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PROGNOSTIC ROLE OF CIRCULATING IL-17 IN BREAST CANCER
AND ITS ASSOCIATION WITH VASCULAR ENDOTHELIAL
GROWTH FACTOR (VEGF) SERUM LEVELS
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ABSTRACT

Objective: Interleukin-17 (IL-17) is a CD4 T-cell-
derived proinflammatory cytokine. Studies investigating
the prognostic effect of circulating IL-17 in breast
cancer have given inconsistent findings. In this study,
we investigated the serum level of IL-17 in breast
cancer patients, and evaluated whether circulating IL-
17 is associated with clinicopathological parameters.
Furthermore, we studied the relationship between IL-

17 and vascular endothelial growth factor (VEGF)
serum levels.

Methods: A 3 ml of peripheral blood were obtained
from 41 patients with breast cancer and 28 healthy
women. We assessed the oncentration of IL-17 and VEGF
in blood serum to determine whether it correlates with
the disease progression. Serum levels were quantified by
enzyme-linked immunosorbent assay (ELISA) method.

Results: Concentration of IL-17 was found to
be significantly increased in breast cancer patients

*Jumana Al-Saleh, MD, Assisstant Professor, Department of Biochemistry and Microbiology, Faculty of Pharmacy, Damascus University, Damascus, Syria.

E-mail: yarob.ghanem86@gmail.com.
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compared with control group. The circulating level of
IL-17 in breast cancer patients was associated with the
angiogenesis and lymph node metastasis, suggesting
that IL-17 was related to tumor progression. Moreover,
the serum level of IL-17 strongly and positively
correlated with that of VEGF in cancer patients.

Conclusions: The present study indicates that IL-17
serum concentration are strongly associated with breast
cancer progression. It was feasible that it can be used to
identify patients with a poor prognosis who may benefit
from more aggressive management.

INTRODUCTION

Breast cancer is responsible for the majority of
women deaths due to cancer worldwide. Therefore,
it is important to clarify the mechanisms involved
in the development of breast cancer. Angiogenesis
has received a lot of attention due to its influence on
the tumour grade, metastasis, and therefore patients’
prognosis; over-expression of its hallmark cytokine,
vascular endothelial growth factor (VEGF), is well
known amongst various malignant cancers often with
poorer outcomes.'* Tumors or interacting stromal
cells may cause imbalance to increase elaboration of
angiogenic inducers or decrease production or effects
of angiogenic suppressors. Identification of endogenous
angiogenesis stimulators or inhibitors is an area of great
interest.®

It has been established that cancer can be promoted
or exacerbated by inflammation and infection.
Chronic inflammation is a major driving force in
tumor development.”® IL-17 (interleukin-17) is
a proinflammatory cytokine generated by Thl7

cells, and has a dual and contradictory role in the
cancer process. IL-17 can activate a cell-mediated
cytotoxicity against tumor cells, that can in turn inhibit
tumor progression, while some researchers have
shown that IL-17 has a critical role in facilitating the
angiogenesis.”!' Recently, it has been reported that
IL-17 promotes tumor growth through angiogenesis
in mice."?

Therefore, the characteristic biologic activities
of IL-17 prompted us to further investigate the
association of serum IL-17 with breast cancer in
an effort to define the role of circulating IL-17 as
a prognostic factor in breast cancer. Furthermore,
we studied the relationship between pretreatment
serum IL-17 and VEGF levels, and whether serum
IL-17 levels can predict angiogenesis of breast
cancer.

METHODS

The present study was conducted during a period
from December 2018 to September 2019 at Al-
Muwasah Teaching Hospital (Damascus). Informed
written consent was obtained from each patient prior to
the specimen collection, 41 patients with breast cancer
were enrolled in the present study. The age range and
the mean age of patients were 21-75 and 49.6£11.7
years, respectively. Control group comprised 28
healthy women with age range 26-79 years and mean
age 39.4+12.7 years. Controls were selected among
individuals who had no clinical evidence and history
of malignancy or autoimmune disorders. Pathological
data [including: tumor grade, lymph node status,
angiogenesis] were obtained from medical records of

Factor Frequency | Percentage

I 7 17.1

Tumor grade I 22 53.6

I 12 29.3

Lymph node Metastasic 18 43.9

metastasis Non-metastasic 23 56.1

. . Angiogenic 14 34.1
Angiogenesis : :

Non-angiogenesis 27 65.9

Table 1. Histopathologic information in breast cancer patients.




Journal of the Arab Board of Health Specializations Vol. 22, No. 1, 2021

patients, validated by an experienced histopathologist,
and summarized in Table 1.

Three mL of blood samples were obtained from
patients (on the same day of surgery) and healthy
women according to the internal review and the Ethics
Boards of the Syrian public hospitals. Blood serum was
stored in a freezer at -20°C.

Interleukin-17 and VEGF concentrations were
determined in serum samples by enzyme-linked
immunosorbent assays (ELISAs). ELISA reagents
are commercially available in assay kits (Bender
MedSystems, Austria).

Statistical differences were analyzed by Student’s ¢
test and ANOVA test. A value of p<0.05 was considered
statistically significant.

RESULTS

Concentrations of IL-17 and VEGF were determined
in serum from patients with breast cancer and compared
with healthy controls. Although comparison of 2 given
groups indicated an increase of [L-17 in cancer patients,
the increase was of no statistical significance (p>0.05;
Table 2).

VEGF levels was found to be significantly higher
in cancer patients compared with the control group
(p=0.001; Table 2). In addition, a positive significant
correlation between serum concentrations of IL-17
and VEGF was demonstrated (p=0.001, r=0.813;
Figure 1).

To evaluate the biological significance of IL-
17 in patients with breast cancer, we investigated
the association of serum levels of IL-17 with
clinicopathological factors (Table 3). IL-17 levels in
patients with breast cancer were higher in positive
groups of angiogenesis (p=0.001) and lymph node
metastases (p=0.038) than in negative groups. On the
other hand, no significant association was recognized
between levels of IL-17 and tumor grade (p>0.05).

The distribution of the VEGF serum concentration
according to clinicopathological parameters of breast
cancer is shown in Table 4. A statistically significant
increase was seen only in serum levels of VEGF
in patients with angiogenic cancer and those with
metastasis to lymph nodes (p<0.05, Table 4), whereas
VEGEF concentrations were not significantly correlated
with the grade of the disease (p>0.05, Table 4).

Patients Number Mean (pg/ml) SD (pg/ml) p-value
Cancer 41 1.53 4.16 0.057
IL-17
Control 28 0 0
Cancer 41 457.32 204.01 0.001
VEGF
Control 28 265.21 37.47

Table 2. comparison of IL-17 and VEGF concentration in serum samples of patients.

Number Mean (pg/ml) SD (pg/ml) p-value

Angiogenic 14 4.46 6.26 0.001*
Non-angiogenesis 27 0 0.02

Metastasic 18 3.04 5.87 0.038
Non-metastasic 23 0.35 1.23

Grade | 7 0.32 0.64 0.886°
Grade I1 22 1.94 4.55
Grade III 12 1.36 4.69

“P-value of student ¢ test as appropriate. "P-value of ANOVA test as appropriate.

Table 3. The difference in median levels of serum IL-17 (pg/ml) in breast cancer patients according to
clinicopathological parameters.
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*There was a positive association between the levels of [L-17 and VEGF in cancer patients. Levels were detected using ELISA
and evaluated as pg/ml. IL: Interleukin, VEGF: vascular endothelial growth factor.

Figure 1. Correlation between serum levels of IL-17 and VEGF in patients with breast cancer.

Number Mean (pg/ml) SD (pg/ml) p-value

Angiogenic 14 360.85 59.63 0.001*
Non-angiogenesis 27 643.36 253.68

Metastasic 18 403.91 135.28 0.002?
Non-metastasic 23 643.3 281.36

Grade 1 7 403.75 168.68 0.814°
Grade II 22 470.59 235.96
Grade III 12 440.83 160.89

aP-value of student ¢ test as appropriate. *P-value of ANOVA test as appropriate.
Table 4. The difference in median levels of serum VEGF (pg/ml) in breast cancer patients according to
clinicopathological parameters.

DISCUSSION

In this study, we quantitatively analyzed the
circulating levels of both IL-17 and VEGF in breast
cancer patients. As an essential process in breast cancer
development and progression, angiogenesis provides
not only oxygen and nutrients for tumor growth but
also more opportunities for tumor cells to migrate and
metastasize.'> Moreover, many studies have revealed
that angiogenesis is an important indicator of poor
prognosis in breast cancer.'* There are many endogenous
factors that facilitate angiogenesis, and the VEGEF/
VEGFR family includes the strongest growth factor that
directly acts upon endothelial cells in angiogenesis.'

In the present work, there was a significant increase
in serum VEGF concentration of patients with breast

cancer compared with healthy women. Furthermore,
a high serum VEGF concentration was significantly
associated with the presence of lymph nodes metastasis.
These findings are similar to others, both in breast
cancer16,17 and other tumor types.'®

IL-17 was originally identified as a proinflammatory
cytokine, and previous studies have also shown
that inflammation is linked to cancer progression.'”
Therefore, it is reasonable to speculate that IL-17
may correlate with development of cancer. Indeed, we
showed in the present study that the level of IL-17 was
significantly higher in serum of cancer patients with
angiogenesis and those with lymph node metastasis.
This result was consistent with previous data that [L-17
promotes angiogenesis through stimulation of vascular
endothelial cell migration and cord formation, resulting
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in tumor progression.'? In addition, Benevides et al.
in 2015 uncovered that the mechanism by which the
proinflammatory cytokine IL-17 promotes metastatic
mammary primary tumor progression is neutrophil
dependent.?

Our data also demonstrated a positive correlation
between the IL-17 and VEGF serum concentrations.
This finding is consistent with previous reports that
IL-17 may shift the local balance between angiogenic
and angiostatic factors toward conditions that promote
angiogenesis and tumor development.?! IL-17 up-
regulates production of a variety of proangiogenic
factors, such as vascular endothelial growth factor
(VEGF), prostaglandin E1 (PGE1l) and PGE2, and
macrophage inflammatory protein-2 (MIP-2), by
fibroblasts as well as tumor cells."?

CONCLUSIONS

Our findings showed that IL-17 serum concentrations
were associated with breast cancer metastasis and
angiogenesis. Moreover, we observed a positive
correlation between the I1L-17 and VEGF serum levels.
Therefore, 1L-17 may be developed as a potential
prognostic biomarker for breast cancer.
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ABSTRACT

Objective:  Low-density lipoprotein  cholesterol
(LDL-C) only partly represents the atherogenic lipid
burden, and a growing body of evidence suggests that
none high-density lipoprotein cholesterol (Non-HDL-C),
and Apolipoprotein B (ApoB) are more accurate in

estimating lipid-related Atherosclerotic cardiovascular
disease such as ischemic heart disease (IHD). The aim
of this study was to compare Apo B, Non-HDL-C, and
LDL-C to identify the most accurate and predictive test
for IHD.

Methods: A case-control study, 200 males; 100
patients suffer from ischemic heart disease were taken
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from the Cardiology Department of Al-Mouwasat
University Hospital in Damascus, and 100 healthy
persons, Participants' data were taken( age, education,
anthropometric measurements, smoking and alcohol
consumption, diabetes and hypertension), then
laboratory tests were done (creatinine, albumin,
glucose, cholesterol, triacylglycerol, HDL-C, ApoB,
CRP) and the values of LDL-C and Non-HDL-C were
calculated. The results were compared using T test and
the SPSS program, the correlation, accuracy, prediction
were studied.

Results: ApoB test was the most significant and
strongest predictor for IHD, followed by Non-HDL-C,
but LDL-C had not acceptable predictive value.

Conclusions: This study recommends perform of
ApoB as the best test to predict IHD if it is available,
calculate Non-HDL-C in all cases routinely, LDL-C
was not reliable.

INTRODUCTION

Atherosclerotic cardiovascular disease (IHD) is the
main cause of morbidity and mortality worldwide,' and
most deaths are in low- and middle-income countries.?

Lipoproteins, particularly low-density lipoprotein
(LDL) and other apolipoprotein ApoB-containing
lipoproteins including very low density lipoprotein
(VLDL), intermediate density lipoprotein (IDL), and
lipoprotein (a) (Lp(a)) play a fundamental role in the
initiation and evolution of atherosclerosis. During
atherogenesis, the cholesterol-rich, ApoB-containing
lipoproteins are retained and accumulate within
vascular intima of the arterial wall,® and together
with reactive immune and inflammatory mechanisms
result in atherosclerotic plaque formation and
progression.*3

Increase in concentrations of ApoB containing
lipoproteins, particularly LDL, are associated with
an increased risk of developing IHD. Clinical trials
using lipid-lowering drugs have shown that lowering
LDL-cholesterol results significant reductions
in both morbidity and mortality in patients with or
without established coronary heart disease, studies
using aggressive plasma LDL-cholesterol reduction

in
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as secondary prevention have demonstrated increased
survival rates.®

However, despite of reductions in LDL-cholesterol
with maximally tolerated statins and newer lipid-
agents, many people still experience
cardiovascular events and/or IHD progression,” which
may, in part, relate to triglyceride or to cholesterol
content within triglyceride-rich lipoproteins.®®

lowering

As known LDL-C is a well-established risk factor
for IHD, being the primary therapeutic target in both
primary and secondary prevention of IHD according to
global dyslipidaemia guidelines.!%!2

But despite of what was previously believed that LDL
was the most atherogenic lipoprotein and thus became
the target for therapy surveillance, it is now realized that
all these lipoproteins (LDL, IDL, VLDL, Lp(a)) confer
some atherogenic potential. Apo-B level indicates the
total number of lipoprotein particles includes LDL, IDL,
VLDL, Lp(a). Since ApoB indicates most atherogenic
particles, it was hypothesized that ApoB concentration
should be better predictor risk factor for IHD than LDL
according to earlier studies.'?

Non-HDL-C includes all cholesterol in potentially
atherogenic lipoprotein particles, (VLDL, IDL, LDL,
and lipoprotein (a). A study conducted by Boekholdt
et al, concluded that changes in Non-HDL-C also
explained a larger proportion of the athero-protective
effect of statin intervention than did LDL-C and ApoB.!

So, whether we measure LDL-C or obtain it Using
the Friedewald equation, this ignores the important
atherogenic VLDL remnants as targets for therapy.
Meanwhile, the VLDL remnants, as well as the
atherogenic IDL,VLDL, are accounted for using simple
Non-HDL calculation which is the difference between
TC and HDL."

Apolipoprotein B (Apo B) analysis is recommended
for risk assessment, particularly in people with high
TAG, DM, obesity or metabolic syndrome, or very low
LDL-C. It can be used as an alternative to LDL-C, if
available, as the primary measurement for screening,
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diagnosis, and management, and may be preferred
over Non-HDL-C and considered better than LDL-C
and Non-HDL-C estimation for IHD risk assessment
in people with high Triacylglycerol, Diabetes, obesity,
or very low LDL-C.(16) This has created a need for
identification a reliable biomarker which could help
in future prediction of coronary risk. Which is better
Non-HDL or apolipoprotein B as a biomarker to
adopt it as a predictive risk factor for IHD instead of
LDL-C? In most conditions, LDL-cholesterol, Non-
HDL cholesterol and ApoB are highly correlated, but, in
individuals with mild-moderate hypertriglyceridaemia
and associated illnesses, such as diabetes, obesity and
the metabolic syndrome, discordance between these
measures may occur.!’

These observations highlight the need for this study
to compare these tests ApoB, Non-HDL-C, LDL-C for
IHD risk assessment.

Aim of this study: Comparison of Apo B, Non-
HDL-C, and LDL-C to identify the most accurate and
predictive test for [HD.

METHODS

A Case-control study of 200 males (males to exclude
HDL-C hight bias in females). Control group included
100 persons of apparently normal males who are close
in terms and age to the patient group. (no clinical history
of heart disease, no prior ischemic heart disease). Patient
group included 100 patients suffer from an ischemic
heart disease, which includes acute coronary syndrome
ACS, myocardial infarction with ST-elevation STEMI,
or myocardial infarction without ST-elevation NSTEMI.

Exclusion criteria: Patients on statin therapy, people
with chronic diseases and long-term hospitalization,
such as kidney failure, liver failure or cancer, and Those
with serum triglyceride levels more than 400 mg/dl.

This study was carried out in department of laboratory
medicine, medicine college, Damascus university, from
October 2018 to September 2020, the samples were
collected from Al-Mouwasat University Hospital,
department of cardiology intensive care for patients-
group, whereas control group were collected from healthy
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persons. All participants were given written, informed
consent for this study and approval was obtained from all
of them, in addition to approval of Damascus university
for performing this study. Participants’ details such as
age, education, anthropometric measurements height
and weight for body mass index, abdominal and hip
circumference for waist-hip ratio, history of smoking
and alcohol consumption, and history of diabetes and
hypertension were taken. A venous blood sample of 5
mL was obtained from each participant after fasting for
at least 12 hours. The blood samples were collected into
vacutainer tubes, and after they were centrifuged, the
serum was divided and transferred to two Eppendorf
tubes, one stored at -40 C until Apo B, CRP analysis
were done, and the other was used immediately for
the analysis (creatinine, albumin, blood glucose, total
cholesterol, triacylglycerol, HDL).

By using commercially available kits (Dirui), the
absorbance ofthe samples was measured using automated
spectrophotometer (Olympus), enzymatic method for
albumin, creatinine, blood glucose, total cholesterol
(TC), triacylglycerol (TAG) and high-density lipoprotein
cholesterol (HDL-C), and immunoturbidimetric method
for reactive protein C (CRP), Apolipoprotein B (Apo
B). Concentration of LDL-C was calculated according
to Friedewald’s formula (LDL = TC — HDL- TG/S)
which is internationally accepted (Friedewald et al.,
1972), Non-HDL-C was calculated as the difference
between the TC and HDL-C.

Statistical analysis: The results were analyzed
using SPSS version 22 software of IBM, student t-test
to determine the mean and standard deviation for
comparisons, Pearson’s correlation (coefficient with the
two-tailed count of correlations) test was used to study
the correlation between each of ApoB, Non-HDL-C,
and LDL-C with IHD risk factors. The binary logistic
regression (Exp(b)) was done to calculate odds ratio for
IHD and the Area Under the Curve (AUC) for accuracy
was done, p-value less than 0.05 was considered a
statistically significant value.

RESULTS

The statistical study of each parameter indicated that
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the data distribution was normal or close to it, with no
missed or anomalous influencing values in each of the
studied groups. Therefore, the results of all measured
parameters were presented in the form of mean (M) and
standard deviation (SD) and for the categorical variables
(education level, smoking, presence of diabetes, type
of ischemic heart disease) were presented as a number
(percentage) as shown in Table 1.

The results shows that the ages of the participants,

which ranged in control group between (45-70 years)
with an average of 58.02+6.20 year, while the age of
patient group ranged between (44-72 years) with an
average of 57.89+7.78 years, statistical tests showed
that the two study groups were compatible in age,
where the t-test did not show a statistically significant
difference between the averages of ages in two groups,
and the p-value was greater than 0.05.

Table 1 also shows statistically significant increase

Control group Patient group ol
Clhermsiariaien Non [HD (100) IHD (100)
Number % Number %
Upto9 4 4.0% 76 76.0% ok
Upto 12 21 21.0% 15 15.0% ns
Education level More than 12 33 33.0% 9 9.0% ok
Postgraduates 42 42.0% 0.0%
. Nonsmoker 100 100% 32 32% *x
Smoking
Smoker 0 0.0% 68 68%
Diabetes Number 0 0.0% 18 18%
) ACS 0 0.0% 18 18.0%
Ischemic Heart STEMI 0 0.0% 78 78.0%
Disease
NSTEMI 0 0.0% 4 4.0%
Mean (M), Standard Deviation (SD) M SD M SD
Age (Year) 58.02 6.20 57.89 7.78 ns
Systolic Blood Pressure (mmHg) 116.44 5.13 138.57 9.15 *x
Diastolic Blood Pressure (mmHg) 74.61 4.94 89.76 11.65 ok
Creatinine (mg/dl) 1.00 0.17 1.02 0.30 ns
Albumin (g/dl) 4.39 0.54 3.87 0.84 ok
Body Mass Index (Kg/m?) 25.06 1.77 30.96 2.87 ok
Waist to Hip ratio 0.88 0.04 1.07 0.10 ok
C-Reactive Protein (mg/1) 3.31 1.47 14.39 5.57 ok
Fasting glucose (mg/dl) 91.06 8.26 177.96 36.11 ok
Triacylglycerols (mg/dl) 100.05 14.55 170.34 27.97 o
Total Cholesterol (mg/dl) 161.81 8.10 207.40 24.22 ok
non-HDL-C (mg/dl) 113.57 11.00 173.39 27.27 ok
HDL-C (mg/dl) 48.24 3.83 34.01 7.75 woE
LDL-C (mg/dl) 93.56 9.73 139.32 24.50 ok
Apolipoprotein B (mg/dl) 79.78 5.96 125.43 13.55 ok
Acute coronary syndrome; HDL: High-Density Lipoproteins; IHD: ischemic heart disease; LDL: low-density lipoproteins;
non-HDL-C: cholesterol outside of high-density lipoproteins; NSTEMI: myocardial infarction without ST elevation; STEMI:
myocardial infarction with ST elevation; TC: total cholesterol. [p-value: more than 0.05 (ns statistically insignificant); less
than 0.01 (*); less than 0.001 (**)]

Table 1. The total anthropometric, clinical and laboratory data of the two study groups and the results
of the comparison between them according to the t-test (P).
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of values for ischemic heart disease risk factors: BMI,
waist circumference/hip W/H, systolic Blood Pressure
SBP, diastolic Blood Pressure DBP, triacylglycerol
TAG, total cholesterol TC, LDL-C, Non-HDL- (C),
ApoB and inflammatory parameter (CRP) for the
patient group compared to their values in control group
and decrease of HDL-C value (innocent lipoprotein of
causing atherosclerosis) in the patient group.

1-  Correlation of Apo B, Non-HDL-C, LDL-C
with THD risk factors: The results showed strong
correlation between each of Apo B, Non-HDL-C and
LDL-C with ischemic heart disease risk factors in
control group, patient group separately, and in both
groups together, as displayed in Table (2), the results

showed that the most strong positive correlation was
for Apo B with ischemic heart disease risk factors,
followed by Non-HDL-C, then LDL-C, the studied risk
factors for IHD includes well-known risk factors such
as increasing of: blood pressure (SBP, DBP), body mass
index (BMI),waist to hip ratio (W/H), fasting sugar
(FG), C-reactive protein (CRP), total cholesterol (TC),
triglycerides (TAG), serum cholesterol outside high-
density lipoproteins (Non-HDL-C) and LDL-C, while
the correlation with HDL-C was negative considering
that HDL-C is a protective factor for IHD, and the
p-value was statistically significant in all cases,

2- Odds Ratio of APOB, Non-HDL-C, LDL-C
for predicting IHD: By comparing the odds ratio of the

Tk ApoB Group Non-HDL-C Group LDL-C Group
factor control | patients | both | control | patients both control | patients | both
SBP r 0.610 0.273 0.835 0.571 0.213 0.772 0.509 0.163 0.725
P 0.000 0.006 0.000 0.000 0.033 0.000 0.000 0.105 0.000
DBP r 0.603 0.275 0.693 0.559 0.230 0.654 0.497 0.180 0.612
P 0.000 0.006 0.000 0.000 0.021 0.000 0.000 0.072 0.000
BMI r 0.863 0.557 0.869 0.845 0.551 0.855 0.796 0.524 0.830
P 0.000 0.000 0.000 0.000 0.000 0.000 0.000 0.000 0.000
W/H r 0.454 0.174 0.758 0.360 0.156 0.700 0.363 0.107 0.656
P 0.000 0.083 0.000 0.000 0.121 0.000 0.000 0.287 0.000
FG r 0.644 0.306 0.851 0.626 0.332 0.808 0.571 0.294 0.768
P 0.000 0.002 0.000 0.000 0.001 0.000 0.000 0.003 0.000
CRP r 0.782 0.312 0.822 0.722 0.227 0.755 0.668 0.195 0.715
P 0.000 0.002 0.000 0.000 0.023 0.000 0.000 0.052 0.000
TC r 0.706 0.751 0.903 0.484 0.962 0.984 0.495 0.943 0.977
P 0.000 0.000 0.000 0.000 0.000 0.000 0.000 0.000 0.000
TAG r 0.489 0.490 0.878 0.544 0.573 0.867 0.317 0.409 0.789
P 0.000 0.000 0.000 0.000 0.000 0.000 0.001 0.000 0.000
Non- r 0.745 0.803 0.936 0.968 0.982 0.990
HDL-C | P 0.000 0.000 0.000 0.000 0.000 0.000
LDL-C r 0.696 0.782 0.908 0.968 0.982 0.990
P 0.000 0.000 0.000 0.000 0.000 0.000
ApoB r 0.745 0.803 0.936 0.696 0.782 0.908
p P 0.000 0.000 0.000 0.000 0.000 0.000
HDL-C r 0.800- 0.480- 0.836- 0.832- 0.513- 0.834- 0.799- 0.509- 0.816-
) P 0.000 0.000 0.000 0.000 0.000 0.000 0.000 0.000 0.000
LDL: Low-density lipoproteins; non-HDL-C: cholesterol outside of high-density lipoproteins; ApoB: apolipoprotein B; HDL-C:
high-density lipoproteins; TAG: triacylglycerol; TC: total cholesterol; CRP:C-reactive protein; FG: fasting glucose; W/H: waist/
hip ratio, BMI: body mass index; SBP: systolic blood pressure; DBP: diastolic blood pressure; R: correlation coefficient; P:
probability value

Table 2. Correlation of ApoB, Non-HDL-C, LDL-C with risk factors for ischemic heart disease.
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three tests (Apo B, Non-HDL-C, LDL-C) for predicting
IHD, it is evident in Table 3 that Apo B (Exp (B) =
1.287, Sig = 0.032) had the highest predictive value and
statistical significant for [HD, followed by Non-HDL-C
which is far a bit from statistical significance (Exp (B)
= 1.545, Sig = 0.067) compared to the low-density
lipoprotein cholesterol (LDL-C) whose Exp(B) value
was less than one and far from statistical significance.

3- Accuracy of APOB, Non-HDL-C, LDL-C to
diagnose IHD: The accuracy of each of ApoB, Non-
HDL-C and LDL-C was excellent, for the area under
the curve (AUC) was above 0.9 for each one of them, it
was 0.994 for Non-HDL-C, 0.992 for Apo B, and 0.968
for LDL-C, diagrams shown in Figure 1.

DISCUSSION

Both of ApoB and Non-HDL-C have been proposed
as markers to reflect the risk conferred by proatherogenic
TG-rich VLDL in addition to LDL-C.'*1¢

Results showed that Apo B was the most correlated
test with IHD risk factors followed by Non-HDL-C
then LDL-C. Both ApoB and Non-HDL-C are exceeded
over LDL-C as predictors for IHD, but ApoB was
more significant predictor of IHD than Non-HDL-C,
the predictive value of ApoB was more than one and
statistically significant but the predictive value of Non-
HDL-C was more than one but far a bit from statistical

C.I for 95% EXP(B)

B S.E. Sig. | Exp(B)
Lower Upper
ApoB 0.252 0.118 | 0.032 1.287 1.021 1.621
Non-HDL-C 0.435 0.238 | 0.067 1.545 0.970 2.462
LDL-C -0.471 0.258 | 0.068 | 0.624 0.377 1.035

LDL: Low-density lipoproteins; non-HDL-C: cholesterol outside of high-density lipoproteins; ApoB: apolipoprotein
B; Exp(B)= odds ratio; Sig.=probability; B: barameter; S.E.: standard error; C.I.: confidence interval.

Table 3. Exp (B) of coronary heart disease of ApoB, Non-HDL-C, LDL-C.

ROC Curve

==== | DL-C (mg/dl)

== Non-HDL-C (mg/dl)
== Apoprotein B (mg/l)
—Reference Line

Sensitivity

AUC:

LDL-C: 0.968
Non-HDL-C:
0.994
Apoprotein B: 0.992

I I ] I
0.0 02 04 06 08 10

1 - Specificity

Figure 1. The receiver operating characteristic (ROC) curve and area under the curve (AUC) for Apo B,
Non-HDL-C, and LDL-C tests for diagnosis and prediction of ischemic Heart Disease. Non-HDL-C:
cholesterol outside high density lipoproteins; LDL: low density lipoproteins, ApoB: Apolipoprotein B.
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significance, whereas LDL-C whose Exp(B) value
(odds ratio) for predicting IHD was less than one and
the furthest from statistical significance. All ApoB,
Non-HDL-C and LDL-C were excellent for accuracy
of diagnosis IHD.

And compared to the studies, our results suggest
that ApoB (as a single well quantified lipoprotein
measurement) is more strongly correlated to the IHD
risk factors which is compatible with previous studies
on ApoB.'#" thus it is correlated to IHD more than Non-
HDL-C and LDL-C. ApoB is synthesized by the liver
and secreted with VLDL, these in turn are converted
in the periphery to intermediate density lipoproteins
(IDL) and then to LDL. Because there is one ApoB
molecule per lipoprotein particle, ApoB reflects the
total number of VLDL, IDL, and LDL particles and thus
the concentration of proatherogenic particles.?

So, may be plasma concentration of atherogenic
lipoproteins is more critical to the development of
atherosclerosis than the amount of cholesterol that the
lipoproteins carry into the arterial wall.

Our results confirm previous observations that Non-
HDL-C is superior to LDL-C in predicting cardio
vascular disease.(21) probably because it also captures
TG-rich atherogenic lipoproteins such as VLDL.*

The practical application of our findings would be
the try of using ApoB instead of LDL-C (when AopB
is available) for screening and treatment of IHD.
Calculation of Non-HDL-C is recommended in all
cases, because it is reliable, cost- free, easy calculated
(the difference between total cholesterol and HDL-C)
,and serves well in predicting IHD risk factors, which
is similar to results in several studies and meta-analysis
which have shown the usefulness of Non-HDL-C as an
effective marker of IHD risk factors, conduct by AK
Badrinath, et al.(23) LDL-C was not reliable test for
predicting IHD, despite of its excellent accuracy and
strong correlation with THD risk factors.

CONCLUSIONS

Based on our study, ApoB test is the best for predicting
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IHD; therefore, it is recommended to perform it if
available it can be used as a treatment target for lowering
lipid drugs. Non-HDL-C calculation is recommended in
all cases, for its excellent accuracy, predictability, and
strong correlation with IHD risk factors. LDL-C alone
is insufficient test to depend on for predicting IHD.
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ABSTRACT

Objective: The term of Autism (which is recently
called as autism spectrum disorders-ASD) became a
subject of concern in the Arab world especially during
the last 25 years. The authors have previously published
several articles about autism in the Arab societies
(including Iraq) in which a general handling of this
condition was shown, but they found that the works are
little and not characterized. There were no previous
review articles that have been discussed on the ASD in
Iraq. In the most reports data are discussed from each
governorate in Iraq separately, which provide a major
obstacle to obtain administration of services properly
to those children in this country. The goals of this work
were to: (1) concentrate on the volume of this issue, (2)
identification of the research performed in this project;
and (3) focus on the services given for these cases and
for members of their families.

Methods: A review of the published works in Iraqi
Academic Scientific Journals (IASJ) according to the
keywords:
ASD”. Authors independently analyzed selectively
the data of reports by extracted from the site of [ASJ
in which including the title of the article, date of their
publishing, place of study, scope of study, number of
cases enrolled, and major results.

Results:  Information from reports performed
by different governorates on spectrum of topics in
ASD researches including clinical studies, genetics,

“autism”, “Autism spectrum disorders-

immunologic, biochemical, nutrition, metabolic errors,
radiologic, management, and availability of services for
autistic cases, were collected and reviewed. Throughout
a period from 2011 to 2017, 23 articles were conducted
in Iraq, the majority of these publications were in the
last four years. Most of them analyzed the possible
cause of this disease. Clinical studies represented the
frequent one (n=9), while that which discussed on the
molecular aspect constituted the most addressed topic
in 2017. Four articles on oral health. On the other
hand, immune theory was one of topics investigated in
Iraq (n=2). To our best knowledge, no review articles
nor that addressed on treatment outcome.

Conclusions: A raising concern of autistic cases in
Iraq was shown, markedly in Baghdad, with an evidence
of increasing in the rate of researches on this topic in

18

the last few years especially for the molecular aspect.
Works on ASD in Iraq still in its early period and there
is a need for organized efforts to be beneficial. More
researches are essential to characterize effectively the
suitable ways to improve the diagnosis and services
in the context in Iraq from cultural view and that
concerning the structure of governments.

INTRODUCTION

Autism spectrum disorders (ASD) are sort of neuro-
developmental disorders that are represented by
impaired verbal and/or nonverbal communication, in
addition to repetitive stereotypical behaviors and it is
a lifelong condition for which there is no known cause
or cure.'

According to the American Psychiatric Association’s
Diagnostic and Statistical Manual, Fifth Edition
(DSM-5), the child must have deficits that persistently
present in each of 3 areas of social communication
and interaction. Autism spectrum disorders are highly
variable, the most prominent difficulties of which
include aberrant behavior, poor social skills and
disrupted communication skills.

Evidence suggests that the prevalence of ASD is
constantly increasing and this has led to extensive
speculation and research interesting the etiologies of
this disorder. After fifty about years of intensive studies,
scientists recently conclude that ASD are complex
disorders whose core facets have definite causes that
sometimes co-occur.’

Autism spectrum disorders have been the focus of
many studies based on several different perspectives.
These may vary from genetic and neurologic correlates**
to social and emotional impact,® or educational issues,®
family perspectives’ and different intervention
proposals.®

In the developing countries and specifically in the
Arab world (and in Iraq), the field of child psychiatry
is relatively new. Big efforts are needed to increase
the orientation of policies makers to provide fruitful
services and researches planning to make bridges to
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diminish gap between the requirements and the applied
services for autistic children.” Furthermore, there were
no previous review articles that have been discussed on
the autism in Iraq, the majority of patients’ information
are obtained from separate governorate in Iraq, which
makes main problem for presentation of services
properly to this category of cases in Iraq.

This work tried to discuss in details the published
articles on ASD in Iraq especially that focuses on
its frequency, clinical aspects, etiologies, services
presented, and outcomes. The researches then concerned
to collect the published works on ASD in Iraq and make
an analysis to highlight the regions that need to be taken
in consideration in future.

The aims of this work were to: (1) shed light on
the volume of these disorders in Iraq; (2) focus on the
researches conducted on this subject; and (3) discuss
on the applied services for these patients with their
families.

METHODS

Reviewing of the publications were conducted in
accordance of that already described.”'® Identification
of available articles were done via applying search
on Iraqi Academic Scientific Journals (from January
2010 to September 2018). The keyword of ‘autism’
was used in the search. A review of all characterized
articles was performed in an eligible manner by both
authors. Comprehensive full text articles in English
were enrolled, while those published locally in periodic
journal were excluded as there they were difficult to
access them. Data extraction from selected publications
were done in an independent manner via specialized
design including the title of the study, the date of
publication, area of research, topic of research, number
of cases enrolled, and major results. Data were then
analyzed in SPSS, version 17 for further analysis.

RESULTS

This study enrolled reviewing of 23 articles which
were published in different Iraqi Academic Scientific
Journals from 2010 to 2018; most of these works were
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published in the last 4 years. Majority of them were in
Baghdad province (n=18, 78.0%). This review revealed
that articles that concerned with the etiological aspects
of ASD were the most frequent ones (n=14, 60.0%),
Table 1.

The present work revealed that there were about 5
(21.0%) out of 23 studies in Iraq were highlighted the
molecular aspect of ASD. All were published in the last
4 years,'"'S Table 2.

On the other hand, two articles were focused on
the immunological topic in ASD.'*!” Four researches
discussed the oral health and salivary glands
physicochemical characterizations in autistic persons,'s?!
while few articles were discussed on the biochemical
view of these disorders in Iraq.”*** Only one research
discussed on feeding problems in cases of ASD.*

Fortunately, and unlike articles in the Arab world, there
are about 9 (60%) out of 23 researches were concerned
with clinical conditions of autistic patients,?*?’ Table 3.

Al-Shimery ef al. have published a descriptive study
on 208 children was performed in Baghdad using ICD-10
criteria (autistic children were determined by a pediatric
psychiatrist at the clinic of pediatric psychiatry). They
found that autistic children constituted about 15% of
them. Male: female ratio was 5.5:1. In addition, the
language delay was the hallmark and present in 85% of
those patients, while the sleep disorders present in 21%
of these cases. Nine percent of them were suffered from
seizers. Features of macrocephaly constituted about
12%.%

Another work in Mosul tried to discuss the behavioral
appearance of autistic child from the point of view of
their parents. Language delay was the frequent feature
of these patients while features of over activity were
the second frequent one.”” Lazamand Al-Hemiary have
conducted a descriptive analysis of data collected
from 80 mothers of autistic patients in Baghdad via a
questionnaire. They revealed that 47% of those patients
were aged between 3-6 years, while the age of 37.5%
of them ranged between 7-10 years. Finally, those who
aged from 11-14 were constituted 15%. In addition, the
percentage of patients who came from urban regions
was 91%, while cases that belonged to rural areas
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represented 8.8% of the study sample.?® Moreover, that
descriptive analysis showed that 56% of cases were
belonged to higher educated mother, and the higher
percentage of patients were those of mothers who aged
from 20-29 years.?®

On the other hand, Dawood and Khudhair were
performed another descriptive correlational study in
Baghdad using Indian measures on 78 patients. They
reported that age at diagnosis was frequent at 3 years or
more (61%), with mean age of 5.7 year. However, they
found no relation between the severity of autism and the
age and sex of the patient.”

At Psychiatry Unit of Al-Hakeem General Hospital
in Al-Najaf, a study was performed on 100 children
with different psychiatric disorders using DSM-IV
classifications. Autism spectrum disorders were found
in 59% of them. Authors reported that the frequency
of high father education was in 65% of them, while
that of mother education was in 79% of them with a
good association between the high family outcome and
frequency of ASD in these children.’* Moreover, a good
association between the history of consanguinity and
frequency of these disorders was reported among these
children, language delay, and mental retardation. Beside
a relation between the language delay, mental problems,
and poor perinatal outcomes was found.*

Al-Dujaily have reported 61% of them were belonged
to family of less than 5 persons (nuclear family).*
Another work in Baghdad conducted on 120 parents of
autistic patients via a constructed questionnaire. Author
found that the majority of these children was 1 baby
in the family and reported that the age of diagnosis was
3-6 years.!

A strong association between ASD and increased
paternal age (more than 40 years) was found in a
work of Tawfeeq et al. on 200 children from Baghdad.
Authors reported that autistic features are related with
history of maternal unhappiness (odd ratio=7). On the
other hand, another risk factor of ASD were reported as
history of postdate pregnancies (was found in 14% of
autistic patients), history of neonatal jaundice, history
of bottle feeding, history of diabetes in mother, family
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history of ASD, and history of worked mother. All these
were significantly associated with ASD.*

Finally, Dawood and Khudhair have conducted
an assessment of quality of life of families of autistic
children depending of data of 78 fathers and 78
mothers in Baghdad with reporting a decrease in their
psychological wellbeing and environmental comfort.*

In fact, the current review revealed a paucity of
researches on the autoimmune studies, imaging studies,
environmental toxins researches and those concerning
with the mitochondrial dysfunction in cases of ASD.

To the best of our knowledge, there is no review
article that discussed the ASD in Iraq. In addition, our
search revealed that there is no article that focused the
prevalence of these disorders in Iraq (in general or in
any province in Iraq). Beside the fact that there is no
research that concerned with the treatment outcome of
these disorders.

Field of article No. (%)
Molecular 5(21.0%)
Immunological 2 (8.6%)
Oral health 4 (17.3%)
Biochemical 5(21.0%)
Feeding and nutrition 1 (4.3%)
Clinical 9 (60.0%)
Review 0 (0.0%)
Mitochondrial dysfunction 1 (4.3%)
Imaging 0 (0.0%)
Total 23 (100%)

Table 1. Distribution of studies according
to their topics across Iraq.

DISCUSSION

Scientific works are crucial to obtain effective
approaches to eliminate the magnitude of diseases.
Majority of publications concerning with ASD has been
performed in societies that used English language in
their communications, which have excellent support
services.** Primary diagnostic researches have been
done while those discussing on the presented services
in developing societies are still in their early stages.
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Authors Type of study Method

Main results

Polymerase
Chain Reaction
(PCR)

Karmeet et al."! | A case-control study

Two common SNPs (rs3779031 and rs3779032) in
CNTNAP2 were markedly associated with ASDs, where
the frequencies of these SNPs were relatively high.

Polymerase
Chain Reaction
(PCR)

Al-Jashammy'? Case series study

Observations do not support the presence of association
between the 5-HTT gene variant and ASD

Polymerase

Yassin et al.'® | A case control study | Chain Reaction

An association of the shown SNPs with autism, particularly
the SNP located in exon 2 with consideration that it changed
the polypeptide 3-dimensional structure, thus it could

according to DSM-5 ) .
acid analysis

(PCR) . . .
possibly alter its function
C ies stud Fluorescent
ase series s . .
Kareem et al." Y HPLC amino Phenylketonuria is one of the causes of ASD

Polymerase
Al-Ansari® Chain Reaction

(PCR)

Case series study

Absence or deletion of GSTM1 genotype in autistic
children is more than presence. GSTM1- null genotype

is associated with the ASD but not as a risk factor for them

Table 2. The main characteristics of the studies on molecular aspect in Iraq.

Access to efficient therapy is relatively limited, with
maximum burden of care rests on family members.*
Published works on child psychiatry in the Arab region
(including that concerned with ASD), were found to
be limited,*® which support the concept that autism is
uncommon in these countries.”’ It is vital to consider
the field of ASD as priority for research makers in
Arab countries (including Iraq) in order to facilitate the
characterization and services for the children suffered
from this disorder of this region. For this reason, we
tried to highlight the articles that discussed ASD in Iraq
and to focus the topics that recommended for future.

This work revealed that autism in Iraq is still
underestimated. In general, this could be also assumed
for other Arab countries. The field of psychiatric
disorders is considered as recent in Arab region.
Moreover, the articles that recognized the prevalence of
these disorders are lacking.” That could be due to the
deficiency of funding support or due to war conditions
(as in Iraq).

Iraqi culture and family is more accommodated
to behaviors in children than that in western region
and that play a role in the delay in diagnosis of their

disorders and in the paucity of research on them.* Arab
societies are characterized by increased frequency of
consanguineous marriages, high support for nuclear
families by their extended families, and consequently
high accommodation rate for looking after of mentally
ill individuals, especially children.

To the best of our knowledge this is the first article
that tried to gather the scientific works that discussed
the autism in Iraq. There is a real need to focus and
magnitude this problem because it represents a
multiple problem medically, socially, and financially
in this country. On the other hand, this review revealed
that the majority of articles was concerned with the
cause of autism in comparison to those discussed
the applied treatment and services. These findings
are similar to those of others. They attributed that to
the advancement in the level of medical field (with
consideration of this type of this disease) compared
to that of education and rehabilitation.” There is a
need for developing programs to prevent defects in
practice. In general, there are no differences in the
etiological factors (environmental or ethnic) between
various countries. This is in accordance with previous
research.”
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Study

Type of study

Methods

Important results

Al-Kiki.?* 2011

A descriptive
analytical study
(questionnaire)

Not mentioned

There are frequent behavioral appearances of
children with ASD from their parent’s opinion

Al- Shimeryet al.”’
2011

A cross-sectional
study

ICD-10 criteria

Communication abnormality, social abnormality
and behavioral abnormality are the main clinical
features of ASD and the communication
abnormality were the most frequent one

Lazam et al.*®

A descriptive analyti-
cal study (question-

Not mentioned

Planned problem solving protocol has the higher
chance of use by parents of autistic children with
seeking of social support. Educational level of par-

Dawood and
Khudhair.
2015%

correlational study
(a parent-completed
questionnaire)

Indian Scale (ISAA)

2013 . . .
naire) ents was obviously related with using of positive
coping strategies
o All autistic children suffering from similar
A descriptive

behavioral disorders with different degrees of
severity no marked relationship between the
severity of autistic behavior and the child’s
age or gender

A semi-structured

Mohammed. 20153

A descriptive-
analytical study

questionnaire and the
process of the self-
administrative report.

Al-Dujaily. 2015% questionnaire DSM-IV frequent co-existence of ASD with
and structured classifications other psychiatric disorders
diagnostic interview
constructed

A marked negative relationship between parents'
ages with family type. A positive association
between parenting stress, child's sex and birth order

Tawfeeq et al.
2016*

A case-control study
(questionnaire)

Not mentioned

ASD has related with paternal age, psychological
maternal issues, postdate, neonatal
jaundice and bottles-feeding

Dawood and
Khudhair.2016

A self- administrative
questionnaire

Not mentioned

Mothers were showed low levels of psychological,
physical well-beings, and environmental comfort

Table 3. The main characteristics of the studies on clinical aspect in Iraq.

Further, this study showed that there is an absence of
imaging studies on this disorder in Iraq. These findings
are in accordance with those in other Arab countries;
this may be due to the obstacles in performing this type
of research as the patients need anesthesia. Sometimes,
patients could have MRI previously or computed
tomography scan, but there is a defects in the organization
of methods to services as well as in document system
making losing of the information of majority of them.’
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The present study showed that male to female ratio
in Iraq was consistent with those of others from Arab
Gulf countries and even from elsewhere showing male
predilection.***°In fact, no exact cause till now, however,
female children may mask their behavioral problems
compared to male.*' In addition, cultural factor may play
arole as Arabic societies may pay more attention to the
male in comparison to females. There is difficulty to
report the behavioral problems in females as the burden
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of reporting falls on their parents who refuse such
reports. There is a need to explain the causes behind the
male dominance. However, a descriptive study in Iraq
revealed no relation between the severity of autism and
the sex of child.”

This review showed that language delay is the
hallmark of autistic children in Iraq followed by
features of hyperactivity. These findings are similar
to those of other studies,” however, there is increased
frequency of epilepsy in Saudi children, and that could
be attributed to genetic factors, developmental and
perinatal problems.*

On the other hand, the range of age of autistic
children in Iraq was 3-6 years. These observations
were in accordance with those of others.”* The
culture of the societies, variability in the orientation
of these societies toward the issues of ASD may play
a role in the differences of age at diagnosis of such
complaint.

This review revealed that this disorder has significant
relation with higher maternal age, educational levels
of both parents, level of their employments, and
increased family awareness. These findings are
similar to those of others.** Presence of family history
of ASD was shown to be markedly related with the
liability for autism as reported in an Iraqi study. This
finding is similar to those of others.**Moreover; this
review revealed that frequency of autism is higher in
children who had history of perinatal complications,
postnatal factors, jaundice, and bottle feeding. These
observations are in accordance with those of other
studies.*

On the other hand, in the last 4 years there is
overwhelming concern of genetic studies on autism
in Iraq; however, they were characterized with limited
sample size and that may be due to the difficulty to
perform such works.® In fact, there is a real need to
perform more extensive works on genetics in Iraq as
there a history of autism among children who had a
history of consanguinity as shown in a study from
Iraq.® The raised frequency of autism among families
represents the need for genetic screening.’
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This study revealed that some study mentioned the
scales used for the diagnosis of autism while other did
not. In fact, there is a defect in performing this point.
It is vital to prepare training programs for clinicians in
the core sign and symptoms of autism, diagnosis and
treatment as early detection is crucial.

In general, there is a defect in researches in different
fields as those which concern with mitochondrial
dysfunction, biochemical levels in Iraq in comparison
to those of Arab Gulf societies,” may be due to the war
conditions, paucity of official centers, and difficulty in
sampling even for those of control groups.

CONCLUSIONS

In conclusion, recently, there is raising concern in
these disorders in Iraq, markedly in Baghdad. There is an
evidence of increased frequencies of works on this field
in the last four years. Authors must concentrate their
efforts on the magnitude of such problem and increase
public orientation to gain awareness of policies makers
to the requirement to employ the concept of evidence-
based services for autistic patients. Researches on
autism in Iraq (as those of other Arab countries) are still
in their infancy with great needs for organization efforts
to be fruitful. Further works is necessary to determine
the most effective policies to improve diagnosis and
service delivery in the context of a given country,
culture, and governmental structure.

We face difficulties to make access of articles on this
disorder in Iraq in both local and international journals
as there is a defect in pooling system. Efforts should
target collaboratively the increasing awareness of
the community toward this disorder to facilitate early
consultation and diagnosis. Moreover, centers must be
established to be available and accessible to diagnosis
and treatment that comes in harmony of the burden of
such disorder.

Specialized governmental agencies should provide
supports for autistic children as there is scarce center
for them. Ministry of higher education and scientific
researches in Iraq should perform training programs for
teachers with the essential skills needed.
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THE POTENTIAL PREVENTIVE ROLE OF VITAMIN C AGAINST
STRUCTURAL CHANGES IN MALE RATS' LIVER INDUCED BY TRAMADOL
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ABSTRACT Group A (Control group): In this group animals were
injected with distilled water. Group B (Tramadol treated

Objective: The aim of the study is to detect the toxic group, TGI): Animals were given tramadol in a dose of
effects of tramadol on the histological structure of the 50 mg/kg daily. Group C (Group treated with tramadol

liver tissue in adult male albino rats and the possible plus vitamin C, TGIl): Animals were given vitamin C
protective role of vitamin C. 100 mg/Kg half hour prior to tramadol injection in

Methods: Thirty adult albino rats were used in this the same dose as in TGl All animals were injected
study. The animals were divided into three equal groups: intraperitoneally (I.P) for four weeks. At the end of
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the experiment, the rats were killed after anaesthetized
by ether then the liver was removed and preserved in
a fixative and processed to get paraffin wax block and
prepared for microscopic examination.

Results: Histological changes has been found
in the tramadol treated group TGI compared to the
control group including dilatation and congestion of
central vein, portal vein and sinusoids. Also increased
infiltration of mononuclear inflammatory cells (MNCs)
with prominent kupffer cells hyperplasia. In addition,
the hepatocytes showed vacoulation with bile duct
hyperplasia and increased deposition of collagen fibers
in liver parenchyma mainly around portal area. All
these structural changes in liver were ameliorated by
giving vitamin C prior to tramadol.

Conclusions: Tramadol caused structural changes in
liver tissues and the addition of vitamin C ameliorates
these changes.

INTRODUCTION

Tramadol is a centrally acting opioid analgesic which
is mainly used for treatment of moderate to severe pain.'
The mechanism of its analgesic action is complex.
Most reports suggested that the analgesic activity
occur as result of opioid and non-opioid mechanisms.
It also inhibits the neuronal reuptake of norepinephrine
and serotonin, as do the antidepressant drugs such
as amitriptyline.? Tramadol is rapidly and almost
completely absorbed after oral administration. The mean
peak plasma concentration occurs after 2 hours and its
bioavailability is approximately 70% as a result of the
first-pass metabolism in the liver and the mean half-life
is 6 hours. The complete absorption of tramadol occurs
in the upper portion of small.? Tramadol is metabolized
in the liver by two principal pathways into M1 and M2,
by only M1 is pharmacologically active. Its selectivity
for p-receptors has been demonstrated, showing higher
affinity for opioid receptors than the parent drug.*
So, it is transformed in the liver to M1, which itself
is an active substance and 2-4 times more effective
and potent than tramadol.> Approximately 30% of the
dose is excreted in the urine as unchanged drug, while
60% of the dose is excreted as metabolites.® Repeated
tramadol administration might lead to the accumulation
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of toxic metabolites in the body, increase the risk for its
toxico-kinetics effects and/or decrease the clearance of
tramadol, thus increasing its toxicity.’

Vitamin C, a water-soluble vitamin is as potent
micronutrient that has two main functions as an
antioxidant and as an enzyme cofactor.® It performances
as a biological antioxidant that scavenges free radicals
and other reactive nitrogen and oxygen species by
donating an electron to free radical species there by
interrupting the radical chain reaction.” So, even in
small amounts; it can protect indispensable molecules
in the body, as proteins, lipids and nucleic acids against
oxidative harm.?

METHODS

The current study was done in animal house in
veterinary college/ university of Mosul as a part of
Ph.D thesis from April 2018 to January 2019. Thirty
adult male Wister albino rats weighing about 220-250
mg, and aged three months were used in this study
and kept at controlled room temperature (23-25 C°)
with a 12 hours light/dark cycle, and placed in plastic
cages using homogenized wood shaving as bedding
for acclimatization one week before the experiment.
Tramadol and vitamin C ampoules were used in the
current study. The animals were divided into three equal
groups as following:

Group A (control group): In this group animals were
injected with distilled water. Group B (treated with
tramadol) (TGI): Animals were given tramadol in a
dose of 50 mg/kg daily. Group C (treated with tramadol
plus vitamin C) (TGII): Animals were given vitamin
C 100 mg/kg half hour prior to tramadol injection in
the same dose as in TGI. All animals were injected
intraperitoneally (I.P) for four weeks. At the end of
the experimental period, the rats were anaesthetized
by ether then killed and the liver was rapidly dissected
out carefully then the specimens were perfused with
saline followed by fixation with 10% neutral buffered
formalin, and processed for light microscopic study
to get paraffin sections of 5 pum thickness. Sections
were stained with Haematoxylin and Eosin (H&E) and
Masson’s Trichrome stains.
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RESULTS

- Group A (Control group): The liver sections looks
with normal central veins, into which drains a converging
series of sinusoids with interconnecting plates of
hepatocytes that surrounds each sinusoidal channel and
run between the central terminal hepatic venules and the
periphery of the lobule, Figure 1. Peripherally arranged
portal triads is seen and, each contain terminal branches
of hepatic artery, portal vein and small tributary of the
bile duct surrounded by normal amount of collagen
fibers, Figure 2.

- Group B (treated with tramadol) (TGI): Sections of
liver taken from this group showed disturbance changes
in liver architecture characterized by dilatation and
congestion of central vein, portal vein in portal area and
sinusoids, Figure 3. Increased infiltration of mononuclear

Figure 1. Photomicrogragh of rat's liver of control
goup showing normal tissue, central vein (arrow
head) hepatocytic plates (black attows), sinusoids
(red arrows). (H&EX100).

e e :
Figure 3. Photomicrogragh of rat's
liver of TG I showing congestion and dilatation vein
(black arrow) and sinusoids

(red arrow) (H&EX100).

inflammatory cells (MNCs) within the hepatocytes and
sinusoids with prominent Kupffer cells hyperplasia,
Figure 4. The hepatocytes showed vacuolation, Figure
5. While bile duct showed prominent hyperplasia Figure
6, and increased deposition of collagen fibers in liver
parenchyma mainly around portal area, Figure 7.

- Group C (treated with tramadol plus vitamin C)
(TG ID): Sections of this group showed amelioration in
most of the changes which has been seen in TGI, with
more preserved liver architecture as mild dilatation and
little congestions of blood vessels, with less degree
of hyperplasia in Kupffer cells (Figure 8) with few
vacuolation in the hepatocytes, Figure 9. Less MNCs
infiltration within sinusoids and around blood vessels,
with less degree of bile duct hyperplasia, Figure 10. In
addition to mild deposition of collagen fibers around

portal area, Figure 11.

Figure 2. Photomicrograph of rats liver of control
group showing normal amount of collagen fibers
around the portal area (black arrow)(Masson's
trichrome stainX100).

B LN i . SN

Figure 4. Photomicrogragh of rat's liver of TG I
showing kupffer cells hyperplasia (black arrows)
and MNC:s infiltration within sinusoids (red arrows)
(H&EX400).



Journal of the Arab Board of Health Specializations Vol. 22, No. 1, 2021

'E o ATy 'y vi‘.fy-'. g L i
Figure 5. Photomicrogragh of rat's liver of TG
I showing diffuse vacoulation (black arrow)

(H&EX400).
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Figure 7. Photomicrogragh of rat's liver of TG I
showing increased collagen fibers (black arrows)
around congested dilated portal vein (red arrows)

(Masson's trichrome stain X100).

Figure 9. Photomicrogragh of rat's liver of TG 11
showing mild degree of vacoulation within the
hepatocytes (black arrow) (H&EX400).

Figure 6. Photomicrogragh of rat's liver of TG |
showing bile duct hyperplasia (black arrows) with
congested dilated portal vein (red arrow) (H&EX400).

as

Y )
Figure 8. Photomicrogragh of rat's liver of TG II
showing nearly normal central vein (black arrow) mild
kupffer cell hyperplasia (green arrow)
(H&EX400).

Figure 10. Photomicrogragh of rat's liver of TG 11
showing less MNCs infiltration (black arrow). less bile
ducts hyperplasia (green arrow) (H&EX400).

Figure 11. Photomicrogragh of rat's liver of TG II showing less deposition of collagen fibers
around portal area (black arrow) (Masson;s trichrome stain X100).
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DISCUSSION

Tramadol is metabolized in the liver and so may have
hepatotoxic adverse effects on animal body during its
metabolism. "

Group B (treated with tramadol) (TGI): In
comparison to the control group, the histopathological
finding of TGI showed changes including the disturbance
of liver architecture, dilatation and congestion of central
vein, sinusoids and portal vein were evident in this
group. Such finding was reported by other workers,'>'*
and explanation for such histological changes could be
attributed to the harmful effect of tramadol on heart. It
is well known that the mammalian heart is affected
by opioids administration." Other clear finding of the
current study is increased (MNCs) infiltration among
hepatocytes, and sinusoids and particularly around
the blood vessels in portal area and such finding was
reported by others,'™!” while others found there is
aggregation of lymphocytes only around central vein
when given tramadol orally to mice in dose 3 mg/kg
for only two weeks," and this might be due to short
duration of treatment or small dose. Such abundance
of inflammatory cells is a prominent response of body
tissues facing any harmful impacts."’

Other obvious change was cytoplasmic vacuolation,
which reported by other studies,'>'** such vacoulation
has been regarded to be an alteration produced to collect
the injurious substances in the cells.!?> Another change
was clear bile ducts hyperplasia which was reported by
other worker,'*!” while Rabei HM,?' has not reported
bile duct hyperplasia after oral administration of rats
with tramadol for 15 days and this could be due to short
period of treatment.

Moreover, increased collagen fibers deposition in
hepatic tissues and mainly around portal area is detected
by using Masson’s trichrome in the current study which
is similar to that as noticed by others,'*!” but against
studies were done by Rabei HM,*' and Hafez et al,?? and
this bile ducts hyperplasia with periportal fibrosis may
be result as a consequence of a toxic insult.®

Increased number of Kupffer cells was evident in
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this group which was reported by other workers,!> 2°
while others describe there is only elongated of Kupffer
cells after treatment rats with tramadol.'® The reason
for Kupffer cells hyperplasia might be correlated with
the amount of injury to the hepatic tissue induced
by tramadol intoxication, and represents a defense
mechanism of detoxification and might be contributed
to hepatic oxidative stress.?

In other word, treatment with tramadol for long
period has adverse effect on liver tissue, and such
toxicity can occurred via oxidative stress.”* The
oxidative stress is result from an imbalance between the
excessive formation of ROS and inadequate antioxidant
defenses, the ROS has wide-ranging effects, but three
reactions are mainly relevant to cell injuries which are
lipid peroxidation of membranes, oxidative alteration of
proteins and lesions in DNA.*

Group C (treated with tramadol and vitamin
C) (TG II): In the current study, concomitant
use of vitamin C along with tramadol produced
improvement in histopathological findings in this group
in compared with tramadol treated group only (TG I).
There is no similar study concerning hepatoprotective
effect of vitamin C against tramadol, but there are other
researchers studying the hepatoprotective role of vitamin
C against other agent as cisplatineum was demonstrated
by Ahmed RM? after she injected rats I.P. with same
dose of vitamin C (i.e.100 mg/kg of vitamin C) prior
to cisplatineum. Also Abdul-Qader and his colleague?’
proved the hepato-protective effect of vitamin C against
formaldehyde. The mechanism by which vitamin C
reduces the side effects of tramadol is mostly due to its
acts as an antioxidant, that scavenges reactive oxygen
species and through which, the oxidative stress and its
related complications are reduced.”

CONCLUSIONS

Although tramadol plays an important role in pain
management, but its toxic effects should be kept in
mind, as the current study proves tramadol cause toxic
effect in hepatic tissues of male albino rats. But such
toxicity can be ameliorated by use of vitamin C as
supplement during tramadol treatment.
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ABSTRACT of generalized violence, violations of human rights
or natural or human-made disasters. Primary care
Objective: Internally displaced persons are people physicians have been shown to lack the necessary

who are forced to flee their homes but unlike refugees, training to provide appropriate diagnosis and treatment
they remain within their country’s borders. This for post-traumatic stress disorder. In addition, they
migration may result from armed conflict, situations report feeling unprepared and unsure in their work with
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trauma survivors. The aim of this study was to improve
the knowledge of primary health care physicians in
early detection and rehabilitation of patients with
posttraumatic ~ stress disorder among internally
displaced persons in Kurdistan region, Iraq.

Methods: An interventional (pre, post-test) study
was conducted in primary health care centers in the
camps of internally displaced persons in Erbil city
in Kurdistan region-Iraq, during the period from the
Ist of November 2017 to the end of February 2018,
were 67 physicians with different specialties from all
primary health care centers who agree to participate
in the time of the study were included. Data were
collected through self-administered questionnaire
by physicians. This questionnaire and assessment
are comprises two papers (socio-demographic and
knowledge paper).

Results: The mean£(SD) age and years of practice
of participants was 38.6£6.9 years and 13.7+£5.6
years, respectively. Male constituted 64.2% of the
participants. Before training the overall mean
knowledge score was 0.24, which increased to 0.68
after training, and also increased to 0.62 after the
second round of testing after training. The overall
knowledge score of first round of testing after training,
(0.68), was significantly higher than before training
(0.24), and the second round of testing after training
(0.62). In addition, the scores after the second round
of testing after training was significantly lower than
that after the first round of testing after training
(»<0.001).

Conclusions: The knowledge regarding post-
traumatic stress disorder for physicians before
training are obviously poor and were only enough for
referral of suspected cases to psychiatrists, and after
training the post-traumatic stress disorder knowledge

of physicians were improved.
INTRODUCTION

Internally displaced persons (IDPs) are people who
are forced to flee their homes but unlike refugees, they
remain within their country’s borders. This migration
may result from armed conflict, situations of generalized
violence, violations of human rights or natural or
human-made disasters. In Syria and Iraq, the mental
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health and psychosocial impacts of conflict, disaster and
displacement have been widely recognized.! There are
currently nearly 20 million IDPs worldwide, roughly
twice the total number of refugees. It was shown that
approximately 70% and 80% of all IDPs were women
and children.? Most IDPs live in low-income countries
experiencing a war; their psychosocial health has not
been well addressed.?

During the acute phase of an emergency, mental
health interventions to reduce traumatic stress are often
put in place. In addition to syndromes often associated
with conflict such as post-traumatic stress disorders
(PTSDs),’ other disorders also occur, such as depressive
or anxiety disorders.®

Primary care physicians (PCPs) have been shown
to lack the necessary training to provide appropriate
diagnosis and treatment for PTSD.® In addition, they
report feeling unprepared and unsure in their work
with trauma survivors.” The most common reason of
increased PTSD cases was failure of PCPs to recommend
treatment.® Thus, PTSD patients presenting in primary
care often go unrecognized and untreated, which can
lead to the chronic psychosocial, occupational, and
functional impairments commonly associated with
PTSD.?

This study was conducted to assess and improve
the performance of PCPs in early detection and
rehabilitation of patients with PTSD among IDPs in
Kurdistan region, Iraq.

METHODS

This is an interventional (pre, post-test) study was
conducted in (PHCCs) in the camps of IDPs in Erbil
city in Kurdistan region-Iraq, during the period from
the 1** of November 2017 to the end of February 2018.
There are five camps of IDPs in Erbil city; (Baharka,
Harsham, Debka, Khazer and Hassan-Shami camps).
There are more than 250000 IDPs living in camps,
originated mainly from Ninawa, in addition to Anbar
and Salah Al-din governorates. There are 7 PHCCs in
these five camps. Sixty seven physicians from all PHCS
with different specialties (general practitioners, family
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medicine specialists, internal medicine, pediatricians,
and community medicine physicians) who agreed
to participate in the study were included. Data were
collected through self-administered questionnaire form
which was filled by physicians. This questionnaire
and assessment papers are designed by the researcher
and supervisor based on available literatures.!® The
researcher explained the aims of the study to the
doctors and answered the question of them regarding
the study. English language was used by the researcher
for communication with the participants. Doctors were
assured that the information collected would have no
bearing on their overall working assessment.

The questionnaire comprises two papers which will
include the followings (Appendix B, two papers):

1. Socio demographic characteristics: Age, gender
and recent displacement, (First paper).

2. Occupational characteristics: Years of professional
experience and experience with PTSD, (First paper).

3. Knowledge assessment of PTSD before and after
training, (Second paper)

Interventional training: The datainthe questionnaire
comprises three sections (Appendix B):

1- Socio-demographic data and professional
characteristic (years of experience, work focus ...etc.).

2- Knowledge assessment before training.

3- Knowledge assessment after training.

Schedule of training: The training program was
based on modules obtained from the literature.' '
Privacy was considered in training and assessment. The
duration of the training was one month in a schedule of
five days/week. The included staff in each department
will be divided into four groups. Each group will be
trained for one week to avoid interruption with staff
duties in PHCC. The training course includes:

First day: introduction to PTSD, Second day:
diagnostic criteria of PTSD and early detection of PTSD
in PHCC (screening tool), Third day: comorbidities with
PTSD (e.g. depression), Fourth day: Pharmacological
management of PTSD allowed in PHCC and Fifth day:
Psychotherapy management of PTSD which is the
cornerstone of PTSD management.
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The training was incorporate short sessions of PTSD
screening among IDPs that were be performed by the
researcher in front of the participants. The researcher
was use four screening question for early identification
of PTSD cases. The IDPs experienced a disaster in last
months. They were be asked the following screening
questions:!

1. Did you have nightmares about the disaster or you
always think about it?

2. Do you had efforts to stop thinking about disaster
or tried to avoid situations remind you?

3. Always vigilant, had a defense behavior, or easily
amazed?

4. Felt paralyzed or dissociated from others, activities,
or surroundings?

Knowledge assessment (Appendix B; Second
paper): The assessment of knowledge about PTSD
was done a week before training (pre-training baseline
assessment), one week and one month after training
(post-training assessment) by direct interview. The
assessment will include material of training modules
(definition, epidemiology, screening, diagnosis and
management). The scores were 1 for right answer and
0 for wrong answer.

Instruments and tools:

* The data relevant to the study purpose will be
collected through especially designed questionnaire
(Appendix B).

* Knowledge assessment paper (Appendix B: Second
paper).

* The training module (Appendix A) used was based
on some contents web-based training module of USA
Department of Veterans Affairs,'? that is designed for
training of medical doctors. The training of physicians
was aiming in developing the knowledge, increasing
self-efficacy and improving practice related to
cognitive behavioral therapy (CBT) techniques.

Data of all participants were checked and analyzed
using the statistical package for social sciences (SPSS)
version 24. Descriptive statistics were expressed as mean,
standard error of mean, frequencies and proportions.
Responses of the participants were presented as
frequencies and proportions, then Knowledge scores
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were adopted depending on the responses of participants
where the correct response scored one and the incorrect
response scored zero. The mean score was calculated
for each individual participant by summation of the
scores for each knowledge item divided by the total
number of items, (n=18), the calculated mean score
ranged between zero and one, the higher value of the
score the better the knowledge. Level of significance
was set at <0.05 as a cutoff point, below or equal to
which the difference is significant. Finally results and
findings were presented in tables and figures with an
explanatory paragraph for each, using Microsoft Office
Word software version 2010 for windows.

RESULTS

A total of 67 physicians were enrolled in this study,
their demographic characteristics are shown in Table 1.
The mean (SD) age and years of practice of participants
was 38.6 (6.9) years and 13.7 (5.6) years, respectively.
Additionally, almost half of the participants were in
the fourth decade of life and majority of them were in

practice for more than 10 years. Male constituted 64.2%
of the participants. Among the 67 participants, general
practitioner were 46.3%, family medicine doctors
were 26.8%, internal medicine physicians were 16.4%,
pediatricians and community medicine specialists
constituted only 7.5% and 3.0%, respectively.

Table 2 summarizes the responses and mean
scores of the participants knowledge of each items of
questionnaire before training. The mean score which
was calculated according to the participants responses
for each item ranged between 0.06 to 0.55, and the
overall mean score was 0.24. After training, there
was an improvement in the knowledge of participants
in all items of knowledge questionnaire resulted in
a higher overall knowledge score of 0.68, ranging
from 49.3% for correct knowledge that PTSD is the
result of large number of different combinations of
“risk” and “protective” factors to 88.1% for correct
knowledge that low interest or participation in
significant activities was a significant symptom of
autism, Table 3.

Variable No. %

<30 11 16.4

30-39 35 52.2

A *

ge (years) 40-49 14 209
>50 7 10.4

Mal 43 64.2

Gender ae

Female 24 35.8

General practitioner 31 46.3

Family medicine 18 26.8

Profession Internal medicine 11 16.4

Pediatrics 5 7.5

Community medicine 3
<10 18 26.9
11-15 29 433
Yo f tice™**
ears of practice 1620 T 7.9
>20 8 11.9
Total 67 100.0
*Mean age (std. deviation) = 38.6+£6.9
**Mean years of practice (std. deviation) = 13.7£5.6

Table 1. Demographic variables of 67 physicians the PHC centers, in the camps
of IDPs in Erbil city of Kurdistan region-Iraq, 2017.
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Before training First test after training Second test after training
Item Correct Incorrect | Mean Correct Incorrect | Mean Correct Incorrect Mean
n % n % Score | % n % | Score | p % n % Score

The PTSD is a syndrome characterized
Q1 | by persistent anxiety-related symptoms | 24 | 358 | 43 | 64.2 | 036 | 52 | 77.6 | 15 | 22.4 | 0.78 | 44 | 657 | 23 | 343 | 0.66
provoked by a traumatic event.

PTSD is the result of large number of
Q2 different combinations of “risk” and 4 6.0 63 94.0 0.06 33 49.3 34 | 50.7 0.49 32 47.8 35 52.2 0.48

“protective” factors

Q3 | Theageis considered as commonrisk | 5o | 299 | 47 | 70.1 | 030 | 53 | 79.1 | 14 1209 | 0.79 | 48 | 71.6 | 19 | 284 | 0.72
factor for development of PTSD.

Q4 | Themenare more venerable to PTSD | 13 | 194 | 54 | 80.6 | 0.19 | 46 | 68.7 | 21 | 31.3| 0.69 | 39 | 582 | 28 | 41.8 | 0.58
than women.

Previous traumatic events and/or

on development of new PTSD episode.

Family history of PTSD among
Q6 individuals is considered as a risk 18 |1 269 | 49 | 73.1 | 027 | 44 | 65.7 | 23 | 343 | 0.66 | 39 | 582 | 28 | 41.8 | 0.58

factor for PTSD development.

PTSD prevalence rates are largely
Q7 similar across countries, regardless the 8§ | 11.9 | 59 | 88.1 0.12 48 | 71.6 | 19 | 284 | 0.72 | 44 | 657 | 23 | 343 0.66
post conflict settings.

Internal displacement is regarded as
Q8 the most common risk factor for PTSD 21 | 313 | 46 68.7 0.31 52 77.6 15 | 224 0.78 46 68.7 21 31.3 0.69

development.

Recurrent experiencing of trauma and
Q9 recurrent nightmares among are the 24 | 358 | 43 | 642 | 036 | 50 | 746 | 17 | 254 | 0.75 | 45 | 672 | 22 | 32.8 | 0.67
first presenting symptoms of PTSD.

The phobia from places and persons

Qio | reminding with trayma symptoms s 175 62| 925] 008 | 37552 |30 448 055 | 32| 478 | 35 | 522 | 048
are highly related to depression than

PTSD.

Low interest or participation in
QI1 | significant activities was a significant | 37 | 55.2/| 30 | 44.8 | 0.55 | 59 | 8.1 | 8 | 11.9| 088 | 55| 82.1 | 12 | 179 | 0.82
symptom of autism.

Sleeping problems, irritability, anger
Q12 | feelings and poor concentration are the | 20 | 29.9 | 47 | 70.1 030 | 40 | 59.7 | 27 | 403 | 0.60 | 38 | 56.7 | 29 | 433 | 0.57
common symptoms of PTSD.

The main screening question of PTSD

.. S 7 110460 | 89.6 | 0.10 | 38 | 56.7 | 29 | 433 | 0.57 | 42 | 62.7 | 25 | 373 | 0.63
is if having nightmares only.

Q13

Q14 |  Depressionis the only differential | 19 | yg 4| 48 | 716 | 028 | 42 | 627 | 25 | 373 | 063 | 35| 522 | 32 | 478 | 052
diagnosis of PTSD.

Specific phobia and psychosis
Q15 symptoms are different from PTSD 11 | 164 | 56 | 83.6 | 0.16 | 56 | 83.6 | 11 | 164 | 084 | 52 | 77.6 | 15 | 224 | 0.78

symptoms.

Individual with PTSD are more likely

depression.

Q17 The psychotherapy is the first line 141209 53| 791 | 021 | 39| 582 |28 |41.8| 058 | 41| 612 | 26 | 388 | 0.61
treatment of PTSD.

Q18 Aunti-depressants are the common 11 [ 164 |56 | 83.6 | 016 | 44 | 657 | 23 | 343 | 066 | 42 | 62.7 | 25 | 373 | 0.63
medications used for PTSD patients

Overall 0.24 0.68 0.62

Table 2. Distribution of responses of 67 physicians towards items of knowledge about PTSD questionnaire before
training and (first and second tests) after training at PHC centers, in the camps of IDPs in Erbil city
of Kurdistan region-Iraq, 2017.
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e Repeated measures
Item Before Training After Training T1 After Training T2 LSDP. values*
Mean SD Mean SD Mean SD P1 P2 P3
Q1 0.36 0.059 0.78 0.051 0.66 0.058 <0.001 <0.001 0.004
Q2 0.06 0.029 0.49 0.062 0.47 0.061 <0.001 <0.001 0.568
Q3 0.3 0.056 0.79 0.050 0.72 0.055 <0.001 <0.001 0.058
Q4 0.19 0.049 0.69 0.057 0.58 0.061 <0.001 <0.001 0.007
Q5 0.3 0.056 0.79 0.050 0.67 0.058 <0.001 <0.001 0.004
Qo6 0.27 0.055 0.63 0.058 0.52 0.061 <0.001 <0.001 0.034
Q7 0.12 0.040 0.72 0.055 0.66 0.058 <0.001 <0.001 0.045
Q8 0.31 0.057 0.78 0.051 0.69 0.057 <0.001 <0.001 0.013
Q9 0.36 0.059 0.75 0.054 0.67 0.058 <0.001 <0.001 0.022
Q10 0.07 0.032 0.55 0.061 0.48 0.061 <0.001 <0.001 0.024
Q11 0.55 0.061 0.88 0.040 0.82 0.047 <0.001 <0.001 0.103
Q12 0.3 0.056 0.62 0.060 0.59 0.061 <0.001 <0.001 0.484
Q13 0.1 0.038 0.63 0.061 0.57 0.060 <0.001 <0.001 0.045
Q14 0.28 0.055 0.66 0.060 0.58 0.061 <0.001 <0.001 0.021
Q15 0.16 0.046 0.84 0.046 0.78 0.051 <0.001 <0.001 0.159
Q16 0.13 0.042 0.52 0.061 0.49 0.062 <0.001 <0.001 0.484
Q17 0.21 0.050 0.61 0.061 0.58 0.060 <0.001 <0.001 0.321
Q18 0.16 0.046 0.66 0.058 0.63 0.060 <0.001 <0.001 0.153
Overall 0.24 0.044 0.68 0.048 0.62 0.045 <0.001 <0.001 <0.001
P. values*

P1: Before training vs. after training T1, P2: Before training vs. after training T2, P3: After training T1 vs. after training T2

Table 3. Comparison of mean values of knowledge scores for different items about PTSD before and after
training of 67 physicians at PHC centers, in the camps of IDPs in Erbil city of Kurdistan region-Iraq, 2017.

95% CI for difference
Pair comparison Mean Difference SD p-value
Lower limit | Upper limit
Before training - T'1 -0.444 0.016 <0.001 -0.476 -0.412
Before training - T2 -0.388 0.019 <0.001 -0.426 -0.350
T1-T2 0.056 0.013 <0.001 0.031 0.082

Table 4. Pairwise comparisons of overall mean knowledge scores before and after training of 67

physiciansat PHC centers, in the camps of IDPs in Erbil city of Kurdistan region-Iraq, 2017.

38



Journal of the Arab Board of Health Specializations Vol. 22, No. 1, 2021

However, the second round of testing after training,
test for the knowledge to assess the preservation of
knowledge among the participants, revealed a relative
decrease in the overall knowledge scores. The mean
score was 0.62 out of one which are slightly lower than
that at first test after training and much higher than that
before training, Table 4.

To assess the significance of differences in the overall
mean score of knowledge, this overall mean scores
(before training, after training (T1) and after training (T2))
were compared in all items of knowledge questionnaire
in addition to the overall mean, using the general linear
model, repeated measures and multiple comparison using
least significant difference (LSD) post Hoc tests. These
analyses revealed that the mean knowledge score in all
items of questionnaire at T1 and T2 were significantly
(p<0.001) higher than their corresponding values before
training in all comparisons. Comparison of T1 with the
T2 knowledge scores revealed that T2 scores, generally,
lower than T1. However, the reduction in knowledge
scores was statistically significant in 10 items only out of
the 18 questions. From another point of view, pair wise
comparison of overall mean knowledge scores before
and after training revealed that the overall knowledge
score T1, (0.68), was significantly higher than before

training (0.24), and T2, (0.62). In addition, the scores
after training (T2) was significantly lower than that after
T1 training (p<0.001). Details are shown in Table 3 and
4 and Figure 1.

The means age of included physicians in PTSD
training was 38.6 years, with predominance of age group
30-39 years. This finding is similar to results of Hosuglu
et al” study in Iraq which reported that most of health
care workers in Erbil specifically doctors were within age
range of 30-39 years. This age distribution is attributed
to fact that high proportion of physicians in Iraq are
proceeding in medical career path in earlier and middle
age groups and working in primary health care centers
in slums and internally displaced persons camps. About
two thirds of trained physicians in current study were
males. The gender difference among Iraqi physicians was
previously reported in Squires et al'* study which found
that 71% of Iraqi physicians in Iraqi Kurdistan were
males. Gender differences in medical occupation, career
path and specialty preferences were common in Iraq with
reasons related to cultural and social factors.'s

This study revealed that 46.3% of the trained
physicians were general practitioners, while the others
were specialists in different medical branches. The
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Figure 1. Overall mean knowledge scores before and after training of 67 physicians at PHC centers,
in the camps of IDPs in Erbil city in Kurdistan region-Iraq, 2017.
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World Health Organization (WHO) stated that 45%
of medical doctors in Iraq are general practitioners.
The WHO recommended training of Iraqi general
practitioners on special family medicine program to
strengthen the capacity of national health system.'®
Mean years of practice of studied physicians in present
study was 13.7 years. This finding is higher than results
of Shabila et al'” study in Iraq which documented mean
practice years of physicians in Erbil as 7 years. This
difference might be due to discrepancy in inclusion
criteria between two studies, in addition to fact that
physicians in present study were mainly from Ninawa
Health Directorate which have a long and irregular
medical career path caused by poor security situations
in Mosul city.

The overall mean knowledge regarding PTSD of
included physicians before training was 0.24. This
finding is close to results of Munro et al'® study in UK,
which conducted a survey on PTSD knowledge among
general practitioners and psychiatrists working in two
Scottish regions. They revealed that only 28.3% of
studied physicians had enough knowledge to put the
PTSD on their differential diagnosis list. Cowan et al'’
conducted study in India on 46 doctors to assess their
knowledge and attitudes regarding provision of mental
health care and revealed the importance of evidence-
based skilling programs in incorporating mental health
to primary health care.

In Iraq and before 2003, the mental health program
was held by one hundred psychiatrists providing
mental health services through consultancy clinics in
some general hospitals in addition to few specialized
psychiatrist hospitals.?’ After 2003, the new health
polices faced big problems in many health aspects
specifically the neglected mental health care and
redesigned the basis of this health program to make it
available to all country population.® For that, many
mental health units inside hospitals had been created in
Iraqi cities in addition to increase the capacity of staff
with new psychologists and psychotherapist.?!

As already described, PTSD is a syndrome resulted
from exposure to severe stressful events that provokes
fear, horror or helplessness?? and its diagnosis depends
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mainly on symptoms of person experiences to short-
lived trauma.? Iraqi population suffered from wars,
sanction, violence and displacement in last year’s made
them vulnerable for many mental health problems
especially PTSD and depression.?* In spite of these
disasters, few studies were conducted on the effect of
exposure to wars and conflicts on the mental health
of Iraqi population.”® For that, it was supposed that
knowledge of physicians in our country would be high,
but inversely present study showed lower scores of
knowledge that might be attributed to different reasons
like weakness in mental health educational programs in
undergraduate curriculum in schools of medicine and
lack of training and continuing medical education for
postgraduate physicians in addition to shortening of
national health administrative polices in dealing with
disasters.

The highest mean score of PTSD knowledge of
physicians before training was regarding low interest or
participation in significant activities was a significant
symptom of autism (0.55), while the lowest mean score
of PTSD knowledge was regarding main screening
question of PTSD is if having nightmares only (0.1).
These findings are similar to results of Ehlers et
al*® study in UK which carried out on 720 general
practitioners in South London and reported that majority
of those general practitioners were underestimating the
prevalence of PTSD and most of them were neglecting
the common screening symptoms of PTSD. This could
be attributed to fact that patients are always unable to
express their symptoms or failed to inform physicians
regarding their PTSD symptoms. Additionally, PTSD
patients sometimes had another comorbid conditions
like depression, insomnia, somatic complaints or chronic
pain which needs precise diagnosis of accompanied
symptoms.?’

This study revealed a significant increase in
physicians PTSD knowledge score after training in
comparison to their PTSD knowledge score before
training (p<0.001). The overall mean knowledge score
of physicians regarding PTSD have been increased from
(0.24) before training to reach (0.68) after training. This
finding coincides with results of Brijnath et al*® study
in Australia which stated that education and training of
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physicians would increase their recognition ability to
catch PTSD cases in primary health care centers.

Many non-governmental organizations in Iraq
encouraged the training in mental health programs by
logistic support and training for staff, in addition to
community based support programs.® Although this
support, the mental disorders incidence continued to
evolve over all the world, including Iraq,”-*° which needs
developing of national health polices to incorporate
highly qualified mental health services to primary health
care system and training of medical staff in order to
achieve global objectives of health for all population.?’
This incorporation of mental health programs facilitate
the access of patients to health care provider and help in
overcoming the stigma of visiting psychiatric hospitals
and clinics. Moreover, this incorporation and training
would facilitate the early diagnosis and treatment,
good environment, high qualified collaboration with
specialized services and effective supervision and
follow-up of chronic patients.*

The WHO had suggested 8 basic principles to confront
cases suspected with PTSD in disastrous situations:
First; contingency planning before disastrous events,
second; rapid assessment, third; use of a long-term
perspective, fourth; collaboration with other agencies,
fifth; provision of treatment in primary health care
settings, sixth; access to services for all, seventh; training
and supervision and eighth; monitoring indicators.
Additionally, the WHO urges on presence of mental
health professionals who work with other disciplines,
especially in the context of social intervention.’!

This study showed a significant decline in physicians
PTSD knowledge score after second training test (T2)
in comparison to their PTSD knowledge score after
training first test (T1), p<0.001. The overall mean
knowledge score of physicians regarding PTSD have
been declined from (0.68) after training test (T1) to
reach (0.62) after second training test (T2). This decline
is normal phenomena occurred due to effect of time and
forgetting some training information that is consistent
with results of Riney et al*? study in USA which
documented that the impact of longer time on training
questions is slightly reduced from immediate training
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questions. This decline in mean knowledge score might
be attributed to fact that some included physicians failed
to retain the information regarding PTSD, a finding that
is consistent with previous study conducted in India
by Sankar et al.** However, current study revealed that
mean physicians knowledge regarding PTSD after
training test (T2) of (0.62) was significantly higher than
mean score knowledge of physicians before training of
(0.24), p<0.001. This finding is consistent with results
of Samuelson et al'® study in USA which used Web-
based training on

PTSD for 73 primary care providers and found that
knowledge score of primary care providers regarding
PTSD among veterans was significantly increased
after two training tests in comparison to before training
test, with significant decline in knowledge score after
training test (T2) in comparison to knowledge score
after training test (T'1). After implementing wide survey
on mental health of veterans in USA, the researchers
declared that physicians do not have enough knowledge
and training required for appropriate diagnosis and
treatment for PTSD.¢ For that reason, American veterans
affairs developed the staff training policies to increase
the quality of mental health services. However, many
authors who explored the effectiveness of these mental
health programs in USA reported that incidence of metal
health problems continued to rise.** They explained this
increase in incidence as related to defect in services
attributed to lack of PTSD-related competency and
engagement among PCPs.!°

CONCLUSIONS:

The knowledge regarding post-traumatic stress
disorder for physicians before training are obviously
poor and were only enough for referral of suspected
cases to psychiatrists, and after training the post-
traumatic stress disorder knowledge of physicians
were improved.
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RISK FACTORS FOR CORNEAL ENDOTHELIAL CELL LOSS
AFTER PHACOEMULSIFICATION SURGERY
PERFORMED BY TRAINING RESIDENTS

aiyal) dnlanl) WA lagal 5)gdadll Jalge dulya
e ke 3 Adigeal) (368 rlsa¥ L aludl OO dides ehal 2y
Dana Sultan, MD; Ammar Kayyali, MD
JWE ke 5 collabie Bls o

ABSTRACT

Objective: To evaluate the risk factors for endothelial cell loss after phacoemulsification cataract surgery performed
by a training resident.

Methods: We conducted a prospective study on 61 eyes underwent phacoemulsification performed by residents.
All patients were evaluated for seven variables before and during the surgery, including age, sex, diabetes, cataract
density, axial lengths, anterior chamber depth, and power duration of Phacoemulsification. We recorded endothelial
cell densities preoperatively and after one and two months postoperatively using a noncontact specular microscope.

Results: After two months, the mean central endothelial cell loss in all eyes was 14.4349.25%. The anterior
chamber depth, age, axial lengths, diabetes, cataract density, power duration of phacoemulsification was significantly
correlated with the mean corneal endothelial loss after two months of the surgery, (p-value <0.05).

Conclusions: Many risk factors could increase the corneal endothelium cell loss after cataract surgery with
different ranges. This research encourages residents to choose patients with lower risk factors for surgery. This could

reduce the loss of endothelium after the surgery which is performed by training surgeons.
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JOUBERT SYNDROME DIAGNOSED AT 16+6 WEEKS
GESTATION BY 3D MODALITY
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ABSTRACT

Jouberts syndrome is an uncommon autosomal
recessive neurodevelopmental disorder involving
cerebella vermis and brain stem. We report a case of a
fetus presented on antenatal scan at GA 16 weeks + 6
days with characteristic molar tooth sign.

INTRODUCTION

Joubert syndrome was first identified in 1969 by
pediatric neurologist Marie Joubert.! Joubert syndrome
is known to affect 1 in 80,000-100,000 newborns.
It is commonly found in Ashkenazi Jewish, French-
Canadians, and Hutterite ethnic populations.

Research has revealed that a number of genetic
disorders, may indeed be related as to their root
cause and belong to one of the called ciliopathies.
The underlying cause is a dysfunctional molecular
mechanism in the primary cilia structures, which

present in multi-symptom nature of a large set of
syndromes and diseases.

Currently recognized ciliopathies include Joubert
syndrome, primary ciliary dyskinesia (also known
as Kartagener Syndrome), Bardet-Biedl syndrome,
polycystic kidney disease and polycystic liver disease,
nephronophthisis, Alstrom syndrome, Meckel-Gruber
syndrome and some forms of retinal degeneration.?

More than 30 genemutations have been identified
in 60-90% individuals with Joubert syndrome (JBTS)
which allowed for classification of the disorder into
subtypes. This mutation of primary cilia can disrupt
significant signaling pathways during the development
of the fetus. Most cases are autosomal recessive, and
rarely X-linked recessive. The cause of the remaining
cases is unknown.’

Signs and symptoms of the Joubert syndrome appear
very early in infancy with most children showing

*Sinha P, MD, Fetal Medicine Unit, Tawam Hospital, Abu Dhabi, United Arab Emirates. E-mail: prsinha@seha.ae
*Masoud R, MD, Fetal Medicine Unit, Tawam Hospital, Abu Dhabi, United Arab Emirates. E-mail:rzmasoud31896@gmail.com
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delays in gross motor milestones.* Most common
features include ataxia, hyperpnea, sleep apnea,
abnormal eye and tongue movements, and hypotonia.
Other malformations such as polydactyly, cleft lip or
palate, tongue abnormalities, and seizures may also
occur. Additional abnormalities of organ systems such
as retinal dystrophy, kidney diseases, liver diseases,
skeletal deformities and endocrine problems has been
associated.’

The disorder is characterized by absence or
underdevelopment of the cerebellar vermis and a
malformed brain stem (molar tooth sign), both of
which can be visualized onantenatal 3D USS and MRI
scan.® Together with this sign, the diagnosis is based
on the physical symptoms and genetic testing for
mutations. If the gene mutations have been identified
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in a family member, prenatal or carrier diagnosis can
be pursued.*

Saleem and associates were able to identify the
molar tooth sign as early as 22 weeks of gestation.’
Jingjing Xiang et al. performed routine mid-trimester
fetal ultrasound scan at 23+4 weeks of gestation that
suggested agenesis of cerebellar vermis, which was
confirmed by a follow-up ultrasound scan at 29+3
weeks of gestation. And fetal brain MRI performed at
29+3 weeks showed deep interpeduncular fossa and
thick, elongated cerebellar peduncles, consistent with
the MTS, as well as hypoplastic cerebellar vermis.
Based on the results of ultrasound and MRI, the fetus
was diagnosed with JS. The pregnancy was electively
terminated at 29+4 weeks’ gestation and autopsy was
performed. The fetus displayed polydactyly of left
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hand and both feet, and the brain autopsy revealed the
molar tooth sign, which confirmed the diagnosis of
Joubert syndrome with oral-facial-digital features.®

CASE PRESENTATION

28-year-old, G8 P52+ had consanguineous marriage.
Gestational diabetes mellitus on diet. Previous child
with vermian agenesis and polyhydramnios. Has 4 other
children who are healthy. Had consanguinity in the
other family members and family history of recurrent
fetal loss with hydrocephalus. She was referred to our
fetal medicine unit for early anomaly scan at 16 weeks
+ 6 weeks due to a previous history. Prenatal ultrasound
detected a characteristic molar tooth sign, absent
cerebellum-vermis, frontal bossing with hypertelorism,
dilated anterior horn of the lateral ventricle, enlarged
cisterna magna with posterior encephalocele,

IS OF VERMIS

kyphoscoliosis and bilateral renal pelvic dilatation. With
these findings and history of previous affected child,
diagnosis was most likely made to be Joubert syndrome.
Parental counseling was made and opted for termination
at 17 weeks. Sample from an aborted fetus was consistent
with the diagnosis of Joubert syndrome type 21.
Genome sequencing confirmed CSPP1 (NM_024790.
6; exon 17) homozygous likely pathogenic variant c.
2131 2132del p. (Ser711Leufs*11).

CONCLUSIONS

Prenatal sonographic findings in fetuses with
Joubert Syndrome are relatively nonspecific and
include increased nuchal translucency NT, enlarged
cisterna magna, cerebellar vermian agenesis, occipital
encephalocele, ventriculomegaly, hypoplastic phallus,
renal cysts, and polydactyly. In the present case we
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were able to identify the molar tooth sign following
in 4D scan. As the syndrome is associated with a bad
outcome the pregnancy was terminated at 17 weeks.
Early diagnosis is of great value in Islamic country
as termination of a pregnancy is not feasible beyond

18-week Gestational age. Previous history with USS

findings helped in making early diagnosis. Careful
history is important.
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Medical Case

Pulmonary Mucormycosis
st (il i) ¢

A 51-year-old woman with a history of acute lymphoblastic leukemia presented to the emergency department
with pleuritic pain in the left side of the chest that had persisted for 3 days; she had no fever or cough. She had
undergone bone marrow transplantation 3 months previously, and graft-versus-host disease had developed, for
which she had been receiving treatment with cyclosporine and high doses of glucocorticoids. Physical examination
was notable for decreased breath sounds on the left side. Laboratory studies revealed a glycated hemoglobin level
0f 9.6% (reference range, 4.0 to 5.6). A computed tomographic scan of the chest showed an area of ground-glass
opacity surrounded by a denser ring of consolidation (Panel A), a finding referred to as the reversed halo sign.
Bronchoalveolar lavage was performed, and on microscopic examination with lactophenol cotton-blue staining,

a culture of the specimen showed mycotic structures consistent with rhizopus (Panel B). A diagnosis of pulmonary
mucormycosis was made. Mucormycosis is an invasive fungal infection that is encountered primarily in patients
with a high degree of immunosuppression. The reversed halo sign on imaging has been described in other
infectious and noninfectious conditions; however, in severely immunocompromised patients, this sign is suggestive
of infection by an invasive fungal pathogen, as was observed in our patient. Treatment with liposomal amphotericin
B was initiated, and surgery was planned; however, the patient died 15 days after presentation.
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Amado J. Karduss Urueta, M.D., Clinica Las Américas, Medellin, Colombia
N Engl J Med 2021,;384:¢69. May 6, 2021. Image in clinical medicine
DOI: 10.1056/NEJMicm2030205
Translated by Samir Aldalati, MD
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Medical Case

A Sublingual Epidermoid Cyst
Oleall) cuad dyg i dusS

A 73-year-old woman presented to the emergency department with difficulty in speaking, which had progressively
worsened over a period of 4 days. Her medical history was notable only for a dental procedure 2 months earlier that
had involved the insertion of a bridge because of a missing tooth. Physical examination showed a large, fluctuant,
painless swelling of the anterior floor of the mouth. There were no palpable cervical lymph nodes and no purulent
drainage at the orifices of the submandibular and sublingual ducts. Computed tomography of the neck with the
use of contrast material revealed a well-defined, midline, and suprahyoid cyst, measuring 7 cm by 4 cm by 3.5
cm, located above the geniohyoid and mylohyoid muscles (the image on the left the axial view, and the image on
the right the sagittal view). The lesion had peripheral enhancement with multiple discrete foci of hypoattenuation
indicating a coalescence of small, fatty nodules; features consistent with an epidermoid cyst. Epidermoid cysts are
benign cysts filled with keratin. Although most commonly located on the face, neck, and trunk, they can be present
within the floor of the mouth, as in this case. This patient’s cyst was surgically excised with an intraoral approach,
and she had complete resolution of her symptoms.
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Francois Thibouw, M.D. and Antoine Schein, M.D.
Centre Hospitalier Universitaire Dijon Bourgogne, Dijon, France
N Engl J Med 2020,382:655. February 13, 2020. Image in clinical medicine
DOI: 10.1056/NEJMicm2030205
Translated by Samir Aldalati, MD
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Pediatrics
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Outcomes of empirical antimicrobial therapy
for pediatric community-onset febrile urinary tract infection
in the era of increasing antimicrobial resistance
¥l B dagaad) Claballs dawadl) dallaal) il
digaall claball dagliall 3al) dalia b aaiaall (b dagand) dalgal) Jaead) il

Kantamalee W, et al.
Pediatr Infect Dis J 2020 Feb;39(2):121-6.

Background: Urinary tract infection (UTI) is a common cause of fever in children. Despite the increasing numbers
of extended-spectrum beta-lactamase-producing organisms in the community, the empirical therapy of choice is still
third-generation cephalosporins. This study was performed to investigate whether inappropriate empirical therapy
(IAT) of community-onset UTI results in adverse clinical outcomes.

Methods: We retrospectively studied a cohort of pediatric patients with first-episode community-onset UTI caused
by Escherichia coli, Klebsiella pneumoniae and Proteus spp. at Ramathibodi Hospital from 2011 to 2017. The pa-
tients were classified into IAT and appropriate empirical therapy (AT) groups. Medical records were reviewed to
assess clinical outcomes.

Results: One hundred fifty-one eligible patients were enrolled in this study. The most common causative organ-
ism was E. coli (88.8% and 96.2% in the AT and IAT groups, respectively). Among the causative organisms, 19.8%
were extended-spectrum beta-lactamase-producing organisms. There was no significant difference in clinical failure,
microbiologic failure, relapse or time to defervescence between the 2 groups. No patients in either group developed
sepsis after receiving empirical therapy. However, the length of hospital stay was significantly longer in the IAT than
AT group [4.00 (4.50-6.00) vs. 7.00 (5.00-11.25) days, respectively; P=0.000].

Conclusions: No significant difference in treatment outcomes was found between pediatric patients receiving AT and
AT for the treatment of UTL. In the era of increasing antimicrobial resistance, third-generation cephalosporins may
still be a good choice as an empirical antimicrobial for children diagnosed with community-onset UTIL.
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SARS-CoV-2 (COVID-19): What do we know about children?
SOy die 4d s g&l\ L : SARS-CoV-2 (COVID-19) (g b

Nisha S Mehta, et al.
Clin Infect Dis 2020 Dec 3;71(9):2469-2479.

Background: Few pediatric cases of coronavirus disease 2019 (COVID-19) have been reported and we know little
about the epidemiology in children, although more is known about other coronaviruses. We aimed to understand the
infection rate, clinical presentation, clinical outcomes, and transmission dynamics for severe acute respiratory syn-
drome coronavirus 2 (SARS-CoV-2), in order to inform clinical and public health measures.

Methods: We undertook a rapid systematic review and narrative synthesis of all literature relating to SARS-CoV-2 in
pediatric populations. The search terms also included SARS-CoV and MERS-CoV. We searched 3 databases and the
COVID-19 resource centers of 11 major journals and publishers. English abstracts of Chinese-language papers were
included. Data were extracted and narrative syntheses conducted.

Results: Twenty-four studies relating to COVID-19 were included in the review. Children appear to be less affected
by COVID-19 than adults by observed rate of cases in large epidemiological studies. Limited data on attack rate indi-
cate that children are just as susceptible to infection. Data on clinical outcomes are scarce but include several reports
of asymptomatic infection and a milder course of disease in young children, although radiological abnormalities are
noted. Severe cases are not reported in detail and there are few data relating to transmission.

Conclusions: Children appear to have a low observed case rate of COVID-19 but may have rates similar to adults of
infection with SARS-CoV-2. This discrepancy may be because children are asymptomatic or too mildly infected to
draw medical attention and be tested and counted in observed cases of COVID-19.
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Proton pump inhibitor administration in neonates and infants: Lack of consensus
glaay) ase Alla tadaylly Guadgll die O gig ) dduaa cilladia olac)

Zoizner-Agar G, et al.
Int J Pediatr Otorhinolaryngol 2020 Oct;137:110200.

Objective: Laryngopharyngeal and Gastroesophageal reflux (LPR and GER) are distinct clinical entities that present
with a range of non-specific symptoms. The exact prevalence in the pediatric population is unknown. While there
has been an increase in the use of PPIs, lack of clear guidelines, conflicting evidence regarding efficacy and safety
concerns with long-term use require physicians to use their own anecdotal experience and clinical judgement when
treating patients. The goal of this study was to evaluate practice patterns among pediatric otolaryngologists regarding
the use of proton-pump inhibitors for reflux-related conditions.

Methods: A survey was submitted to American Society of Pediatric Otolaryngology (ASPO) members to determine
practice patterns regarding use of PPIs for reflux-related conditions in the newborn and infant population. Statistical
analysis using Fisher’s exact test was performed.

Results: 37% of respondents would not prescribe PO PPIs in neonates, with 50% not prescribing IV PPIs. 60%
would prescribe a PPI as second or third-line treatment for infants (10 weeks to 1-year). Only 10% would prescribe as
first-line in this age group. 48% would prescribe PPIs once daily and 19% as BID. No significant practice differences
exist based on years of experience, number of relevant patients seen, and setting of practice.

Conclusion: There was no agreement regarding dosage, frequency and duration of PPI treatment for reflux disease
in neonates and infants. There was also no correlation with experience or practice setting. This emphasizes the need
for a multidisciplinary approach and consensus statement to guide management of GER and LPR in this population.
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Management of endocrine disease subclinical hypothyroidism in children
JUlY) die (5 pmad) ciad (3,4 Jali Lokl Nl s

Salerno M, et al.
Eur J Endocrinol 2020 Aug;183(2):R13-R28.

Subclinical hypothyroidism (SH) is biochemically defined as serum TSH levels above the upper limit of the
reference range in the presence of normal free T4 (FT4) concentrations. While there is a general agreement to treat
subjects with serum TSH levels above 10 mU/L, the management of mild form (TSH concentrations between 4.5
and 10 mU/L) is still a matter of debate. In children, mild SH is often a benign and remitting condition and the risk
of progression to overt thyroid dysfunction depends on the underlying condition, being higher in the autoimmune
forms. The major concern is to establish whether SH in children should always be considered an expression of mild
thyroid dysfunction and may deserve treatment. Current data indicate that children with mild SH have normal linear
growth, bone health and intellectual outcome. However, slight metabolic abnormalities and subtle deficits in specific
cognitive domains have been reported in children with modest elevation of TSH concentration. Although these find-
ings are not sufficient to recommend levothyroxine treatment for all children with mild SH, they indicate the need for
regular monitoring to ensure early identification of children who may benefit from treatment. In the meanwhile, the
decision to initiate therapy in children with mild SH should be based on individual factors.
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Current and emerging biologics for the treatment of pediatric atopic dermatitis
Jukl) wie ol alal) lgal) a¥ls 6 ASEy Al dgad) ciladlaal)

Ghamrawi R, et al.
Expert Opin Biol Ther 2020 Dec;20(12):1435-45.

Introduction: Atopic dermatitis (AD) is a chronic inflammatory skin condition characterized by erythematous
lesions, pruritus, and a skin barrier defect. Long-term treatment in children is challenging, as there is only one Food
and Drug Administration-approved systemic medication. Current treatments may have limited efficacy or serious side
effects in children. With a deeper understanding of AD pathogenesis and the advent of target-specific medications,
several biologics are undergoing clinical trials for future use in pediatric AD.
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Areas covered: This article reviews the current and emerging biologic therapies for treatment of pediatric AD. It
allows for comprehensive comparison of medications and their clinical trials to help providers optimize patient
treatment plans while providing expert insight into upcoming advancements in the treatment of pediatric AD.
Expert opinion: Treating pediatric AD is complicated given the variety of disease severity, psychosocial impact, and
relative lack of approved medications for severe disease. Given the safety data on dupilumab, newer biologics will
likely be second line. We do not yet understand the long-term impact of newer biologics on an immature immune
system, nor do we fully understand their risks and toxicities. We should proceed optimistically, yet cautiously, with
the study of biologics in children.
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The role of pharmacotherapy in the treatment of endometriosis across the lifespan
sbadl Jalre A Salgl) aa ) la ¢)d eVl dallaa B dudigal) dalleal) g0

Schwartz K, et al.
Expert Opin Pharmacother 2020 Jun;21(8):893-903.

Introduction: Endometriosis is estimated to affect 10% of reproductive-aged women. The gold standard for
treatment is surgery; however, surgery carries a significant morbidity and cost burden. There is an ongoing need for
safe, effective medical therapies for endometriosis patients, both in conjunction with and independent of surgical
interventions. Most conventional therapies for endometriosis work by a similar mechanism, and efficacy is variable.
In recent years, there has been increased interest in the development and testing of novel pharmacotherapies for
endometriosis.

Areas covered: This review discusses both conventional and emerging treatments for endometriosis. The authors
present the application of these drugs in different presentations of endometriosis across the lifespan and discuss
how emerging therapies might fit into future medical management of endometriosis. Conventional therapies include
nonsteroidal anti-inflammatory drugs, combined oral contraceptives, progestins, GnRH agonists/antagonists, and
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aromatase inhibitors. Emerging therapies are focused on disease-specific targets such as endothelial growth factor
receptors.

Expert opinion: The field of endometriosis therapy is moving toward modifying the immune and inflammatory
milieu surrounding endometrial implants. If these drugs show efficacy in clinical trials, combining them with current
medical treatment is expected to result in a profound impact on symptom and disease burden for patients who suffer
from endometriosis worldwide.
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A randomized controlled trial of ceftriaxone and doxycycline,
with or without metronidazole, for the treatment
of acute pelvic inflammatory disease

~metronidazole (3% sl aa—doxycycline s ceftriaxone alaiiul Jga dagucae duilgds )
sal) lgilY) asad) el dallas b

Wiesenfeld HC, et al.
Clin Infect Dis 2021 Apr 8;72(7):1181-9.

Background: Anaerobic organisms are important pathogens in acute pelvic inflammatory disease (PID). The
currently recommended PID regimen of a single dose of ceftriaxone and doxycycline for 14 days has limited
anaerobic activity. The need for broader anaerobic coverage is unknown and concerns have been raised about
metronidazole tolerability.

Methods: We conducted a randomized, double-blind, placebo-controlled trial comparing ceftriaxone 250 mg
intramuscular single dose and doxycycline for 14 days, with or without 14 days of metronidazole in women with
acute PID. The primary outcome was clinical improvement at 3 days following enrollment. Additional outcomes at
30 days following treatment were the presence of anaerobic organisms in the endometrium, clinical cure (absence of
fever and reduction in tenderness), adherence, and tolerability.

Results: We enrolled 233 women (116 to metronidazole and 117 to placebo). Clinical improvement at 3 days was
similar between the 2 groups. At 30 days following treatment, anaerobic organisms were less frequently recovered
from the endometrium in women treated with metronidazole than placebo (8% vs 21%, P <0.05) and cervical
Mycoplasma genitalium was reduced (4% vs 14%, P<0.05). Pelvic tenderness was also less common among women
receiving metronidazole (9% vs 20%, P<0.05). Adverse events and adherence were similar in each treatment group.
Conclusions: In women treated for acute PID, the addition of metronidazole to ceftriaxone and doxycycline was well
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tolerated and resulted in reduced endometrial anaerobes, decreased M. genitalium, and reduced pelvic tenderness
compared to ceftriaxone and doxycycline. Metronidazole should be routinely added to ceftriaxone and doxycycline
for the treatment of women with acute PID.
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Metformin plus megestrol acetate compared with megestrol acetate
alone as fertility-sparing treatment in patients with atypical endometrial hyperplasia
and well-differentiated endometrial cancer

megestrol acetate aladiul aa 45,lEalls megestrol acetate e metformin alaii)
aal) ddlay aiai Jajd Ciliai e die duguadl) Ao ddiblas dlalaaS 3)dia JSiu
Seladl) s aal) dilas Oy (Adsall) 8

Yang B-Y, et al.
BJOG 2020 Jun;127(7):848-57.

Objective: To assess the efficacy of metformin in megestrol acetate (MA)-based fertility-sparing treatment for
patients with atypical endometrial hyperplasia (AEH) and endometrioid endometrial cancer (EEC).

Design: A randomised, single-centre, open-label, controlled trial conducted between October 2013 and December 2017.
Setting: Shanghai OBGYN Hospital of Fudan University, China.

Population: A total of 150 patients (18-45 years old) with primary AEH or well-differentiated EEC were randomised
into an MA group (n = 74) and an MA plus metformin group (n=76).

Methods: Patients with AEH or EEC were firstly stratified, then randomised to receive MA (160 mg orally, daily) or
MA (160 mg orally, daily) plus metformin (500 mg orally, three times a day).

Main outcomes and measures: The primary efficacy parameter was the cumulate complete response (CR) rate
within 16 weeks of treatment (16w-CR rate); the secondary efficacy parameters were 30w-CR rate and adverse
events.
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Results: The 16w-CR rate was higher in the metformin plus MA group than in the MA-only group (34.3 versus
20.7%, odds ratio [OR] 2.0, 95% confidence interval [CI] 0.89-4.51, P=0.09) but the difference was more significant
in 102 AEH patients (39.6 versus 20.4%, OR 2.56, 95% CI 1.06-6.21, P=0.04).

Conclusion: As a fertility-sparing treatment, metformin plus MA was associated with a higher early CR rate compared
with MA alone in AEH patients.
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Adipocytokines and their relationship to endometrial cancer risk
aa ) Al (g i ae LgiBBle s LS siann sy

Ellis PE, et al.
Gynecol Oncol 2020 Aug;158(2):507-16.

Objective: To investigate the association between circulating levels of adipocytokines (adiponectin, leptin, tumour
necrosis factor alpha (TNFa), interleukin 6 (IL-6)) and growth factors (insulin-like growth factor I (IGF-I) and II
(IGF-II)), and the risk of endometrial cancer.

Methods: Cochrane, CINAHL, Embase, Medline and Web of Science were searched for English-language manuscripts
published between January 2000 and August 2018 using the following string of words: cancer and endometrial and
(obesity or BMI) and (adiponectin or TNF* or IGF-I or IGF-II or IL-6 or leptin).

Results: Twenty articles were included in this meta-analysis, which corresponded to 18 studies involving 2921
endometrial carcinoma cases and 5302 controls. Fourteen articles reported circulating levels for adiponectin, seven
for leptin, three for TNFa, three for IL-6 and one for IGF-I. No article reported values for IGF-II. Patients with
circulating adiponectin levels in the highest tertile had decreased endometrial cancer risk compared to women with
levels in the lowest tertile, (summary of odds ratio (SOR) 0.51, 95% confidence interval (CI): 0.38-0.69, p<0.00001).
Women with circulating leptin concentrations in the highest tertile had increased endometrial cancer risk compared to
women with concentrations in the lowest tertile (SOR 2.19, 95% CI: 1.45-3.30, p=0.0002). There was no difference
in cancer risk between participants with the highest TNFa and IL-6 levels compared to the lowest levels (SOR 1.27,
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95% CI: 0.88-1.83, p=0.20 and SOR 1.20, 95% CI: 0.89-1.63, p=0.23, respectively).
Conclusions: Endometrial cancer risk is inversely affected by adiponectin and leptin levels. There appears to be no
relationship between TNFa and IL-6 and the overall risk of endometrial cancer.
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Vaginal delivery in SARS-CoV-2-infected pregnant women in Northern Italy
Lllay) A L_A SARS-CoV-2 (g YL clilaall Jalgall sic daligall 585

Ferrazzi E, et al.

BJOG 2020 Aug;127(9):1116-21.

Objective: To report mode of delivery and immediate neonatal outcome in women infected with COVID-19.
Design: Retrospective study.

Setting: Twelve hospitals in northern Italy.

Participants: Pregnant women with COVID-19-confirmed infection who delivered.

Exposure: COVID 19 infection in pregnancy.

Methods: SARS-CoV-2-infected women who were admitted and delivered from 1 to 20 March 2020 were eligible.
Data were collected from the clinical records using a standardised questionnaire on maternal general characteristics,
any medical or obstetric co-morbidity, course of pregnancy, clinical signs and symptoms, treatment of COVID 19
infection, mode of delivery, neonatal data and breastfeeding.

Main outcome and measures: Data on mode of delivery and neonatal outcome.

Results: In all, 42 women with COVID-19 delivered at the participating centres; 24 (57.1%, 95% CI 41.0-72.3)
delivered vaginally. An elective caesarean section was performed in 18/42 (42.9%, 95% CI 27.7-59.0) cases: in
eight cases the indication was unrelated to COVID-19 infection. Pneumonia was diagnosed in 19/42 (45.2%, 95%
CI129.8-61.3) cases: of these, 7/19 (36.8%, 95% CI 16.3-61.6) required oxygen support and 4/19 (21.1%, 95% CI 6.1-
45.6) were admitted to a critical care unit. Two women with COVID-19 breastfed without a mask because infection
was diagnosed in the postpartum period: their newborns tested positive for SARS-Cov-2 infection. In one case, a
newborn had a positive test after a vaginal operative delivery.
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Conclusions: Although postpartum infection cannot be excluded with 100% certainty, these findings suggest that
vaginal delivery is associated with a low risk of intrapartum SARS-Cov-2 transmission to the newborn.
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Surgery

da)al

Ultrasound for assessment and follow-up of airway stenosis
Auilsgd) okl Gl Nl B daulially andll) B digal) (398 zlsaY) aladiia

Alfonso Fiorelli, et al.
Ann Thorac Surg 2021 Jun 11;S0003-4975(21)01015-8.

Background: Ultrasound is a reliable tool for airway assessment and management. We evaluated the accuracy of
Ultrasound in the pre-procedure planning and follow-up evaluation of patients undergoing airway stenting for benign
upper airway stenosis.

Methods: This was a retrospective single center study on patients with benign upper airway stenosis treated with
airway stenting. Ultrasound evaluated the characteristics of the stenosis (distance from vocal folds, diameter and
length) before treatment and any complications after treatment; these results were then statistically compared with
those obtained by computed tomography, taking the endoscopy as the reference method.

Results: Twenty-seven patients were evaluated. Ultrasound was significantly correlated with endoscopy and com-
puted tomography scan measurements as distance of stenosis from vocal folds (r=0.88; p<0.001 and r=0.87; p<0.001,
respectively); diameter of the stenosis (r=0.97; p<0.001 and r=0.97; p<0.001, respectively); and length of the stenosis
(r=0.97; p<0.001 and r=0.97; p<0.001, respectively). Four out of 27 (15%) patients presented complications after
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treatment as stent migration (n=2; 7%); stent obstruction (n=1; 4%), and granulation of vocal fold (n=1; 4%). All
complications but granulation of vocal fold were correctly depicted by Ultrasound and Computed Tomography with-
out significant difference in comparison to endoscopy (p=0.87).

Conclusions: Ultrasound is a promising tool in assessment of airway stenosis and follow-up of patients after stenting;
it may be routinely used in adjunction to computed tomography and/or endoscopy in this setting, if our results are
corroborated by future larger study.
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Pituitary tumor surgery: Comparison of endoscopic
and microscopic techniques at a single center

4 paitl) dalal) il 4 jlaa :4uladl) ) oY) sl
aaly S o dpgaall dalally

Jamie J Van Gompel, et al.
Mayo Clin Proc 2021 Jun 10;S0025-6196(21)00254-8.

Objective: To understand the transition from microscopic surgery (MS) to endoscopic surgery (ES) on the pituitary
across the United States, we assessed a single institution practicing both procedures to discern advantages and
disadvantages for each.

Patients and methods: Retrospective institutional chart review of 534 patients in a large practice over a 6-year
period (January 1, 2014, to December 31, 2019) comparing a single MS neurosurgeon with a single ES neurosurgeon
operating on the same days.

Results: In this series, 14% (n=75) of patients had a prior operation, there were no carotid artery injuries, the overall
risk for a postoperative infection was 0.4% (n=2), and risk for a postoperative cerebrospinal fluid leak requiring
treatment was 2.0% (n=11). Mean £ SD hospital stay was 1.3+0.04 days; readmission for any reason within 30
days occurred in 3.4% (n=18) of patients. The mean volumetric resection for MS was 86.9%+1.7% and for ES was
91.7%+1.3% (P=.03). There was a higher rate of notable events (P=.015) with MS, but MS had 16% lower cost and
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operative times were 48 minutes shorter than for ES (83+7 vs 131+£6 minutes). The ES required substantially fewer
postoperative secondary treatments such as radiation therapy (P=.003).

Conclusion: Pituitary surgery is a very safe and effective procedure regardless of technique. The MS has shorter
operative times and overall lower cost. The ES results in increased volumetric resection and fewer secondary
treatments. Both techniques can be valuable to a large practice, and understanding these niches is important when
selecting optimal approaches to pituitary surgery for a given patient.
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Morbidity and mortality analysis in general surgery operations.
Is there any room for improvement?

Cpunl (Gaiad 4ilSaly dalal) daa)al) cibleal) B cLdglly ddalall Jalas

Lodovico Rosato, et al.
Minerva Surg 2021 Jun 23.

Background: The aim of this work is to examine the performance of surgeries, by evaluating the results. The
evaluation of the results, with particular attention to complications, is the corner stone to identify the causes leading
to correction of any predisposing factors and reducing risks, to improve quality of care.

Methods: We performed a retrospective analysis of 952 consecutive patients who had elective or emergency surgery
from November 1, 2018 to October 31, 2019. We classified surgical intervention according to their complexity.
The Clavien Dindo classification was used to categorize the complications. We performed a stepwise multivariate
logistic-regression analysis, with the presence of post-operative complications as dependent variable and age, gender,
BMI, ASA, type of surgery procedures, complexity of surgery, operative time as covariates.

Results: A total of 952 surgical procedures were included in this study. Abdominal procedures were the most
frequent type of surgery performed (52.1%). Post-operative complications occurred in 120 surgical procedures
(12.6%), these are related to the increase of the ASA score and the longer average operative time, with an
increase of developing complication of 5% for each additional 10 minutes of surgery.

Conclusions: Many factors influence postoperative morbidity and mortality. Particular attention was due to

71



Journal of the Arab Board of Health Specializations Vol. 22, No. 1, 2021

complication’s evaluation, about all in abdominal surgery and high complexity procedures. We argue that key factors
which influence the favourable surgical outcome are: compliance with standardized safety procedures, volume of
activity of the structure, presence of interdisciplinary care groups, and ability of health professionals in recognizing
and promptly treating complications.
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Botulinum toxin in the surgical treatment of complex abdominal hernias
Bainal) dxibal) (3458l Aualiad) dadlaal) A Audigl (Ml aladiu)

Fotios Seretis, et al.
In Vivo Jul-Aug 2021;35(4):1913-1920.

Background/aim: Abdominal wall hernias represent a common problem in surgical practice. A significant proportion
of them entails large defects, often difficult to primarily close without advanced techniques. Injection of botulinum
toxin preoperatively at specific points targeting lateral abdominal wall musculature has been recently introduced as
an adjunct in achieving primary fascia closure rates.

Materials and methods: A literature search was conducted investigating the role of botulinum toxin in abdominal
wall reconstruction focusing on anatomic repair of hernia defects.

Results: Injecting botulinum toxin preoperatively achieved chemical short-term paralysis of the lateral abdominal
wall muscles, enabling a tension-free closure of the midline, which according to anatomic and clinical studies should
be the goal of hernia repair. No significant complications from botulinum injections for complex hernias were
reported.

Conclusion: Botulinum is a significant adjunct to complex abdominal wall reconstruction. Further studies are needed
to standardize protocols and create more evidence.
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Cardiovascular Diseases

Agle gl Aalal) (jza) ey

Relationship between infarct artery location, acute total coronary occlusion,
and mortality in STEMI and NSTEMI patients
cildglly aladl A Ay dacd¥) ¢ plaial) Gl puags didal)
fo Alalls ST Aall) g Uiy o Lldl) Alcaal) sliiaf e¥la
ST dakadl) gl O slidal) ol

Karwowski J, et al.
Pol Arch Intern Med 2017 Jun 30;127(6):401-11.

Introduction: The prevalence of total coronary occlusion of an infarct-related artery (IRA) and its impact on
the outcome can differ between patients with non-ST-elevation myocardial infarction (NSTEMI) and those with
ST-segment elevation myocardial infarction (STEMI) undergoing percutaneous coronary intervention (PCI).
Objectives: We evaluated the impact of IRA occlusion on the outcome of myocardial infarction according to the
presence or absence of ST-segment elevation and the location of the culprit lesion.

Patients and methods: We analyzed 4581 patients with STEMI and 2717 patients with NSTEMI who underwent
PCI and were enrolled in the Polish Registry of Acute Coronary Syndromes. Patients were divided into 3 cohorts
depending on the IRA: left anterior descending artery (LAD), left circumflex artery (LCx), or right coronary artery
(RCA). Patients were further divided according to preprocedural Thrombolysis in Myocardial Infarction (TIMI) flow
to either a subgroup with total occlusion (TO; TIMI flow grade, 0) or a subgroup with incomplete occlusion (nTO;
TIMI flow grade 1).

Results: TO was observed in 2949 patients (64.4%) with STEMI and 723 patients (26.6%) with NSTEMI. The most
common IRAs were the RCA (49.4%) and LCx (48.4%) in the STEMI and NSTEMI groups, respectively. STEMI
patients with TO of the LAD showed higher mortality during the 36-month follow-up; mortality in the NSTEMI
group was comparable between patients with TO and nTO. STEMI and NSTEMI groups with TO of the LCx showed
higher in-hospital mortality. No differences were observed between patients with TO and nTO of the RCA.
Conclusions: Totally occluded IRA (TIMI flow grade 0) on baseline angiogram was not associated with higher
36-month mortality rates after both NSTEMI and STEMI treated with PCI in comparison with patients with patent
IRA except for totally occluded LAD in STEML.
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Management of Acute Myocarditis
and Chronic Inflammatory Cardiomyopathy
Cajall (gl dulal) dlanl) J3ie g alad) Aalal) dlidanl) Glgdl) cls s

Enrico Ammirati, et al.

Circ Heart Fail 2020 Nov;13(11):e007405.

Myocarditis is an inflammatory disease of the heart that may occur because of infections, immune system
activation, or exposure to drugs. The diagnosis of myocarditis has changed due to the introduction of cardiac
magnetic resonance imaging. We present an expert consensus document aimed to summarize the common
terminology related to myocarditis meanwhile highlighting some areas of controversies and uncertainties and
the unmet clinical needs. In fact, controversies persist regarding mechanisms that determine the transition
from the initial trigger to myocardial inflammation and from acute myocardial damage to chronic ventricular
dysfunction. It is still uncertain which viruses (besides enteroviruses) cause direct tissue damage, act as triggers
for immune-mediated damage, or both. Regarding terminology, myocarditis can be characterized according
to etiology, phase, and severity of the disease, predominant symptoms, and pathological findings. Clinically,
acute myocarditis (AM) implies a short time elapsed from the onset of symptoms and diagnosis (generally <1
month). In contrast, chronic inflammatory cardiomyopathy indicates myocardial inflammation with established
dilated cardiomyopathy or hypokinetic nondilated phenotype, which in the advanced stages evolves into
fibrosis without detectable inflammation. Suggested diagnostic and treatment recommendations for AM and
chronic inflammatory cardiomyopathy are mainly based on expert opinion given the lack of well-designed
contemporary clinical studies in the field. We will provide a shared and practical approach to patient diagnosis
and management, underlying differences between the European and US scientific statements on this topic. We
explain the role of histology that defines subtypes of myocarditis and its prognostic and therapeutic implications.
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Pulmonary Diseases

COVID-19 Susceptibility in chronic obstructive pulmonary disease
Cajal) alad) (i) elal) NS L"; Covid-19 (g s daladd (il

Olloquequi J, et al.
Eur J Clin Invest 2020 Oct;50(10):e13382.

In barely nine months, the pandemic known as COVID-19 has spread over 200 countries, affecting more than 22
million people and causing over than 786 000 deaths. Elderly people and patients with previous comorbidities
such as hypertension and diabetes are at an increased risk to suffer a poor prognosis after severe acute respiratory
syndrome coronavirus 2 (SARS-CoV-2) infection. Although the same could be expected from patients with
chronic obstructive pulmonary disease (COPD), current epidemiological data are conflicting. This could lead to a
reduction of precautionary measures in these patients, in the context of a particularly complex global health crisis.
Most COPD patients have a long history of smoking or exposure to other harmful particles or gases, capable of
impairing pulmonary defences even years after the absence of exposure. Moreover, COPD is characterized by an
ongoing immune dysfunction, which affects both pulmonary and systemic cellular and molecular inflammatory
mediators. Consequently, increased susceptibility to viral respiratory infections have been reported in COPD,
often worsened by bacterial co-infections and leading to serious clinical outcomes. The present paper is an
up-to-date review that discusses the available research regarding the implications of coronavirus infection in
COPD. Although validation in large studies is still needed, COPD likely increases SARS-CoV-2 susceptibility
and increases COVID-19 severity. Hence, specific mechanisms to monitor and assess COPD patients should be
addressed in the current pandemic.
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Hypercoagulation and Antithrombotic Treatment in Coronavirus 2019
2019 dalil) clugualy oY) a¥ls @ A clabdaa dalleally iaal) Jajd Al

Violi F, etal.
Thromb Haemost 2020 Jun;120(6):949-956.

The novel coronavirus 2019 (COVID-19) is clinically characterized by severe acute respiratory syndrome coronavirus
2 (SARS-CoV-2), which is responsible for a high number of patients needing mechanical ventilation or intensive care
units treatment and for the elevated mortality risk. A link between COVID-19 and multiorgan failure may be dependent
on the fact that most COVID-19 patients are complicated by pneumonia, which is known to be associated with early
changes of clotting and platelet activation and artery dysfunction; these changes may implicate in thrombotic-related
events such as myocardial infarction and ischemic stroke. Recent data showed that myocardial injury compatible
with coronary ischemia may be detectable in SARS-CoV-2 patients and laboratory data exploring clotting system
suggest the presence of a hypercoagulation state. Thus, we performed a systematic review of COVID-19 literature
reporting measures of clotting activation to assess if changes are detectable in this setting and their relationship with
clinical severity. Furthermore, we discussed the biologic plausibility of the thrombotic risk in SARS-CoV-2 and the
potential use of an antithrombotic treatment.
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Gastroenterology
diacagll galyaYl

Global prevalence of, and risk factors for,
gastro-oesophageal reflux symptoms

hal) (gl Guldl) (el ARl 5 ghil) Jalgey allall JLETY)

Eusebi LH, et al.
Gut 2018 Mar;67(3):430-440.

Objectives: Gastro-oesophageal reflux symptoms are common in the community, but there has been no definitive
systematic review and meta-analysis of data from all studies to estimate their global prevalence, or potential risk
factors for them.

Design: Medline, Embase and Embase Classic were searched (until September 2016) to identify population-based
studies that reported the prevalence of gastro-oesophageal reflux symptoms in adults (>15 years); gastro-oesophageal
reflux was defined using symptom-based criteria or questionnaires. The prevalence was extracted for all studies,
and according to the criteria used to define it. Pooled prevalence, according to study location and certain other
characteristics, OR and 95% CIs were calculated.

Results: Of the 14 132 citations evaluated, 102 reported the prevalence of gastro-oesophageal reflux symptoms in
108 separate study populations, containing 460 984 subjects. Prevalence varied according to country (from 2.5% in
China to 51.2% in Greece) and criteria used to define gastro-oesophageal reflux symptoms. When only studies using
a weekly frequency of heart burn or regurgitation to define presence were considered, pooled prevalence was 13.3%
(95% CI 12.0% to 14.6%). Prevalence was higher in subjects >50 years (OR 1.32; 95% CI 1.12 to 1.54), smokers
(OR 1.26; 95% CI 1.04 to 1.52), non-steroidal anti-inflammatory drug (NSAID)/aspirin users (OR 1.44; 95% CI 1.10
to 1.88) and obese individuals (OR 1.73; 95% CI 1.46 to 2.06).

Conclusions: The prevalence of gastro-oesophageal reflux symptoms varied strikingly among countries, even when
similar definitions were used to define their presence. Prevalence was significantly higher in subjects >50 years,
smokers, NSAID users and obese individuals, although these associations were modest.
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Liquid biopsy for patients with IBD-associated neoplasia
Y Gorall olally ddasipal) Clpiiil) e die Alilud) cileial)

Kinugasa H, et al.
BMC Cancer 2020 Dec 3;20(1):1188.

Background: It is often difficult to diagnose inflammatory bowel disease (IBD)-associated neoplasia endoscopically
due to background inflammation. In addition, due to the absence of sensitive tumor biomarkers, countermeasures
against IBD-associated neoplasia are crucial. The purpose of this study is to develop a new diagnostic method through
the application of liquid biopsy.

Methods: Ten patients with IBD-associated cancers and high-grade dysplasia (HGD) with preserved tumor tissue and
blood were included. Tumor and non-tumor tissues were analyzed for 48 cancer-related genes using next-generation
sequencing. Simultaneously, circulating tumor DNA (ctDNA) was analyzed for mutations in the target genes using
digital PCR.

Results: Out of 10 patients, seven had IBD-related cancer and three had IBD-related HGD. Two patients had
carcinoma in situ; moreover, three had stage Il and two had stage IIl. To avoid false positives, the mutation rate
cutoff was set at 5% based on the control results; seven of 10 (70%) tumor tissue samples were mutation-positive.
Mutation frequencies for each gene were as follows: TP53 (20.9%; R136H), TP53 (25.0%; C110W), TP53 (8.5%j;
H140Q), TP53 (31.1%; R150W), TP53 (12.8%; R141H), KRAS (40.0%; G12V), and PIK3CA (34.1%; R 88Q). The
same mutations were detected in the blood of these seven patients. However, no mutations were detected in the blood
of the remaining three patients with no tumor tissue mutations. The concordance rate between tumor tissue DNA and
blood was 100%.

Conclusion: Blood liquid biopsy has the potential to be a new method for non-invasive diagnosis of IBD-associated
neoplasia.
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Endocrinology

acall 203l jalyal

Influence of diabetes mellitus on the severity and fatality
of SARS-CoV-2 (COVID-19) infection

19-1858 (g GLEY) s B clidglly Llay) Bad o glull olal) il

Wu J, et al.
Diabetes Obes Metab 2020 Oct;22(10):1907-14.

Aim: To evaluate the influence of diabetes on the severity and fatality of severe acute respiratory syndrome
coronavirus-2 (SARS-CoV-2) infection.

Materials and methods: The medical records of 66 hospitalized coronavirus disease 2019 (COVID-19) patients
were collected and classified into non-severe (mild/moderate cases) and severe (severe/critical cases) groups. Logistic
regression analysis was used to estimate the risk of severe COVID-19 (severe/critical infection). In addition, a meta-
analysis including published studies reported the impact of diabetes on the severity and fatality of COVID-19. The
current study was conducted using fixed effects models.

Results: There were 22 diabetes and 44 non-diabetes cases among the 66 hospitalized COVID-19 patients. Seven
patients with diabetes (31.82%) were diagnosed as severe COVID-19 cases, which was significantly higher than that
in the non-diabetes group (4/44, 9.09%, p=0.033). After adjustment for age and gender, diabetes was significantly
associated with COVID-19 severity (OR: 5.29, 95% CI: 1.07-26.02). A meta-analysis further confirmed the positive
association between diabetes and COVID-19 severity (pooled OR =2.58, 95% CI: 1.93-3.45). Moreover, the patients
with diabetes infected with SARS-CoV-2 had a 2.95-fold higher risk of fatality compared with those patients without
diabetes (95% CI: 1.93-4.53).

Conclusions: Our findings provide new evidence that diabetes is associated with a higher risk of severity and fatality
of COVID-19. Therefore, intensive monitoring and antidiabetic therapy should be considered in patients with diabetes
with SARS-CoV-2 infection.
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How to manage osteoporosis before the age of 50
Rozenberg S, et al.
Maturitas 2020 Aug;138:14-25.

This narrative review discusses several aspects of the management of osteoporosis in patients under 50
years of age. Peak bone mass is genetically determined but can also be affected by lifestyle factors. Puberty
constitutes a vulnerable period. Idiopathic osteoporosis is a rare, heterogeneous condition in young adults due
in part to decreased osteoblast function and deficient bone acquisition. There are no evidence-based treatment
recommendations. Drugs use can be proposed to elderly patients at very high risk. Diagnosis and management
of osteoporosis in the young can be challenging, in particular in the absence of a manifest secondary cause.
Young adults with low bone mineral density (BMD) do not necessarily have osteoporosis and it is important to
avoid unnecessary treatment. A determination of BMD is recommended for premenopausal women who have
had a fragility fracture or who have secondary causes of osteoporosis: secondary causes of excessive bone loss
need to be excluded and treatment should be targeted. Adequate calcium, vitamin D, and a healthy lifestyle
should be recommended. In the absence of fractures, conservative management is generally sufficient, but in
rare cases, such as chemotherapy-induced osteoporosis, antiresorptive medication can be used. Osteoporosis
in young men is most often of secondary origin and hypogonadism is a major cause; testosterone replacement
therapy will improve BMD in these patients. Diabetes is characterized by major alterations in bone quality,
implying that medical therapy should be started sooner than for other causes of osteoporosis. Primary
hyperparathyroidism, hyperthyroidism, Cushing’s syndrome and growth hormone deficiency or excess
affect cortical bone more often than trabecular bone.
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Hematology And Oncology

ebﬁijb al byl

COVID-19 in immunocompromised populations: implications for
prognosis and repurposing of immunotherapies
‘Lo lia (uinad) iyl sie COVID-19 (gl oY)
Lo lal) ciladlaal) aladialy Y Ao aysly

Jason D Goldman, et al.
Immunother Cancer 2021 Jun;9(6):¢002630.

SARS-CoV-2 is the virus responsible for the COVID-19 pandemic. COVID-19 has highly variable disease se-
verity and a bimodal course characterized by acute respiratory viral infection followed by hyperinflammation
in a subset of patients with severe disease. This immune dysregulation is characterized by lymphocytopenia,
elevated levels of plasma cytokines and proliferative and exhausted T cells, among other dysfunctional cell
types. Immunocompromised persons often fare worse in the context of acute respiratory infections, but prelim-
inary data suggest this may not hold true for COVID-19. In this review, we explore the effect of SARS-CoV-2
infection on mortality in four populations with distinct forms of immunocompromise: (1) persons with hemato-
logical malignancies (HM) and hematopoietic stem cell transplant (HCT) recipients; (2) solid organ transplant
recipients (SOTRs); (3) persons with rheumatological diseases; and (4) persons living with HIV (PLWH). For
each population, key immunological defects are described and how these relate to the immune dysregulation in
COVID-19. Next, outcomes including mortality after SARS-CoV-2 infection are described for each population,
giving comparisons to the general population of age-matched and comorbidity-matched controls. In these four
populations, iatrogenic or disease-related immunosuppression is not clearly associated with poor prognosis
in HM, HCT, SOTR, rheumatological diseases, or HIV. However, certain individual immunosuppressants or
disease states may be associated with harmful or beneficial effects, including harm from severe CD4 lympho-
cytopenia in PLWH and possible benefit to the calcineurin inhibitor ciclosporin in SOTRs, or tumor necrosis
factor-a inhibitors in persons with rheumatic diseases. Lastly, insights gained from clinical and translational
studies are explored as to the relevance for repurposing of immunosuppressive host-directed therapies for the
treatment of hyperinflammation in COVID-19 in the general population.
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HOXBS promotes the progression of breast cancer through wnt/beta-catenin pathway
A=\l wnt/beta-catenin Gob e (ol (Ui skl (2l 42 HOXBS a5y gal) 9o

Jie Zhang, et al.
Pathol Res Pract 2020 Jul 13;224:153117.

Objective: The present study was designed to explore the function of HOXBS in breast cancer and related signaling
pathway.

Methods: Breast cancer tissues and non-cancerous tissues were collected from 82 cases who were pathologically
diagnosed with breast cancer. The mRNA level of HOXBS5 was detected via quantitative real-time polymerase chain
reaction (qQRT-PCR). Chi-square test was adopted to analyze the association of HOXBS5 with clinical features. The vi-
ability, migration and invasion of breast cancer cells were detected through MTT and Transwell assays, respectively.
Protein analysis was performed adopting western blot analysis.

Results: HOXBS5 expression was increased in breast cancer tissues and cells, and showed positive correlation
with tumor size (P=0.028), TNM stage (P=0.048), and lymph node metastasis (P=0.002). Losing HOXBS5 expres-
sion suppressed clone formation, proliferation, migration and invasion of breast cancer cells. The knockdown of
HOXBS significantly inactivated wnt/B-catenin pathway. Furthermore, wnt/B-catenin pathway had the potential to
neutralize the oncogenic function of HOXBS in breast cancer.

Conclusion: HOXBS5 may be involved in the invasive progression of breast cancer. The function of HOXBS in breast
cancer was mediated by wnt/B-catenin pathway.
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Rheumatology And Orthopedics
alaall (alpalg dugiyll il paY)

Inflammatory myositis in systemic lupus erythematosus
Slgall alaall QA Gl & el Glgal)

Bitencourt N, et al.
Lupus 2020 Jun;29(7):776-81.

Background: The coexistence of inflammatory myositis in systemic lupus erythematosus (SLE) has not been
extensively studied. In this study, we describe the incidence, distinct types of inflammatory myositis, and risk factors
for this finding in a cohort of pediatric and adult SLE patients.

Methods: We identified SLE patients with coexisting myositis followed between 2010 and 2019 at two pediatric
hospitals and one adult hospital. Demographic, clinical, laboratory, and pathological features of myositis were
collected, and descriptive statistics were applied.

Results: A total of 1718 individuals were identified as having SLE (451 pediatric and 1267 adult patients). Of
these, 108 were also diagnosed with inflammatory myositis (6.3%). People of black race had a significantly higher
prevalence of inflammatory myositis, as did those with childhood-onset SLE compared to adult-onset disease. In
the majority of patients (68%), SLE and inflammatory myositis presented concurrently. Overlapping features of
systemic sclerosis occurred in 48%, while dermatomyositis-specific rashes were present in a third. Arthralgias and
inflammatory arthritis were seen in >90%. Thrombotic events and significant pregnancy-related morbidity were
present in more than a third of patients. Lymphopenia, hypocomplementemia, and a positive RNP were the most
common laboratory features noted. Myositis-specific antibodies (MSA) and myositis-associated antibodies (MAA)
were present in >40% of patients. A review of 28 muscle biopsy reports revealed a wide array of pathological
features, including nonspecific changes, dermatomyositis, polymyositis, and necrotizing auto-immune myopathy.
Conclusion: Inour SLE patient population, 6.3% presented with concurrent inflammatory myositis. Dermatomyositis-
specific rashes, clinical features of systemic sclerosis, arthralgias and arthritis, and cytopenias were common
coexisting clinical manifestations. A high frequency of RNP, MSA, and MAA were found. People of black race and
with childhood-onset disease had a higher prevalence of myositis. Our findings suggest that SLE patients of black
race, with childhood-onset SLE, and who possess MSA or MAA should be routinely screened for myositis.
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RNA identification of prime cells predicting rheumatoid arthritis flares

(S5l Jualial) gl Cilangs a3l Aiald) LD & RNA a3

Dana E Orange DE, et al.
N Engl J Med 2020 Jul 16;383(3):218-28.

Background: Rheumatoid arthritis, like many inflammatory diseases, is characterized by episodes of quiescence and
exacerbation (flares). The molecular events leading to flares are unknown.

Methods: We established a clinical and technical protocol for repeated home collection of blood in patients with
rheumatoid arthritis to allow for longitudinal RNA sequencing (RNA-seq). Specimens were obtained from 364 time
points during eight flares over a period of 4 years in our index patient, as well as from 235 time points during flares in
three additional patients. We identified transcripts that were differentially expressed before flares and compared these
with data from synovial single-cell RNA-seq. Flow cytometry and sorted-blood-cell RNA-seq in additional patients
were used to validate the findings.

Results: Consistent changes were observed in blood transcriptional profiles 1 to 2 weeks before a rheumatoid
arthritis flare. B-cell activation was followed by expansion of circulating CD45-CD31-PDPN+ preinflammatory
mesenchymal, or PRIME, cells in the blood from patients with rheumatoid arthritis; these cells shared features of
inflammatory synovial fibroblasts. Levels of circulating PRIME cells decreased during flares in all 4 patients, and
flow cytometry and sorted-cell RNA-seq confirmed the presence of PRIME cells in 19 additional patients with
rheumatoid arthritis.

Conclusions: Longitudinal genomic analysis of rheumatoid arthritis flares revealed PRIME cells in the blood during
the period before a flare and suggested a model in which these cells become activated by B cells in the weeks before
a flare and subsequently migrate out of the blood into the synovium.

Al LIV O3 Y L (lens) olall L3l ity pona it —AulaN) Q) e LA LS g l) Jaaliall Ll acy séianl) udla
Aigyea ye langll Gigaa 5 db)gidl

Ashll RNA dubus suony o Laadll (i)l Jualial) gl (oiapa vie Jiall (o pal) o diiy &pupes e dadiil mans 5 el 3 b
235 ) &laYl anye G ) Glgin 4 530 BA ol Glesa 8 Pl L) 3t 364 e Dl o Jsaall 5 (RNA-seq)
(RNA-seq) cililaca po i lias dangl) Cigia U Loie i) 1y Baae oot 2an3 o3 (AT (oape 3 die elall cilaas DS &uiie Ak
Al Cialdll B ayall 52 59 shall Ligeal) LUAD 8 RNA dedus aasty (g5lall loall (Gl plasiad &5 505k ) 3da b
sl Gilagagall e ddaliadll

84



Journal of the Arab Board of Health Specializations Vol. 22, No. 1, 2021

AL DIAT Qi Gana (gl Jealial gl Gana agan (o lesad 201 U8 pal) 3 g aal) cll b Scinn ol i) rgudlidl
Clell e sl 2l 3 (PRIME Zéadl WIAY ) CD45-CD31-PDPN Zulas) Zleil) declls Ll siall WIAY 230 8315 5 (e
WA cilbgice (dlis Jasgl .synovial fibroblasts el §)geadll L1 AnlgilV) LAY jalas LAY sla el Cus gyl Jualiall
WIS 3 RNA Judas 133 (g5lall Gloall Gl ST LS ¢ (iara 4) Lahall (iage goes 3l Gl o8l lasa DS sl & G
gl dealiall gl aimya (e Ll Ly 19 (520 Bl LDASN 3505 839 el g

fus U8 5l DA aall L3 PRIME &adl WIAY 3sng (gsil) Jeslial) olgil) dana DUa sl salall Nkl Jaill gl scilaliiiay)
sbmial Q5 Y aall e aans yalgiy conel] Aalad) ) 8 A0 LOAT e UDIAN o3 (londs 4 i 390 i Lo s cclall o8lis

Neurology

Nine-year prospective efficacy and safety
of brain-responsive neurostimulation for focal epilepsy
195 gl Y gﬁ g laall Gyglaial) gsJ,uaJ\ Aguil)
Glgiw 9 A lidial) dadlud)y dullagdl)

Nair DR, et al.
Neurology 2020 Sep 1;95(9):e1244-56.

Objective: To prospectively evaluate safety and efficacy of brain-responsive neurostimulation in adults with
medically intractable focal onset seizures (FOS) over 9 years.

Methods: Adults treated with brain-responsive neurostimulation in 2-year feasibility or randomized controlled trials
were enrolled in a long-term prospective open label trial (LTT) to assess safety, efficacy, and quality of life (QOL)
over an additional 7 years. Safety was assessed as adverse events (AEs), efficacy as median percent change in seizure
frequency and responder rate, and QOL with the Quality of Life in Epilepsy (QOLIE-89) inventory.

Results: Of 256 patients treated in the initial trials, 230 participated in the LTT. At 9 years, the median percent
reduction in seizure frequency was 75% (p<0.0001, Wilcoxon signed rank), responder rate was 73%, and 35% had
a >90% reduction in seizure frequency. We found that 18.4% (47 of 256) experienced >1 year of seizure freedom,
with 62% (29 of 47) seizure-free at the last follow-up and an average seizure-free period of 3.2 years (range 1.04-9.6
years). Overall QOL and epilepsy-targeted and cognitive domains of QOLIE-89 remained significantly improved
(p<0.05). There were no serious AEs related to stimulation, and the sudden unexplained death in epilepsy (SUDEP)
rate was significantly lower than predefined comparators (p<0.05, 1-tailed y?).

Conclusions: Adjunctive brain-responsive neurostimulation provides significant and sustained reductions in the
frequency of FOS with improved QOL. Stimulation was well tolerated; implantation-related AEs were typical of
other neurostimulation devices; and SUDEP rates were low.
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The effect of caffeine on the risk and progression of Parkinson’s disease
Opil #ld shiy Jhd o cpdlel) i

Tai Hong C, et al.
Nutrients 2020 Jun 22;12(6):1860.

Coffee and caffeine are speculated to be associated with the reduced risk of Parkinson’s disease (PD). The present
study aimed to investigate the disease-modifying potential of caffeine on PD, either for healthy people or patients,
through a meta-analysis. The electronic databases were searched using terms related to PD and coffee and caffeinated
food products. Articles were included only upon fulfillment of clear diagnostic criteria for PD and details regarding
their caffeine content. Reference lists of relevant articles were reviewed to identify eligible studies not shortlisted
using these terms. In total, the present study enrolled 13 studies, nine were categorized into a healthy cohort and the
rest into a PD cohort. The individuals in the healthy cohort with regular caffeine consumption had a significantly lower
risk of PD during follow-up evaluation (hazard ratio (HR)=0.797, 95% CI=0.748-0.849, p<0.001). The outcomes of
disease progression in PD cohorts included dyskinesia, motor fluctuation, symptom onset, and levodopa initiation.
Individuals consuming caffeine presented a significantly lower rate of PD progression (HR=0.834, 95% CI=0.707-
0.984, p=0.03). In conclusion, caffeine modified disease risk and progression in PD, among both healthy individuals
and those with PD. Potential biological benefits, such as those obtained from adenosine 2A receptor antagonism, may
require further investigation for designing new drugs.
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One-year safety and efficacy of intravenous etelcalcetide in patients
on hemodialysis with secondary hyperparathyroidism
etelcalcetide I sasl slaey) (e Al DA Alladlly Aadal)
Sl @oa cla Bl b clan (Geadll Jladl) oy e

Bushinsky DA, et al.
Nephrol Dial Transplant2020 Oct 1;35(10):1769-78.

Background: Secondary hyperparathyroidism (sHPT), a common complication of chronic kidney disease, is
characterized by elevated serum parathyroid hormone (PTH). Etelcalcetide is an intravenous calcimimetic that
increases sensitivity of the calcium-sensing receptor to calcium and decreases PTH secretion. This open-label
extension (OLE) trial evaluated the long-term effects of etelcalcetide for sHPT treatment in patients receiving
hemodialysis.

Methods: This 52-week, multicenter, single-arm OLE enrolled patients from three parent trials: two randomized,
double-blind, placebo-controlled trials and one open-label, single-arm, ‘switch’ study from cinacalcet to etelcalcetide.
The primary endpoint was to investigate the nature, frequency, severity and relation to treatment of all adverse events
(AEs) reported throughout the trial. Secondary endpoints included the proportion of patients with >30% reduction
from baseline in PTH and the percentage change from baseline in PTH, albumin-corrected calcium (Ca), phosphate
(P) and the calcium-phosphate product (Ca x P).

Results: Overall, 89.8% of the patients experienced one or more treatment-emergent AE. The most common were
decreased blood Ca (43.3%), diarrhea (10.8%), vomiting (10.4%) and nausea (9.6%); symptomatic hypocalcemia
occurred in 3.7% of the patients. Approximately 68% of patients achieved >30% reduction in PTH, and 56% achieved
PTH <300 pg/mL. Mean percent changes from baseline ranged from -25.4% to -26.1% for PTH, -8.3% to -9.1% for
Ca, -3.6% to -4.1% for P and -12.0% to -12.6% for Ca x P.

Conclusions: Etelcalcetide effectively lowered PTH and its effect was sustained, while no new safety concerns
emerged over a 1-year treatment period.
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Blood pressure targets and pharmacotherapy for hypertensive patients on hemodialysis
Gl Jadl) uage v Alpddl Geil) g ) s A aal) Jaal Ciagh) andlly dui|gal) dadleal)

Maruyama T, et al.
Expert Opin Pharmacother 2020 Jul;21(10):1219-40.

Introduction: Hypertension is highly prevalent in patients with end-stage kidney disease on hemodialysis and is
often not well controlled. Blood pressure (BP) levels before and after hemodialysis have a U-shaped relationship with
cardiovascular and all-cause mortality. Although antihypertensive drugs are recommended for patients in whom BP
cannot be controlled appropriately by non-pharmacological interventions, large-scale randomized controlled clinical
trials are lacking.

Areas covered: The authors review the pharmacotherapy used in hypertensive patients on dialysis, primarily focusing
on reports published since 2000. An electronic search of MEDLINE was conducted using relevant key search terms,
including ‘hypertension’, ‘pharmacotherapy’, ‘dialysis’, ‘kidney disease’, and ‘antihypertensive drug’. Systematic
and narrative reviews and original investigations were retrieved in our research.

Expert opinion: When a drug is administered to patients on dialysis, the comorbidities and characteristics of each
drug, including its dialyzability, should be considered. Pharmacological lowering of BP in hypertensive patients on
hemodialysis is associated with improvements in mortality. B-blockers should be considered first-line agents and
calcium channel blockers as second-line therapy. Renin-angiotensin-aldosterone system inhibitors have not shown
superiority to other antihypertensive drugs for patients on hemodialysis.
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Ophthalmology
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Diabetic retinopathy predicts cardiovascular mortality in diabetes: a meta-analysis
dailgs drale 1SSl Al daye die dile gl Al cildgll il B (gl Auudl) JDae) [ ga

Xiao-Hong Xu, et al.
BMC Cardiovasc Disord 2020 Nov 4;20(1):478.

Background: The prognostic significance of diabetic retinopathy (DR) for cardiovascular diseases (CVD) remained
unclear. Therefore, we performed this meta-analysis to assess whether DR predicted CVD mortality in diabetic
patients.

Methods: We searched PubMed, Embase, Web of Science and Cochrane Library for cohort studies reporting the
association of DR and CVD mortality. Then we pooled the data for analysis.

Results: After screening the literature, 10 eligible studies with 11,239 diabetic subjects were finally included in
quantitative synthesis. The pooled risk ratio (RR) of DR, mild DR, and severe DR for CVD mortality was 1.83 (95%
confidence interval (CI): 1.42, 2.36; p<0.001), 1.13 (95% CI 0.81, 1.59; p=0.46), and 2.26 (1.31, 3.91; p=0.003),
respectively, compared to those without DR. In type 2 DM, the patients with DR had a significantly higher CVD
mortality (RR: 1.69; 95% CI 1.27, 2.24; p<0.001). Subgroup analysis also showed a significantly higher CVD
mortality in DR according to various regions, study design, data source, and follow-up period (all RR >1; all P values
<0.05). Data from 2 studies showed no significant correlation of DR and CVD mortality in diabetic patients receiving
cardiovascular surgery (RR: 2.40; 95% CI 0.63, 9.18; P=0.200).

Conclusions: DR is a risk marker of cardiovascular death, and severe DR predicts a doubled mortality of CVD in
diabetes. These findings indicate the importance of early identification and management of diabetic patients with DR
to reduce the risk of death.
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Prevalence of metabolic syndrome and its correlation with sexual dysfunction
in adult psychiatric patients treated with psychotropics in a tertiary care hospital
doial) dadigl) g o LgBNe g ALY dajdlial) L)

ALY liall hdia b Apdil) cfiinalls Cpallaall Asdil) (ala) uaye i) (gl

C Pradeep, et al.
Int J Clin Pract 2021 Jun 22;e14559.

Background: In the past two decades, there has been a profound increase in the incidence of metabolic disorders
among the general population, and psychotropics are also said to play a major role in the development of metabolic
syndrome.

Aim: Determining the prevalence of Metabolic Syndrome (MetS) and sexual dysfunction (SD) and their
correlation in psychiatric patients treated with psychotropics in a tertiary care hospital in Salem region,
Tamilnadu, India.

Materials and methods: A cross-sectional study was conducted in the psychiatric department of Vinayaka Mission’s
Medical College and Hospitals, Salem on patients (n=108) treated with psychotropics. The sociodemographic
information, anthropometric measurements, and laboratory tests for metabolic functions were collected and assessed
to determine the presence of Metabolic Syndrome (As per NCEP ATP III Criteria). All the results were statistically
analyzed and P-Value <0.05 was considered to be statistically significant.

Results: The overall prevalence of MetS in the study population was 25.93%. The study found significant
relationships between using olanzapine, risperidone, buspirone, and the presence of MetS. Depression was also found
to be associated with the development of MetS.

Conclusion: From this current study, it may be concluded that the psychiatric population is at risk for developing
MetS, and the use of Atypical antipsychotics (olanzapine, risperidone), anti-anxiety agent (Buspirone), and clinical
depression is significantly associated with Metabolic Syndrome. Hence the metabolic function of psychiatric patients
must be regularly assessed for early detection and management of any metabolic abnormalities. The study did not
find a significant correlation between SD and MetS in psychiatric patients.
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Dermatology
Lalall al el

Acne vulgaris and risk of depression and anxiety

Clally QLESY) gkt i adlad) sl

Samuels DV, et al.
J Am Acad Dermatol 2020 Aug;83(2):532-41.

Background: Several studies have shown an association of acne vulgaris with depression and anxiety, but a
quantitative review has not yet been conducted.

Objective: We sought to conduct a systematic review and meta-analysis that elucidates the association of acne
vulgaris with depression and anxiety.

Methods: A systematic review and meta-analysis of literature published before October 1, 2019 from the PubMed,
PsycINFO, MEDLINE, and Cochrane databases was conducted. We used a meta-analytic approach to perform a
random effects analysis comparing individuals with and without acne. Subgroup analyses between studies included
age, study setting, and geographic region.

Results: Forty-two studies were included. We found a significant association of acne vulgaris with depression
(r=0.22 [95% confidence interval 0.17-0.26, P<0.00001]) and anxiety (r=0.25 [95% confidence interval 0.19-0.31,
P<0.00001]). Subgroup analyses and comparisons showed moderating influences based on factors including age,
study setting, and geographic region.

Limitations: Inconsistency between publications regarding acne and outcome ascertainment, data reporting,
and studies with no control group posed considerable barriers to synthesizing all available published
literature.

Conclusions: Because of an increased risk for depression and anxiety, clinicians should pursue aggressive treatment
of acne and consider psychiatric screening or referrals.
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Contact Dermatitis from Hand Hygiene Practices
in the COVID-19 Pandemic
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Wei Tan S, et al.
Ann Acad Med Singap 2020 Sep;49(9):674-6.

Coronavirus disease 2019 (COVID-19) pandemic continues to spread globally at a staggering speed. Hand
disinfection is a cost-effective way to prevent its transmission. According to the Centres for Disease Control
and Prevention (CDC) guidelines, we should wash our hands with soap and water for at least 20 seconds. If
soap and water are not readily available, alcohol-based hand rubs (ABHRs) with at least 60% alcohol are the
alternative. With diligent hand disinfection reinforced during COVID-19, there is an increased prevalence of
contact dermatitis. This commentary highlights the fact that contact dermatitis is a readily treatable condition
and should not cause any deviation of proper hand hygiene. In irritant contact dermatitis (ICD), the management
strategies are selection of less irritating hand hygiene products, frequent use of moisturisers to rebuild the skin
barrier, and education on proper hand hygiene practices. In allergic contact dermatitis (ACD), the identification
and avoidance of the contact allergen is the key to treatment. However, ACD is less common and only accounts for
20% of the cases. The identified allergens in hand cleansers are predominantly preservative excipients and ACD
attributable to ABHR are very uncommon. Alcohol-free hand rubs are widely available on the market but it is not
a recommended alternative to ABHRs by the CDC.
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Effects of insulin-like growth factor (IGF-1)
in patients with sensorineural hearing loss

IGF-1 (lsusiU dodiall gail) Jale cfyils

Varun Jitendra Dave, et al.
J Int Adv Otol 2021 May;17(3):207-214.

Objectives: (1) To test the effect of local administration of insulin-like growth factor-1 (IGF-1) in patients with
sensorineural hearing loss (SNHL). (2) To test the effect of local administration of IGF-1 in patients with ototoxicity.
Methods: Forty patients with SNHL were included in the study. Their hearing thresholds at different frequencies
(0.5, 1, 2, and 4 kHz) along with the average hearing threshold were noted. The patients were then randomly allocated
to 2 groups and were treated with IGF-1 via one of the following routes: (1) intratympanic injection and (2) Gelfoam.
Patients were followed-up at weekly intervals for 6 weeks but follow-up PTA was done at 3 weeks, 6 weeks, and 6
months only.

Results: Forty patients (25 male, 15 female) participated in the study. Their age ranged from 13 to 63 years, with
a mean of 31.3 years. Nineteen (47.5%) patients exhibited some degree of recovery after 6 months of follow-up,
while 21 (52.5%) did not exhibit any recovery. Fourteen (35%) patients showed slight recovery (SR), 1 (4%) patient
showed marked recovery, and complete recovery was observed in 4 (10%) patients. Twelve of the 20 patients who
underwent treatment using Gelfoam showed improvement in hearing (measured as a reduction in hearing threshold),
while only 7 of the 20 patients who underwent intratympanic injection showed such improvement.

Among adverse reactions, the most common was pain (88%) which typically did not last beyond 3 days. Other ad-
verse reactions observed were dizziness (24%) and headache (20%). One patient suffered from acute suppurative
otitis media (ASOM) and had a perforation in the tympanic membrane. However, this was treated successfully with
medications.

Conclusion: Intratympanic IGF-1 is a novel drug that has shown early promise in controlling and reversing SNHL.
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