicular mass, frequently with
feminizing characteristics, including gynecomastia,
impotence and decreased libido.
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Medical Case

Large Hiatal Hernia

An 81-year-old woman with cerebrovascular disease presented to the emergency department with a 1-week
history of vomiting. Findings on abdominal examination were notable for normal bowel sounds and the absence of
tenderness, rebound, or guarding. A chest radiograph showed a large air-liquid shadow in the inferior retrocardiac
position (Panels A and B, arrows), which suggested a large paraesophageal hernia. A computed tomographic scan

showed a large retrocardiac mass containing air and liquid (Panels C and D, red arrows) that was consistent with
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herniation of the stomach into the chest. Thickening of the gastric wall suggested edema (Panel D, white arrow)
and compression of the first portion of the duodenum, which caused gastric distention. Hiatal hernias are defined
as protrusion of the stomach through the diaphragm into the chest. The degree of displacement can produce
obstructive symptoms, as occurred in this patient, and may increase the risk of volvulus. Owing to her generally
poor health status, the patient was treated conservatively, with gastric suction performed through a nasogastric tube
followed by initiation and advancement of her oral diet, first with clear liquids, then soft foods, and finally solid
foods. The vomiting resolved, and the patient was asymptomatic at the time of discharge.
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Medical Case

Patellar fracture with sleeve avulsion
ASIL Al £ e Al A jus Ula

A 9-year-old girl presented with knee pain and inability to extend her leg after landing on her flexed right knee
while jumping on a trampoline. Physical examination revealed superior displacement of the patella (Panel A), and a
radiograph showed a fracture of the patella at the inferior pole (Panel B; arrows indicate the two points of fracture).
Fractures of the patellar sleeve occur when a “sleeve” of periosteum is pulled off the patella. These fractures occur

almost exclusively in children, before the patella fully ossifies, and usually occur in response to the pressure of a
forced load on a flexed knee; the majority involve the inferior patellar pole. The fracture may be difficult to see on

a radiograph, especially when the fragment of avulsed bone is small or absent. In this patient, the diagnosis was

confirmed on the day of injury during open reduction and internal fixation. The patient was able to return to full

activity within 2 months after the injury occurred.
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Sacral nerve stimulation allows for decreased antegrade continence enema use
in children with severe constipation
LA Al Cmbaal) JULY) sie La il ABal) aladiu) (e dall A gGaad) Guand) (g et Saild

Lu PL, etal.
J Pediatr Surg 2016 Nov 10.

Background: Sacral nerve stimulation (SNS) can be beneficial for children with constipation, but no studies have
focused on children with constipation severe enough to require antegrade continence enemas (ACESs). Our objective
was to evaluate the efficacy of SNS in children with constipation treated with ACE.

Methods: Using a prospective patient registry, we identified patients <21 years old who were receiving ACE prior
to SNS placement. We compared ACE/laxative usage, PedsQL Gastrointestinal Symptom Scale (GSS), Fecal
Incontinence Quality of Life Scale (FIQL), Fecal Incontinence Severity Index (FISI), and Vancouver Dysfunctional
Elimination Syndrome Score (DES) at baseline and progressive follow-up time intervals.

Results: Twenty-two patients (55% male, median 12 years) were included. Median ACE frequency decreased from 7
per week at baseline to 1 per week at 12months (p<0.0001). Ten children (45%) had their cecostomy/appendicostomy
closed. Laxative use, GSS, FIQL, and DES did not change. FISI improved over the first 12 months with statistical
significance reached only at 6 months (p=0.02). Six (27%) children experienced complications after SNS that required
further surgery.

Conclusions: In children with severe constipation dependent on ACE, SNS led to a steady decrease in ACE usage
with nearly half of patients receiving cecostomy/appendicostomy closure within 2 years.
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Serological markers in diagnosis of pediatric inflammatory bowel disease
and as predictors for early tumor necrosis factor blocker therapy
JUkY) sie gV gorall £ Al Adaal) Cilawdsl)
assll Jaial Jalall ciobiaey 5,501 Aadlaall (g5ai anslsS

Olbjern C, et al.
Scand J Gastroenterol 2016 Nov 25:1-6.

Obijective: To describe the prevalence of serological markers in newly diagnosed treatment-naive pediatric
inflammatory bowel disease (IBD), their utility in differentiating Crohn's disease (CD), ulcerative colitis (UC) and
symptomatic non-1BD patients and whether serological markers are associated with early TNF blocker treatment.
Materials and methods: Ninety-six children and adolescents <18 years, 58 with IBD and 38 symptomatic non-
IBD controls were included. At diagnosis and after 1-2 years, serological antibodies (anti-Saccharomyces cerevisiae
antibodies (ASCA), perinuclear anti-neutrophil cytoplasmic antibody (pANCA), flagellin expressed by Clostridial
phylum (anti-CBirl), outer membrane porin of Escherichia coli (anti-OmpC), Pseudomonas fluorescens-associated
sequence (anti-12), CRP, ESR and fecal calprotectin were analyzed. The choice of treatment was made at the discretion
of the treating pediatrician.

Results: Of the IBD patients, 20 (36%) and 26 (47%) were positive for ASCA and pANCA compared to 3(8%),
p<0.01 and 10 (27%), p=0.04 of the controls. Thirteen (72%) of UC patients were pANCA positive, versus 13 (35%)
of CD patients (p<0.01). None of the UC patients was ASCA positive versus 20 (54%) of CD patients (p<0.0001).
Compared to conventionally treated patients, the 18 (49%) TNF blocker treated CD patients had higher presence
of ASCA (p<0.01), lower presence of pANCA (p=0.02) and higher levels of fecal calprotectin, CRP and ESR at
diagnosis. In multivariate analyses ASCA and pANCA status, but not CRP, ESR or calprotectin, were independently
associated with early TNF blocker treatment.

Conclusions: ASCA and pANCA status were associated with having IBD and with early TNF blocker treatment
in CD.
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Rapid and safe response to low-dose carbamazepine in neonatal epilepsy
carbamazepine (x dzadiiall dsjall daypalls AlaY) Aplaia)
Oatlsl) dis £ all c¥la b

Sands TT, et al.
Epilepsia 2016 Nov 26.

Obijective: To evaluate treatment responses in benign familial neonatal epilepsy (BFNE).

Methods: We recruited patients with BFNE through a multicenter international collaboration and reviewed
electroclinical and genetic details, and treatment response. All patients were tested at minimum for mutations/
deletions in the KCNQ2, KCNQ3, and SCN2A genes.

Results: Nineteen patients were included in this study. A family history of neonatal seizures was positive in
16 patients, and one additional patient had a family history of infantile seizures. Mutations or deletions of
KCNQ2 were found in 14, and of KCNQ3 in 2, of the 19 patients. In all patients, seizures began at 2-5 days
of life and occurred multiple times per day. Four patients developed status epilepticus. Seizures were focal,
alternating between hemispheres, and characterized by asymmetric tonic posturing associated with apnea
and desaturation, followed by unilateral or bilateral asynchronous clonic jerking. Twelve of 19 patients were
treated with multiple medications prior to seizure cessation. Seventeen of (88%) 19 patients were seizure-
free within hours of receiving oral carbamazepine (CBZ) or oxcarbazepine (OXC). Earlier initiation of CBZ
was associated with shorter hospitalization (p<0.01). No side effects of CBZ were reported. All patients had
normal development and remain seizure-free at a mean follow-up period of 7.8 years (6 months-16 years).
Significant: This study provides evidence that CBZ is safe and rapidly effective in neonates with BFNE,
even in status epilepticus. We propose that CBZ should be the drug of choice in benign familial neonatal
seizures.
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Vascular endothelial growth factor (VEGF) and platelet-derived
growth factor (PDGF) levels in the cerebrospinal fluid of children
with influenza-associated encephalopathy

PDGF clagiall ¢ (gidall galll Jale g VEGF dlegll it galll Jale il siaa
[HSIEYL Jaiyal) § Ladl) JMiel cbiaall QLYY die ,Sgdl) L& Ladl Jilad)

Morichi S, et al.
J Infect Chemother 2016 Nov 23.

Introduction: To search for an index of neurologic prognosis of children with influenza-associated
encephalopathy (IAE), involvement of angiogenesis-related growth factors in the pathology was
investigated.

Patients and methods: The subjects were 11 IAE patients, 6 patients with bacterial meningitis (BM), and 24
patients with non-central nervous system infection as a control group admitted to our hospital. The correlation
between the vascular endothelial growth factor (VEGF) and platelet-derived growth factor (PDGF) levels
in cerebrospinal fluid and the relationship with an index of inflammatory marker, interleukin (IL)-6, were
investigated. Using the Pediatric Cerebral Performance Categories (PCPC) score as a prognostic indicator,
we evaluated the association between the biomarkers and neurologic prognosis.

Results: PDGF significantly increased in the IAE group compared with that in the BM group. Cerebrospinal
fluid VEGF and PDGF increased in all IAE and BM patients compared with that in the control group,
and VEGF and PDGF were positively correlated in the 2 groups. No correlation was found between the
cerebrospinal fluid VEGF and PDGF levels and IL-6 level in the IAE group, whereas a correlation was found
in the BM group. All these factors increased in patients with poor neurologic prognosis.

Discussion: Itis possible that the disease state of IAE can be evaluated based on vascular endothelial disorder-
related markers.
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Diabetes screening in overweight and obese
children and adolescents

O )ally JULY) wis Lladly 058l Bal) eVl B Sl £ 1Al (o gl

Ehehalt S, et al.
Eur J Pediatr 2016 Nov 25.

Type 2 diabetes can occur without any symptoms, and health problems associated with the disease are serious.
Screening tests allowing an early diagnosis are desirable. However, optimal screening tests for diabetes in obese
youth are discussed controversially. We performed an observational multicenter analysis including 4848 (2668
female) overweight and obese children aged 7 to 17 years without previously known diabetes. Using HbA1c and
OGTT as diagnostic criteria, 2.4% (n=115, 55 female) could be classified as having diabetes. Within this group,
68.7% had HbAlc levels >48 mmol/mol (>6.5%). FPG >126 mg/dl (=7.0 mmol/l) and/or 2-h glucose levels
>200 mg/dl (>11.1 mmol/l) were found in 46.1%. Out of the 115 cases fulfilling the OGTT and/or HbAlc crite-
ria for diabetes, diabetes was confirmed in 43.5%. For FPG, the ROC analysis revealed an optimal threshold of
98 mg/dl (5.4 mmol/l) (sensitivity 70%, specificity 88%). For HbAlc, the best cut-off value was 42 mmol/mol
(6.0%) (sensitivity 94%, specificity 93%).

Conclusions: HbAlc seems to be more reliable than OGTT for diabetes screening in overweight and obese
children and adolescents. The optimal HbAlc threshold for identifying patients with diabetes was found to be
42 mmol/mol (6.0%).
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Chemotherapy-related leukopenia as a biomarker predicting
survival outcomes in locally advanced cervical cancer
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Bogani G, et al.
Eur J Obstet Gynecol Reprod Biol 2016 Nov 19;208:41-45.

Objective: To investigate the impact of hematologic toxicity and leukopenia in locally advanced cervical cancer
patients undergoing neoadjuvant chemotherapy (NACT).

Study design: Data of consecutive patients undergoing platinum-based NACT followed by surgery were
retrospectively searched in order to evaluate the impact of chemotherapy-related toxicity on survival outcomes.
Toxicity was graded per the Common Terminology Criteria for Adverse Events (CTCAEV.4.03). Survival outcomes
were evaluated using Kaplan-Meir and Cox hazard models.

Results: Overall, 126 patients were included. Among those, 94 (74.6%) patients experienced grade 2+ hematologic
toxicity; while, grade 2+ non-hematologic toxicity occurred in 11 (8.7%) patients. After a median follow-up of 37.1
(inter-quartile range, 12-57.5) months, 21 (16.6%) patients experienced recurrence. Via multivariate analysis, no
factor was independently associated with disease-free survival; while a trend toward worse prognosis was observed
for patients experiencing grade 2+ leukopenia at cycle-3 (HR: 3.13 (95%CI: 0.94, 10.3); p=0.06). Similarly, grade 2+
leukopenia (HR: 9.98 (95%Cl: 1.14, 86.6); p=0.03), lymph-node positivity (HR: 14.6 (95%CI:1.0, 214.4); p=0.05)
and vaginal involvement (HR: 5.81 (95%Cl:1.43, 23.6); p=0.01) impacted on overall survival, at multivariate
analysis. Magnitude of leukopenia correlated with survival (p<0.001).

Conclusions: Although, our data have to be confirmed by prospective investigations, the present study shows an
association between the occurrence of leukopenia and survival outcomes. NACT-related immunosuppression might
reduce the response against the tumor, thus promoting cancer -progression.
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First trimester serum placental growth factor and hyperglycosylated
human chorionic gonadotropin are associated with pre-eclampsia
hyperglycosylated 8;sisll ddajyia 43yl dpasdiall dpdulial) Ailally asdiall gail) Jale G Jalii )
g J8 L Alag Jaall g4 Glil) B WY sie Juadd)

Keikkala E, et al.
BMC Pregnancy Childbirth 2016 Nov 25;16(1):378.

Background: To study whether maternal serum hyperglycosylated human chorionic gonadotropin (hCG-h) improves
first trimester prediction of pre-eclampsia when combined with placental growth factor (PIGF), pregnancy-associated
plasma protein-A (PAPP-A) and maternal risk factors.

Methods: Gestational-age-adjusted concentrations of hCG, hCG-h, PIGF and PAPP-A were analysed in serum
samples by time-resolved immunofluorometric assays at 8-13 weeks of gestation. The case-control study included
98 women who developed pre-eclampsia, 25 who developed gestational hypertension, 41 normotensive women with
small-for-gestational-age (SGA) infants and 177 controls.

Results: Of 98 women with pre-eclampsia, 24 women developed preterm pre-eclampsia (diagnosis <37 weeks
of gestation) and 13 of them had early-onset pre-eclampsia (diagnosis <34 weeks of gestation). They had lower
concentrations of PIGF, PAPP-A and proportion of hCG-h to hCG (%hCG-h) than controls. In receiver-operating
characteristics (ROC) curve analysis, the area under the curve (AUC) for the combination of PIGF, PAPP-A, %hCG-h,
nulliparity and mean arterial blood pressure was 0.805 (95% confidence interval, CI, 0.699-0.912) for preterm pre-
eclampsia and 0.870 (95% CI 0.750-0.988) for early-onset pre-eclampsia. Without %hCG-h the AUC values were
0.756 (95% C10.651-0.861) and 0.810 (95% CI 0.682-0.938) respectively. For prediction of gestational hypertension,
the AUC for %hCG-h was 0.708 (95% CI 0.608-0.808), but for other markers the AUC values were not significant.
None of the AUC values were significant for the prediction of SGA infants in normotensive women.

Conclusions: First trimester maternal serum %hCG-h tended to improve prediction of preterm and early-onset pre-
eclampsia when combined with PIGF, PAPP-A and maternal risk factors.
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Predictive factors for the methotrexate treatment outcome in ectopic pregnancy
Al Jaall ¥ 3 methotrexate 1 dadlaal) guiliil 435l Jalgad)

Bonin L, et al.
Eur J Obstet Gynecol Reprod Biol 2016 Nov 19;208:23-30.

Objective: We sought to evaluate the global success rate of intramuscular methotrexate for the treatment of ectopic
pregnancy, identify factors predictive of treatment success or failure, and study methotrexate tolerability in a large
patient cohort.

Study design: For this single-center retrospective observational study, we retrieved the records of all women who
had a clinically or echographically confirmed ectopic pregnancy with a Fernandez score <13 and who were treated
according to a 1 mg/kg intramuscular single-dose methotrexate protocol. Medical treatment failure was defined by an
obligation to proceed to laparoscopy. Needing a second injection was not considered to be medical treatment failure.
Results: Between February 2008 and November 2013 (69 months), 400 women received methotrexate for ectopic
pregnancy. The medical treatment protocol was effective for 314 patients, i.e., an overall success rate of 78.5%.
A single methotrexate dose was sufficient for 63.5% of the women and a second dose was successful for 73.2%
of the remaining women. The medical treatment success rate fell as initial hCG levels climbed. The main factors
associated with methotrexate failure included day (D) 0, D4 and D7 hCG levels, pretherapeutic blood progesterone,
hematosalpinx at DO and pain at D7. Early favorable kinetics of hCG levels was predictive of success. Methotrexate
treatment was successful in 90% of women who had DO hCG <1000 IU/l. Methotrexate tolerability was good, with
only 9% of the women reporting non-severe adverse effects. The fertility rate with delivery after medical treatment
for ectopic pregnancy was 80.7%.

Conclusions: In this study, we showed that an initial hCG value <1000 IU/I and favorable early hCG kinetics were
predictive factors for the successful medical treatment of ectopic pregnancy by methotrexate, and hematosalpinx
and pretherapeutic blood progesterone >5 ng/ml at diagnosis were predictive of its failure. We also confirmed good
tolerability for single-dose methotrexate protocols.
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Supplementation with progestogens in the first trimester of pregnancy
to prevent miscarriage in women with unexplained recurrent miscarriage

el i sl BBy el A clblBay) ¢ aal) A Jaadl e 1 GBI A 0 g uag b dasal) Aadlaal) g0

Saccone G, et al.
Fertil Steril 2016 Nov 22.

Objective: To investigate whether treatment with progestogens in the first trimester of pregnancy would decrease the
incidence of miscarriage in women with a history of unexplained recurrent miscarriage.

Design: Systematic review and meta-analysis.

Patients: Women with a history of unexplained recurrent miscarriage.

Intervention: Randomized, controlled trials were identified by searching electronic databases. We included
randomized, controlled trials comparing supplementation with progestogens (i.e., intervention group) in the first
trimester of pregnancy with control (either placebo or no treatment) in women with a history of recurrent miscarriage.
All types of progestogens, including natural P and synthetic progestins, were analyzed.

Main outcome measures: The primary outcome was the incidence of miscarriage. The summary measures were
reported as relative risk (RR) with 95% confidence interval (CI).

Results: Ten trials including 1,586 women with recurrent miscarriage were analyzed. Eight studies used placebo
as control and were double-blind. Regarding the intervention, two RCTs used natural P, whereas the other eight
studies used progestins: medroxyprogesterone, cyclopentylenol ether of progesterone, dydrogesterone, or
17-hydroxyprogesterone caproate. Pooled data from the 10 trials showed that women with a history of unexplained
recurrent miscarriage who were randomized to the progestogens group in the first trimester and before 16 weeks had
a lower risk of recurrent miscarriage (RR 0.72, 95% CI 0.53-0.97) and higher live birth rate (RR 1.07, 95% CI 1.02-
1.15) compared with those who did not. No statistically significant differences were found in the other secondary
outcomes, including preterm birth (RR 1.09, 95% CI 0.71-1.66), neonatal mortality (RR 1.80, 95% CI 0.44-7.34),
and fetal genital abnormalities (RR 1.68, 95% CI 0.22-12.62).

Conclusions: Our findings provide evidence that supplementation with progestogens may reduce the incidence
of recurrent miscarriages and seem to be safe for the fetuses. Synthetic progestogens, including weekly IM
17-hydroxyprogesterone caproate, but not natural P, were associated with a lower risk of recurrent miscarriage. Given
the limitations of the studies included in our meta-analysis, it is difficult to recommend route and dose of progestogen
therapy. Further head-to-head trials of P types, dosing, and route of administration are required.
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Clinicopathological features of thyroid cancer in the elderly compared to younger counterparts

S s aa AEally Cpienall die (Al Glapmd dpidapall dpag piil) 4y pdl ailiadl)
Dellal FD, et al.
J Endocrinol Invest 2016 Nov 24.

Purpose: The incidence of thyroid cancer is increased in elderly patients. It tends to be larger and have more
aggressive characteristics in these patients. Our aim was to compare features of thyroid carcinoma in geriatric and
non-geriatric patients.

Methods: In total, 933 patients with thyroid cancer were retrospectively reviewed. Thyroid functions, ultrasonography
features of malignant nodules, cytological and histopathological findings and the rates of recurrence and persistence
were compared in patients >65 and <65 years old.

Results: There were 153 malignant foci in 109 (11.7%) patients >65 and 1185 malignant foci in 824 (88.3%)
patients <65 years old. Mean nodule diameter was significantly higher in geriatric patients (p=0.008). Most of the
ultrasonographical features of malignant nodules were similar in two groups. Hypoechoic halo was observed in 16.4
and 28.6% of malignant nodules in geriatric and non-geriatric group, respectively (p=0.034). There was no significant
difference in cytological diagnosis. Histopathologically, tumor diameter, rates of microcarcinomas and incidentality
were similar. Of all cancer types, 88.8% in geriatric and 93.9% in non-geriatric group were papillary thyroid cancer
(p=0.028). Hurthle cell cancer constituted 3.9 and 1.1% of carcinomas in geriatric and non-geriatric patients,
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respectively (p=0.015); 2.0 and 0.2% of tumors in geriatric and non-geriatric group were anaplastic, respectively
(p=0.012). Capsular and vascular invasion, extrathyroidal extension, persistence and recurrence rates were similar.
Conclusions: Rates of anaplastic cancer and Hurthle cell cancer which is known to have worser prognosis among
other differentiated thyroid cancers are increased in geriatric ages. Cytological evaluation of thyroid nodules should
strongly be considered due to increased tendency for aggressive tumor types in these patients.
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The diagnostic impact of testicular biopsies for intratubular germ cell neoplasia
in cryptorchid boys and the subsequent risk of testicular cancer in men
with prepubertal surgery for syndromic or non-syndromic cryptorchidism
Apial) A L) LAY cfpdds cla B Luadl) Aciad Luadiddll 4paaY)
daadl) Gl Fad) Jhadlly Saled) Auadl) cN¥ sy Lual) i
Lapliall ey Lapdiial) Salgl) duadl) cflal dalall sha) s Jla vie

Osterballe L, et al.
J Pediatr Surg 2016 Aug 27.

Introduction: Cryptorchidism is a risk factor for testicular cancer in adult life. It remains unclear how prepubertal
surgery for cryptorchidism impacts later development of adult testicular cancer. The aim of study was to investigate
tools to identify the cryptorchid boys who later develop testicular cancer.

Methods: The study cohort consisted of 1403 men operated prepubertally/pubertally for undescended testis between
1971 and 2003. At surgery testicular biopsies were taken from the cryptorchid testes. The boys were followed for
occurrence of testicular cancer. The testicular cancer risk was compared to the risk in the Danish Population. Testicular
biopsies from the boys who developed testicular cancer during follow-up underwent histological examination with
specific diagnostic immunohistochemical markers for germ cell neoplasia.

Results: The cohort was followed for 33,627 person years at risk. We identified 16 cases with testicular cancer in
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adulthood. The standardized incidence ratio was 2.66 (95% CI: 1.52-4.32). At time of primary surgery in prepubertal/
pubertal age Intratubular Germ Cell Neoplasia (ITGCN) was diagnosed in 5 cases and the boys were unilaterally
orchiectomized. At follow-up new immunohistochemical staining indicated ITGCN in two of the 16 cancer cases at
reevaluation of the original biopsies from time of prepubertal/pubertal surgery. One had syndromic cryptorchid and
developed seminoma, and another showed nonsyndromic cryptorchidism and developed embryonic teratocarcinoma.
Totally, ITGCN was diagnosed in 0.5% (7/1403) of prepubertal cryptorchid boys, where of 57% (4/7) in syndromic-
cryptorchidism.

Discussion: ITGCN is predominantly observed prepubertally in boys with syndromic-cryptorchidism. In
nonsyndromic cryptorchidism testicular cancer develops postpubertally, generally not based on dormant germ cells
of ITGCN caused by an early fetal maldevelopment.
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Association between shunt-responsive idiopathic normal pressure
hydrocephalus and alcohol

Ayail) oY dpadaal) INPH quud) Jsgaa idal) s Gyl s i) Allag Jgas) gl ¢ A8Mal)

Hickman TT, et al.
J Neurosurg 2016 Sep 30:1-9.

Objective: Idiopathic normal pressure hydrocephalus (iNPH) is characterized by ventriculomegaly, gait difficulty,
incontinence, and dementia. The symptoms can be ameliorated by CSF drainage. The object of this study was to
identify factors associated with shunt-responsive iNPH.

Methods: The authors reviewed the medical records of 529 patients who underwent shunt placement for iNPH at
their institution between July 2001 and March 2015. Variables associated with shunt-responsive iNPH were identified
using bivariate and multivariate analyses. Detailed alcohol consumption information was obtained for 328 patients
and was used to examine the relationship between alcohol and shunt-responsive iINPH. A computerized patient
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registry from 2 academic medical centers was queried to determine the prevalence of alcohol abuse among 1665
iNPH patients.

Results: Bivariate analysis identified associations between shunt-responsive iNPH and gait difficulty (OR 4.59,
95% CI 2.32-9.09; p<0.0001), dementia (OR 1.79, 95% CI 1.14-2.80; p=0.01), incontinence (OR 1.77, 95% CI
1.13-2.76; p=0.01), and alcohol use (OR 1.98, 95% CI 1.23-3.16; p=0.03). Borderline significance was observed for
hyperlipidemia (OR 1.56, 95% CI 0.99-2.45; p=0.054), a family history of hyperlipidemia (OR 3.09, 95% CI 0.93-
10.26, p=0.054), and diabetes (OR 1.83, 95% CI 0.96-3.51; p=0.064). Multivariate analysis identified associations
with gait difficulty (OR 3.98, 95% CI 1.81-8.77; p=0.0006) and alcohol (OR 1.94, 95% CI 1.10-3.39; p=0.04).
Increased alcohol intake correlated with greater improvement after CSF drainage. Alcohol abuse was 2.5 times more
prevalent among iNPH patients than matched controls.

Conclusions: Alcohol consumption is associated with the development of shunt-responsive iNPH.
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Enlarged subarachnoid spaces and intracranial hemorrhage
in children with accidental head trauma
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Fingarson AK, et al.
J Neurosurg Pediatr 2016 Nov 25:1-5.

Objective: Benign external hydrocephalus (BEH) is an enlargement of the subarachnoid spaces (SASs) that can
be seen in young children. It is controversial whether children with BEH are predisposed to developing subdural
hemorrhage (SDH) with or without trauma. This issue is clinically relevant as a finding of unexplained SDH raises
concerns about child abuse and often prompts child protection and law enforcement investigations.
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Methods: This retrospective study included children (1-24 months of age) who underwent head CT scanning after an
accidental fall of less than 6 feet. Head CT scans were reviewed, cranial findings were documented, and the SAS was
measured and qualitatively evaluated. Enlarged SAS was defined as an extraaxial space (EAS) greater than 4 mm on
CT scans. Clinical measurements of head circumference (HC) were noted, and the head circumference percentile was
calculated. The relationship between enlarged SAS and HC percentile, and enlarged SAS and intracranial hemorrhage
(ICH), were investigated using bivariate analysis.

Results: Of the 110 children included in this sample, 23 had EASs greater than 4 mm. The mean patient age was
6.8 months (median 6.0 months). Thirty-four patients (30.9%) had ICHSs, including subarachnoid/subpial (6.2%),
subdural (6.2%), epidural (5.0%), and unspecified extraaxial hemorrhage (16.5%). Enlarged SAS was positively
associated with subarachnoid/subpial hemorrhage; there was no association between enlarged SASs and either SDH
or epidural hemorrhage. A larger SAS was positively associated with larger HC percentile; however, HC percentile
was not independently associated with ICH.

Conclusions: Enlarged SAS was not associated with SDH, but was associated with other ICHs. The authors> findings
do not support the theory that BEH predisposes children to SDH with minor accidental trauma.
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Cardiovascular Diseases

Asle o Bl e

Clinical characteristics and prognosis of acute coronary syndrome in young women and men
Crdll) Jlally oLl die Balad) 4ty dajdliall e B A1 4y ) (aibadl)
Ma Q, et al.
Int J Cardiol 2016 Nov 9;228:837-843.

Objectives: The clinical characteristics and prognosis of young women (<50 years) with acute coronary syndrome

(ACS) are still unclear.
Methods: A total of 5196 patients with ACS were enrolled from the cardiac center of Chinese PLA General Hospital

70



Journal of the Arab Board of Health Specializations Vol.17, No.4, 2016

and Anzhen Hospital. The clinical characteristics of these patients were analyzed. Then the PubMed, EMBASE, and
Cochrane Central Register of Controlled Trials electronic databases were searched from January 2001 to July 2016.
Clinical trials that performed comparisons prognosis of young women versus men with ACS were considered for
inclusion.

Results: The young men had higher BMI, had increased incidence of hyperlipidemia, and were more likely to smoke,
drink alcohol, and have had a previous MI. There was a higher proportion of unstable angina (UA) in women than
in men (P<0.05). The proportion of thrombolysis myocardial infarction (TIMI) 0 in women was lower than in men
(P=0.001), and the proportion of TIMI 3 was higher in women than in men (P=0.000). The mortality of in-hospital,
short-term, and long-term rate was significantly higher in women than that in men (6.2% vs 2.9%, OR=1.84, P<0.001;
16.4% vs 11.5%, OR=1.66, P=0.007; 8.9% vs 3.0%, OR=1.41, P=0.008), but there were no significant differences in
the rates of major adverse cardiac events (MACE).

Conclusions: In young women patients with ACS, the mortality rate during in-hospital, short-term, and longer-term
follow-up in women was higher than that in men. Thus, young women with ACS need more attention during clinical
diagnosis and treatment.
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Tissue thrombin is associated
with the pathogenesis of dilated cardiomyopathy
(etonsil) Alal) Aland) JSlie) Apidalpaly oasadl) sy il) ABe

Ito K1, et al.
Int J Cardiol 2016 Nov 9;228:821-827.

Background: Thrombin is a serine protease known to be the final product of the coagulation cascade. However,
thrombin plays other physiological roles in processes such as gastric contractions and vessel wound healing, and
a state of coagulability is increased in patients with dilated cardiomyopathy (DCM). In this study, we investigate
the role of thrombin in the pathogenesis of DCM. The purpose of this study is to clarify the role of thrombin in the
pathogenesis of DCM and investigate the possibility of treatment against DCM by thrombin inhibition.
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Methods: We investigated the expression of thrombin in the left ventricles of five patients with DCM who underwent
the Batista operation and four patients without heart disease. Furthermore, we investigated the involvement of
thrombin in the development of DCM using knock-in mice with a deletion mutation of cardiac troponin T that
causes human DCM (AK210 knock-in mouse) (B6;129-Tnnt2tm2Mmto) and assessed the effects of a direct thrombin
inhibitor, dabigatran on AK210 knock-in mice using echocardiographic examinations, the Kaplan-Meier method and
Western blotting.

Results: The immunohistochemical analysis showed a strong thrombin expression in the DCM patients compared to
the patients without heart disease. In immunohistochemical analysis, a strong thrombin expression was observed in
the heart tissues analysis in the AK210 knock-in mice. Dabigatran administration significantly improved fractional
shortening according to the echocardiographic examination and the survival outcomes in AK210 knock-in mice.
Conclusions: Tissue thrombin is involved in the pathogenesis of DCM and thrombin inhibition can be beneficial for
the treatment of DCM.
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Gastroenterology
. £
dnaagll )yl
Long-term progression of viral load and serum markers of fibrosis
among treated and untreated patients with chronic hepatitis B

cadill Lbaal) Cilaulglly g il Jaall MY amy  ghal)
B Gajal) (pugdl) 0l lgdll & Cpadlaal) g Gaalleall oyl aic

LiJ, etal.
J Gastroenterol Hepatol 2016 Nov 26.

Background and aims: Antiviral therapy for patients with hepatitis B (HBV) infection is generally deferred for
«immune inactive» patients, although longitudinal changes in viral load and liver fibrosis remain understudied in
this population. Likewise, in treated patients, the temporal relationship between changes in viral load and liver
fibrosis is not well-characterized. Using data from the Chronic Hepatitis Cohort Study, we investigated viral load and
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the Fibrosis-4 index (FIB4, a serum-based marker of liver fibrosis) trajectories in both untreated and treated HBV
patients.

Materials and methods: We applied a bivariate, piecewise, linear spline, mixed-effects modeling approach to data
from 766 HBV patients (342 untreated, 424 treated). Treatment selection bias was adjusted using propensity scores.
Multiple sensitivity analyses were used to confirm results in untreated patients.

Results: Among all untreated patients, FIB4 began to increase by 0.9% per month (11% per year) (p<0.05) at
28 months post-index date, suggesting fibrosis progression. Significant FIB4 progression was also observed within a
subgroup analysis of «immune inactive» untreated patients. In treated patients, viral load declined 31.8% per month
(p<0.05) for the first 5 months after treatment initiation, and 1.4-1.7% per month (p<0.05) thereafter. At 5 months
after treatment initiation, FIB4 began to decline 0.5% per month (p<0.05), stabilizing at 28 months.

Conclusions: Among untreated HBV patients, FIB4 gradually increases over time, suggesting fibrosis progression,
even in those patients designated as immune inactive. In treated patients, antiviral therapy results in a rapid decline
in viral load followed by a delayed decline in markers of liver fibrosis.
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A randomized controlled trial comparing lactulose plus albumin versus
lactulose alone for treatment of hepatic encephalopathy
ERP-SUIKIECRIEWE EFTRIE PSS NCRE S
sl S laal) s dallaa B Cpasd¥) sy o 2

Sharma BC, et al.
J Gastroenterol Hepatol 2016 Nov 25.

Background: Hepatic encephalopathy (HE) is associated with poor prognosis and treatment of HE is primarily
directed at the reduction of the blood ammonia levels. We evaluated the efficacy and safety of albumin plus lactulose
versus lactulose alone for treatment of overt HE.

Methods: In prospective randomized controlled trial, 120 patients with overt HE were randomized in 2 groups; group
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A lactulose plus albumin (n = 60) and group B, lactulose alone (n = 60). Primary end point was complete reversal of
HE and secondary end points were mortality and hospital stay.

Results: 120 patients (mean age 40.4+9.3 years) were included in study. 36 (30%) patients were in Child-Turcotte-
Pugh (CTP) class B and 84 (70%) were in CTP Class C. Mean CTP score was 9.8£2.1 and MELD score was
26.1+5.3. 27 (22.5%) had grade 2, 57 (47.5%) had grade 3 and 36 (30%) had grade 4 HE at the time of admission.
Forty five (75%) patients in group A compared to thirty two (53.3%) patients in group B had complete reversal of
HE (p=0.03). Mortality was significantly lower in lactulose plus albumin group [11(18.3%)] versus lactulose alone
[19 (31.6%), (p<0.05)]. There was significant decrease in levels of arterial ammonia, IL-6, IL-18, TNF-alpha and
endotoxins after treatment in both groups however the delta decrease was significantly higher in group A compared
to group B. Hospital stay was shorter in group A.

Conclusions: Combination of lactulose plus albumin is more effective than lactulose alone in treatment of overt HE.
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Neurology
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Pain, cognition and quality of life associate with structural measures
of brain volume loss in multiple sclerosis
L) clualgdlly @ayly sladl s gl cal¥) (p Adals)) A8Dlal)
sanial) qulall) puaye is §laal) aaa 8 aall

Fritz NE, et al.
NeuroRehabilitation 2016 Sep 27.

Background: Multiple sclerosis (MS) is characterized by physical and mental impairments that often result in pain
and reduced quality of life.

Objective: To understand the relationship of pain, quality of life, and cognition to structural measures of brain
volume.
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Methods: Behavioral measures were assessed in a single session using standardized questionnaires and rating scales.
Brain volume measures were assessed with structural magnetic resonance imaging (MRI).

Results: Twenty-nine individuals with relapsing-remitting MS and 29 age-matched controls participated in this
study. Pain, quality of life, and cognition were significantly interrelated. Higher fluid attenuation inversion recovery
weighted lesion volume was significantly associated with increased reports of pain (p=0.01), lower physical quality
of life (p<0.0001), and lower cognitive performance (p=0.001) in our cohort.

Conclusions: Assessment of pain and quality of life along with structural MRI highlights the importance of
understanding structure-function relationships in MS and suggests that therapists should not only evaluate individuals
for cognition and quality of life, but should consider rehabilitation goals that target these areas.
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Hematology And Oncology
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Hormonal receptors in lung adenocarcinoma: expression
and difference in outcome by sex
o) 1Agar) A5 Al pe ¥ la b A gasgd) cDLiual)
cadall AL Al ik ‘_,3 DAY

Berardi R, et al.
Oncotarget 2016 Sep 26.

Background: Lung cancer seems to have different epidemiological, biomolecular and clinical characteristics in
females than in males, with a better prognosis for women. The aim of the study is to determine gender differences in
lung adenocarcinoma in terms of androgen (AR), estrogen (ER)a and progesterone (PgR) receptors expression and
their impact on outcome.

Materials and methods: We conducted an analysis on a cohort of 62 patients with advanced NSCLC treated at our
institution. We investigated the immunohistochemical expression of n/c AR, ERa and PgR in 62 NSCLC and we
correlated it with patients’ clinic-pathologic characteristics and with prognosis.

Results: Overall survival was significantly better in ERo and in PgR positive lung adenocarcinoma patients
(median survival 45 vs. 19 months). Eight out of 62 patients showed positive expression of nuclear (n) AR and 18
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of cytoplasmic (c) AR with a significantly better survival (49 vs. 19 and 45 vs. 19 months, respectively). There was
a significant difference in survival between patients with vs. without c-AR expression (30 vs. 17 months). Finally, in
the subgroup of women, median survival was greater in positive expression of c-AR than for women with negative
c-AR (45 vs. 21 months).

Conclusions: Our results showed that the positive expression of one hormonal receptor could represent a prognostic
factor. Furthermore our study suggests that AR should become object of close examination in a larger series of lung
adenocarcinoma patients, also for selection of the patients with best prognosis that can perform more chemotherapy
lines.
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Can neuroimaging markers of vascular pathology explain cognitive performance
in adults with sickle cell anemia?
mard) gl Jil gy Adaadlal) Ayl gl ) cilanly 5aild
il aal) Bh ey Al Mo el oY) auls B

Jorgensen DR, et al.
Hemoglobin 2016 Sep 30:1-13.

Adults with homozygous sickle cell anemia have, on average, lower cognitive function than unaffected controls.
The mechanisms underlying cognitive deterioration in this population are poorly understood, but cerebral small
vessel disease (CSVD) is likely to be implicated. We conducted a systematic review using the Prisma Reporting
Items for Systematic Reviews and Meta-Analyses (PRISMA) guidelines of articles that included both measures of
cognitive function and magnetic resonance imaging (MRI) neuroimaging markers of small vessel disease. While
all five studies identified small vessel disease by MRI, only two of them found a significant relationship between
structural changes and cognitive performance. Differences in methodologies and small sample sizes likely accounted
for the discrepancies between the studies. We conclude that while MR is a valuable tool to identify markers of CSVD
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in this population, larger studies are needed to definitely establish a link between MRI-detectable abnormalities and
cognitive function in sickle cell anemia.
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Endocrinology
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Circulating periostin in relation to insulin resistance and nonalcoholic fatty liver disease
among overweight and obese subjects
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Yang Z, et al.
Sci Rep 2016 Nov 25;6:37886.

Recent study showed periostin play a pivotal role in abnormal liver triglyceride (TG) accumulation and in the
development of obesity-related liver fat accumulation. However, little is known regarding whether periostin plays a
key role in the heightened prevalence of NAFLD and other metabolic phenotypes among large-scale populations. A
cross-sectional sample of 8850 subjects aged 40 yr or older from China were evaluated in this study. Serum periostin
was measured by ELISA methods. The diagnosis of NAFLD by liver ultrasonic examination. Among overweight
and obese subjects, NAFLD subjects had higher serum periostin levels than those without NAFLD (126.75 ng/ml
vs. 75.96 ng/ml, p<0.001). Periostin was associated with a higher risk for NAFLD (OR 1.75 for each SD increase in
periostin, 95% CI 1.04-3.37, p<0.001) among overweightand obese subjects after confounder adjustment. Furthermore,
periostin levels among overweight and obese subjects were correlated with aspartate aminotransferase (r=0.102,
p=0.004), alanine aminotransferase (r=0.108, p=0.003), waist circumference (r=0.111, p=0.002), homeostasis model
assessment index-insulin resistance (r=0.154, p<0.001) and fasting plasma insulin (r=0.098, p=0.006), TG (r=0.117,
p=0.001). Elevated circulating periostin level was associated with an increased risk of having NAFLD and insulin
resistance among overweight and obese individuals.
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Dipeptidyl peptidase-4 inhibitors, peripheral arterial disease
and lower extremity amputation risk in diabetic patients
Ldaaal) eyl cldly dipeptidyl peptidase-4 ciladia ¢y Aidlal)

GSad) 1Al pidape dic Adid) i) B el iy

Chang CC, et al.
Am J Med 2016 Nov 21.

Background: Recent studies have elucidated the vascular protective effects of dipeptidyl peptidase-4 inhibitors
(DPP-4 inhibitors). However, to date no large-scale studies have been carried out to determine the impact of DPP-4
inhibitors on the occurrence of peripheral arterial disease, and lower extremity amputation risk in patients with type
2 diabetes mellitus.

Methods: We conducted a retrospective registry analysis using Taiwan’s National Health Insurance Research
Database to investigate the correlation between the use of DPP-4 inhibitors and risk of peripheral arterial disease in
patients with type 2 diabetes mellitus. A total of 82,169 propensity score-matched pairs of DPP-4 inhibitor users and
non-users with type 2 diabetes mellitus were examined for the period 2009 to 2011.

Results: The mean age of the study subjects was 58.9+12.0 years, and 54% of subjects were male. During the mean
follow-up of 3.0 years (maximum, 4.8 years), a total of 3,369 DPP-4 inhibitor users and 3,880 DPP-4 inhibitor non-
users were diagnosed with peripheral arterial disease. Compared with non-users, DPP-4 inhibitor users were associated
with a lower risk of peripheral arterial disease (hazard ratio, [HR], 0.84 [95% CI, 0.80 to 0.88]). Additionally, DPP-4
inhibitor users had a decreased risk of lower extremity amputation than non-users (hazard ratio, [HR], 0.65 [95%
CI, 0.54 to 0.79]). The association between use of DPP-4 inhibitors and risk of peripheral arterial disease was also
consistent in subgroup analysis.

Conclusions: This large-scale nationwide population-based cohort study is the first to demonstrate that treatment
with DPP-4 inhibitors is associated with lower risk of peripheral arterial disease occurrence and limb amputation in
patients with type 2 diabetes mellitus.
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Rheumatology And Orthopedics
aUasll ialyalg i) (oal )

Do tumor necrosis factor inhibitors increase cancer risk in patients
with chronic immune-mediated inflammatory disorders?

Olasuad) Jhad 3aliy b aysll Jadall Jalal) cilladia aalud Ja
he Lally Ao giall Aiajal) Aulgily) clihlac) pdaje dic

ChenY, etal.
Cytokine 2016 Sep 26.

Inhibition of tumor necrosis factor (TNF) activity has profoundly changed the management of several immune-
mediated inflammatory diseases with great benefit for patients. The application of TNF inhibitors (TNFi), however,
also brings a new concern, malignancy. We performed a systemic review to collect the studies reporting cancer
incidences and risks in TNFi users regardless of indications. TNFi were most frequently used in treating patients
with rheumatoid arthritis (RA) and inflammatory bowel diseases (IBD). In RA patients without prior cancer history,
the incidences of malignancies ranged from the lowest rate 0 per 1000 person-years in etanercept users regarding
lymphoma to the highest rate 35.62 per 1000 person-years in adalimumab users on non-melanoma skin cancer
(NMSC), while in those patients with prior cancer history, the recurrent incidences of malignancies ranged from
the lowest rate 5.05 per 1000 person-years regarding melanoma to the highest rate 63.20 per 1000 person-years on
basal cell carcinoma (BCC) in TNFi users. In IBD patients, incidences ranged from 0 per 1000 person-years in TNFi
users on lymphoma to 34.0 per 1000 person-years in infliximab users on overall cancer. However, these incidence
rates of overall cancer, lymphoma and melanoma were not higher in comparison with those patients who were not
treated with TNFi. Compared to general population, incidences of lymphoma were elevated in RA patients and rates
of NMSC were higher in patients with psoriasis, RA and IBD. In conclusion, cancer incidences vary across different
studies, indications, cancer types and studies with different individual TNFi. Treatment with TNFi is not associated
with increased malignant risks of overall cancer, lymphoma or melanoma. Results of NMSC risk were inconsistent
among studies. A latest prospective registry study demonstrated a small increased risk of squamous cell cancer in RA
patients treated with TNFi (one additional case for every 1600 years of treatment experience). Further prospective
studies are needed to verify whether TNFi users have higher NMSC risk than non-TNFi users.

Al 508 218 ) Ay ol Aelially Aasd il AuleaN) Gabel) i 8 5yeS lad TNF a5l said) Jelad) ddlad Lo Caaal il

Lk Aongie dxalye eha) & A5LAN Jlad g VI Taaa 8 o)50 aasf 28 TNFi aosll Al Jalall cilafiay dadladd) Gadai of Y . iy pall
sda Gl e Sl (i ayell il Jelall cilladiay cpadlaall ampall die aylaliey ZELA Gigan Y are sl ) cluhall gea

79



Journal of the Arab Board of Health Specializations Vol.17, No.4, 2016

die Laagl IBD e (gsnall elalls RA (g5l dualial) Gleill (oimpe die aili J< apell jaial) Jalal) cillafia aadindi - Lgasus dalladl)
Ne A ads 100 JU 0 as ial) el g ool Bl Cupas o RISWETTHE RV pre a5l Jialiall Qlgll oiaye
lila yull 2ol adalimumab (et - 235 1000 JS135.62 a5 oebaall ¥ axall s Lagiall sl etanercept ediive
J<5.05 a5 Liall eV sl G BLAY Eigan NV e Cangli 38 Golas Uy e 3535 oaiaye 2ic Ll LNMSC LesBludl e dpalal)
WA Lae 8 eyl YAl Al a3l 1000 J< 63.20 a5 oadaadl cV sl ing LagDluall OV 8 diu— a3l 100
100 JSU0 o BLall Cigaa Y ana Cingls 28 N gorad) o) mpe vie Ll L TNFi apsll jaiall delad) cilladia  addise 2 BCC
infliximab e3diue vie (123 s 1000 JS 34.0 s Legiall daily TNFI a5l aiall Jalall cilladio  eddfice die 4w (ads
dalladll e VY ae dylaally el dalall LosDlually Losialll ey Jlaay) gl puad) Cisan el ane (S5 ol (<15 - bl pual) Jamal dpnailly
cNawe o LS gyl Jualiall Qg iaye ol aiiy) 8 Lasialll Cigan o Gl asae pe Alaall Jaagl L a)sll il dalall cilladiag
Cigan cNVame o dadalls L AN gl ¢lalls 558y daaliall gl cCaaall oampe g lef culS LDl e Lalal) bl yud)
alall ddadial) daliaall 4 sall Jalgad) (pe ddbiaall ey dagiall U yud) Jalail cdadlaad) cobliduind cdaliaal) culuhyall cp ciislés ol
LS L LasDlall 5f Losadlll ¢ llapuad) eV lad Adlaa) BLAY Hhad 3 5al) ae apsll Al Jalel) cillafiay dalleall (38055 Y Lapsll il
Db Aag 321 2sa s Lliie Auh Cedal L cluhall Gy Aiuie 0S5 Al LosDlad) e Galad) bl jad) ylady daleiall gitall ¢
e s 1600 JS Adlia) Alla) TNFi apsll Jaiiall Jalall cilladies cpadbead) g5l dealiall (ilgill ape xie SCC DAY ada ol )
Ollade edius die NMSC Losdluall ye galall clillayudl jhad d Jedlly 30l d5as sena il ciluhpall e aiall el cany - (Aadladl)

cAeladind aae Yl ae AL sl Al Jalad)

Relative efficacy of topical non-steroidal anti-inflammatory drugs
and topical capsaicin in osteoarthritis
(agall CaPSAICIn aa Amdagal) Ly i) e Gl clalian aladind L) Adldl)
haiall il Glgily) el b

Persson MS, et al.
Syst Rev 2016 Sep 29;5(1):165.

Background: Pain is the most troubling issue to patients with osteoarthritis (OA), yet current pharmacological
treatments offer only small-to-moderate pain reduction. Current guidelines therefore emphasise the need to identify
predictors of treatment response. In line with these recommendations, an individual patient data (IPD) meta-analysis
will be conducted. The study aims to investigate the relative treatment effects of topical non-steroidal anti-inflammatory
drugs (NSAIDs) and topical capsaicin in OA and to identify patient-level predictors of treatment response.
Methods: IPD will be collected from randomised controlled trials (RCTs) of topical NSAIDs and capsaicin in OA.
Multilevel regression modelling will be conducted to determine predictors for the specific and the overall treatment
effect.

Discussion: Through the identification of treatment responders, this IPD meta-analysis may improve the current
understanding of the pain mechanisms in OA and guide clinical decision-making. Identifying and prescribing the
treatment most likely to be beneficial for an individual with OA will improve the efficiency of patient management.
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Urology And Nephrology
sl Sleadls LIS il

Urinary sediment suggests lupus nephritis histology
) A0S Gl o) pdagll Angill (B Agal) )l g0

Martinez-Martinez MU, et al.
Lupus 2016 Sep 29.

Obijective: The objective of this paper was to evaluate correlations between kidney biopsy indexes (activity and
chronicity) and urinary sediment findings; the secondary objective was to find which components of urinary sediment
can discriminate proliferative from other classes of lupus nephritis.

Methods: Lupus nephritis patients scheduled for a kidney biopsy were included in our study. The morning before the
kidney biopsy, we took urine samples from each patient. Receiver operating characteristic (ROC) curves were plotted
to determine the area under the curve (AUC) of each test for detecting proliferative lupus nephritis; a classification
tree was calculated to select a set of values that best-predicted lupus nephritis classes.

Results: We included 51 patients, 36 of whom were women (70.6%). Correlations of lupus nephritis activity index
with the counts in the urinary sediment of erythrocytes (isomorphic and dysmorphic), acanthocytes, and leukocytes
were 0.65 (p<0.0001) 0.62 (p<0.0001) and 0.22 (p=0.1228), respectively. Correlations of lupus nephritis chronicity
index with the counts of erythrocytes, acanthocytes, and leukocytes were 0.60 (p<0.0001), 0.52 (p=0.0001) and 0.17
(p=0.2300), respectively. Our classification tree had an accuracy of 84.3%.

Conclusions: Evaluation of urine sediment reflects lupus nephritis histology.
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Andrology
5583 Lialal

Coenzyme Q10 intake from foods and semen parameters in a subfertile population
Lgadl) ol cla b gsial) Jiladl clmdiag alakall 3 QL0 par ¥ asalll Jsita G A8l

Tiseo BC, et al.
Urology 2016 Nov 22.

Objective: To assess the association between coenzyme Q10 (CoQ10) intake from food sources and semen quality.
We assessed this association in a prospective cohort of men attending a fertility clinic. CoQ10 supplementation has
been associated with improvements in semen parameters. However, impact of CoQ10 intake from food sources on
semen quality has not been investigated.

Methods: Subfertile couples seeking fertility evaluation at the Massachusetts General Hospital Fertility Center
were invited to participate in an ongoing study of environmental factors and fertility. In total, 211 male participants
completed a validated food frequency questionnaire and provided 476 semen samples. Multivariable linear mixed
models were used to examine the relation between CoQ10 intake from foods and semen parameters while adjusting
for potential confounders and accounting for within-person correlations.

Results: Mean dietary CoQ10 intake was 19.2 mg/day (2.4-247.2 mg/day). No subjects were taking CoQ10
supplements. There were no associations between dietary CoQ10 intake from foods and conventional semen
parameters. The adjusted mean difference (95% confidence interval) comparing men in the top and bottom quartiles
of CoQ10 intake from foods were -3.1 mil/mL (95% CI -29.5, 38.8 mil/mL) for sperm concentration, -4.5% (-15.1%,
6.0%) for total motility, -1.3% for progressive motility (-8.4%, 5.7%) and 0.3% (-1.4%, 2.0%) for sperm morphology.
Conclusions: CoQ10 intake from foods was not related to semen parameters among subfertile men. Mean dietary
intake of CoQ10 in this study was 10-fold lower than the supplemental dose used in clinical trials showing improved
sperm motility. CoQ10 intake from foods alone may be insufficient to optimize semen parameters.
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Psychiatry

Affective disorders, psychosis and dementia in a community sample
of older men with and without Parkinson’s disease
Jdaull e dle ol dalially GL (Agilaagl) cblay)
Ol 513 352 a5 gl J9ags parlly Cppasiial)

Almeida OP, et al.
LoS One 2016 Sep 30;11(9):e0163781.

Background: Dementia and affective and psychotic symptoms are commonly associated with Parkinson’s disease,
but information about their prevalence and incidence in community representative samples remains sparse.
Methods: We recruited a community-representative sample 38173 older men aged 65-85 years in 1996 and used data
linkage to ascertain the presence of PD, affective disorders, psychotic disorders and dementia. Diagnoses followed
the International Classification of Disease coding system. Age was recorded in years. Follow up data were available
until December 2011.

Results: The mean age of participants was 72.5 years and 333 men (0.9%) had PD at study entry. Affective and
psychotic disorders and dementia were more frequent in men with than without PD (respective odds ratios: 6.3
[95%CI=4.7, 8.4]; 14.2 [95%CI=8.4, 24.0] and 18.2 [95%CI=13.4, 24.6]). Incidence rate ratios of affective and
psychotic disorders were higher among men with than without PD, although ratios decreased with increasing age.
The age-adjusted hazard ratio (HR) of an affective episode associated with PD was 5.0 (95%CI=4.2, 5.9). PD was
associated with an age-adjusted HR of 8.6 (95%CI=6.1, 12.0) for psychotic disorders and 6.1 (95%CI1=5.5, 6.8) for
dementia. PD and dementia increased the HR of depressive and psychotic disorders.

Conclusions: PD increases the risk of affective and psychotic disorders, as well as dementia, among community
dwelling older men. The risk of a recorded diagnosis of affective and psychotic disorders decreases with increasing
age.
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Anaesthesia And Intensive Care Medicine

55 5al) Aially ol

The effects of tracheal tube cuffs filled with air, saline or alkalinised lidocaine
on haemodynamic changes and laryngotracheal morbidity in children

lidocaine Jsiaa i Alall Juaall cslsgdly 55 slaall AiSY g3 ald )l qugai¥) aladiind eyl
JUY) aie Aale ) 4 jial) Lafyally 4y sad) A all cpsl) o ¢ slial)

Soares SM, et al.
Anaesthesia 2016 Dec 17.

We studied the effects of tracheal tube cuffs filled with air, saline or alkalinised lidocaine on haemodynamic changes
during tracheal extubation and postoperative laryngotracheal morbidity in children. We randomly allocated 164
children aged 3-13 years undergoing general anaesthesia to one of four groups; tracheal tube cuffs filled with air
(n=41); saline (n=41); alkalinised lidocaine 0.5% (n=41); or alkalinised lidocaine 1% (n=41). Intracuff pressure
was monitored and maintained below 20 cmH20. The mean (SD) increases in systolic blood pressure after tracheal
extubation compared with before extubation were 10.9 (10.8) mmHg, 7.3 (17.7) mmHg, 4.1 (10.5) mmHg and
1.9 (9.5) mmHg in the air, saline, 0.5% and 1% alkalinised lidocaine groups, respectively (p=0.021). The mean
(SD) increases in diastolic blood pressure after tracheal extubation compared with before extubation were 3.9 (9.7)
mmHg, 7.9 (14.6) mmHg, 0.7 (10.4) mmHg and 3.6 (6.9) mmHg in the air, saline, 0.5% and 1% alkalinised lidocaine
groups, respectively (p=0.019). The mean (SD) increases in heart rate after tracheal extubation compared with before
extubation were 14.2 (7.6) beats.min-1, 15.5 (13.1) beats.min-1, 5.2 (9.6) beats.min-1 and 4.1 (6.6) beats.min-1 in
the air, saline, 0.5% and 1% alkalinised lidocaine groups, respectively (p<0.001). The incidence of sore throat 8 h
after tracheal extubation was 22.0% in the air-filled group, 9.8% in the saline group, 4.9% in the 0.5% alkalinised
lidocaine group and 2.4% in the 1% alkalinised lidocaine group, p=0.015. We conclude that filling the tracheal tube
cuff with alkalinised lidocaine-filled reduces the haemodynamic response to tracheal extubation and postoperative
laryngotracheal morbidity in children.
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Dermatology
Lalall yal e

Topical colchicine gel versus diclofenac sodium gel
for the treatment of actinic keratoses

il ol e 3 diclofenac sodium a3 g 45ally adagall colchicine adlgs dadleall ga

Faghihi G, et al.
Adv Med 2016;2016:5918393.

Introduction: Actinic keratoses (AKs), a premalignant skin lesion, are a common lesion in fair skin. Although
destructive treatment remains the gold standard for AKs, medical therapies may be preferable due to the comfort
and reliability . This study aims to compare the effects of topical 1% colchicine gel and 3% diclofenac sodium gel
in AKs.

Materials and methods: In this randomized double-blind study, 70 lesions were selected. Patients were randomized
before receiving either 1% colchicine gel or 3% diclofenac sodium cream twice a day for 6 weeks. Patients were
evaluated in terms of their lesion size, treatment complications, and recurrence at 7, 30, 60, and 120 days after
treatment.

Results: The mean of changes in the size was significant in both groups both before and after treatment (<0.001). The
mean lesion size before treatment and at 30, 60, and 120 days was not different between the two groups (p>0.05). No
case of erythema was seen in the colchicine group, while erythema was seen in 22.9% (eight cases) of patients in the
diclofenac sodium group (p=0.005).

Conclusions: 1% colchicine gel was a safe and effective medication with fewer side effects and lack of recurrence
of the lesion.

ey sl alall Al Aaslal) dualal) YD (e —A3LA A6 Jesd dala @il a g actinic Keratoses dusindl bl it tdasie
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Meta-analysis of the association between vitiligo
and human leukocyte antigen-A

HLA-A gl 5Ll sl sdaioag 3lgall o A Joa Al Julas

LiZ, etal.
Biomed Res Int 2016;2016:5412806.

Objective: The objective of this study was to systematically evaluate the association between vitiligo and human
leukocyte antigen- (HLA-) A.

Methods: PubMed, Embase, Web of Science, Chinese National Knowledge Infrastructure, and reference lists were
searched for relevant original articles.

Results: Nineteen case-control studies comprising 3042 patients and 5614 controls were included, in which 33
HLA-A alleles were reported. Overall, three alleles (HLA-A"02, A"33, and Aw"31) were significantly associated
with increased risk of vitiligo, two (HLA-A"09 and Aw"19) were associated with decreased risk, and the remaining
28 were unassociated. In the subgroup analysis by ethnicity and typing methods, the association of six alleles and
five alleles was inconsistent in three populations and both typing methods, respectively. In the subgroup analysis by
clinical type, the association of all seven alleles was consistent in both types of vitiligo.

Conclusions: The meta-analysis suggests that HLA-A02, A"33, and Aw"31 are associated with increased risk of
vitiligo, while HLA-A"09 and Aw"19 are associated with decreased risk of vitiligo. The association of some alleles
varies in terms of ethnicity and typing methods.

(HLA-A) A i) s lapdl lySH asmiess Vitiligo Gleal) o BN Uss ilen ani eha) I Auhll o3 Cangt réad) i
odll Bllaedll Ci<a (Web of Science <Embase PubMed adlse (& & smsalls dlall b EV G (e ding cha) & i) Gk
Hgraall Ailsally Cally

JlaaY dan gl HLA-A U (0 33 ilis (ppanai Lgsh o3 38158 5614 5 Linyye 3042 (paiai a1 5utlly iV al) ciladys (g 19 ala i 2l
HLA-A U1 e ghAT ol 3315 LS ¢ 3leal Cisan 5345 ae (AW*31 5 A*33 (A*02 a5) HLA-A (e VT A ol 38155 2505
dae ) Cle gend) Jilaty Taagd L 3ledl odais HLA-A U1 4y o 3Dle a5ay 050 cipla) jlad (aliss) ae (AW*19 5 A*09 Laas)
sty 0 LS el e Japatil) ik aladinlys 4K Slaand 3 sl A ) e 0 JVT5 56 33155 of Jaail) (3ka5 3yal L
Gl e 3 A Clagasal) o IS Rl V) moan o 3 0 opppmdl Janaill lag de il cle ganall

A*09) Llal 335 Ly «Bleall Hhad 3043 ae i (AW*31 (A*33 (A*02) HLA-A IVT o el Jdalal) 138 7 538y selaliiiay)
antiosal) Jagatill 3ylas Gyall bt (g 2Y) IV Gmns o Dol V) GBSy .yl (ol e (AW*19

86



Journal of the Arab Board of Health Specializations Vol.17, No.4, 2016

Ophthalomology
el al el

Efficacy of dexamethasone intravitreal implant
for refractory macular edema caused by retinal vein occlusion

A awall (i dexamethasone cile)j Allad
L) Ayl e o Aadll) Aakall Ladg cpe Sainal) clAY) b
- «

Hussain RM, et al.
Retin Cases Brief Rep 2016 Dec 14.

Purpose: To investigate efficacy of dexamethasone intravitreal (DEX) implant in treating refractory macular edema
caused by retinal vein occlusion.

Methods: Retrospective chart review.

Results: Twenty-two eyes with refractory macular edema caused by retinal vein occlusion were treated with a mean
of 2.2 DEX over 12 months. Patient had previously received a mean of 7 treatments (laser, bevacizumab, and/or
triamcinolone) for macular edema present for at least 4 months duration (mean 20.8+17.6 months, range 4-72 months)
before starting DEX. Mean baseline visual acuity was 20/91, and mean central subfield thickness was 506 um. DEX
improved mean best-corrected visual acuity to 20/75 and 20/66 at 7 weeks and 6 months follow-up, although it
worsened to 20/132 at 12 months. Mean central subfield thickness improved to 292, 352, and 356 pum at 7 weeks, 6
months, and 12 months follow-up, respectively. There was a statistically significant association between number of
DEX treatments and central subfield thickness (P=3.28x10). There was a statistically significant association between
number of days followed and best-corrected visual acuity (P=0.006). Six of 12 (50%) phakic patients developed
visually significant cataract requiring surgery. Five of 22 (23%) patients developed ocular hypertension (intraocular
pressure >30) and consequently did not undergo further treatment with DEX.

Conclusions: DEX resulted in sustained anatomical reduction of retinal vein occlusion-associated refractory macular
edema, although this did not translate into long-term best-corrected visual acuity improvement in either phakic or
pseudophakic patients, possibly related to chronic structural alterations in the retina despite reduction of edema.
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Prospective, randomized clinical trial of povidone-iodine 1.25% solution versus
topical antibiotics for treatment of bacterial keratitis

%1.25 sagad) sl Jglaa aladind Joa Ailgde Ao Ay Ay
sl Al Gl el dadlas A L gall Aggiald) cilaliall aa 4djlEally

Isenberg SJ, et al.
Am J Ophthalmol 2016 Oct 27.

Purpose: To compare povidone-iodine 1.25% ophthalmic solution to topical antibiotics for treatment of bacterial
keratitis in areas of the world where use of effective topical antibiotics may not be an option.

Study design: Randomized, controlled, investigator-masked clinical trial.

Methods: We randomized 172 individuals with bacterial Kkeratitis to topical treatment with povidone-iodine or
antibiotics (neomycin-polymyxin B-gramicidin in the Philippines; ciprofloxacin 0.3% in India). Using survival
analysis, we compared intervals from start of treatment to «presumed cure» (primary outcome measure, defined as
a closed epithelial defect without associated inflammatory signs) and to «recovering» (residual epithelial defect <1
mm?2 with only minimal inflammation).

Results: Median interval to presumed cure in the Philippines was 7 days for povidone-iodine and 7 days for neomycin-
polymyxin B-gramicidin (95% confidence interval [CI] for difference in median interval, -9.5 to 0.7 days] and in
India was 12 days for povidone-iodine and 17 days for ciprofloxacin (95% CI, -35.2 to 3.2 days). Hazard ratio (HR)
for presumed cure among those treated with povidone-iodine (vs. antibiotics) was 1.46 in the Philippines (95% ClI,
0.90-2.36; p=0.13) and 1.70 in India (95% Cl, 0.73-3.94; p=0.22). Comparisons of intervals to recovering and HR for
recovering also revealed no significant differences between treatment groups in either country.

Conclusions: There is no significant difference between the effect of topical povidone-iodine 1.25% and topical
antibiotics commonly available in the developing world for treatment of bacterial keratitis. Povidone-iodine 1.25%,
which is widely available and inexpensive, can be considered for treatment of bacterial keratitis when antibiotic
treatment is not practical.
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Otorhinolaryngology
syaindly ca¥ls o3 el

Prospective, multicenter evaluation of balloon sinus dilation
for treatment of pediatric chronic rhinosinusitis
Ostlll Gugsad) as dlaad 3S)al) aaatia (Lifiacal) ol
JUkY) sie Gajall cigaally i) cilgdl) e¥la Apdlaa

Soler ZM, et al.
Int Forum Allergy Rhinol 2016 Nov 26.

Background: Although balloon sinus dilation is a treatment option for adults with chronic rhinosinusitis (CRS),
there have been few studies performed in pediatric patients.

Methods: This study was designed as a prospective, multicenter, single-arm investigation. Children (2 to 21 years
old) with CRS who had failed medical management were treated with balloon sinus dilation and followed to 6 months
postprocedure.

Results: Fifty children were treated at 4 centers; 33 participants were 2 to 12 years old (mean + standard deviation
age: 6.6+2.2 years) and 17 participants were >12 to 21 years (mean age: 15.7+2.5 years). A total of 157 sinus dilations
were attempted (98 maxillary, 30 frontal, and 29 sphenoid sinuses) and all were successful with no complications.
Significant improvement in the Sinus and Nasal Quality of Life Survey (SN-5) was seen for all children between
baseline and 6 months (4.6+1.2 vs 1.7+0.8; p<0.0001) and 92% improved by a minimal clinically important difference
(MCID) of 1.0 or more. Those children aged 2 to 12 years with standalone balloon dilation also showed significant
SN-5 improvements between baseline and follow-up (4.5+1.0 vs 1.9+0.8; p<0.0001). Multivariate regression analysis
showed no differences or associations of SN-5 improvement at 6 months with the presence of allergy, asthma, or
concomitant procedures. For adolescents, overall 22-item Sino-Nasal Outcome Test (SNOT-22) mean scores were
also significantly improved at 6 months (42.2+19.2 vs 10.449.7; p<0.0001).

Conclusions: Balloon sinus dilation is safe and appears effective for children with CRS aged 2 years and older.
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