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The Importance of E-Learning in Medical Education

E-learning is referred to learning mediated by technology, such as the World Wide Web, intranet, and multi-media based
computer applications. The use of E-learning in medical education can help in improving the efficiency and effectiveness of
educational interventions in the face of the social, scientific, and pedagogical challenges.

E-learning is gained popularity in the past decade, but its use is highly changeable between medical schools and seems more
common in basic science courses than in clinical applications.

The most often cited advantage of E-learning is learning delivery and it includes increasing in accessibility to information,
easing in updating content, personalized instruction, easing of distribution, standardization of content, and accountability. In
addition, E-learning technologies permit educators to consult their content simply and quickly. Learners have control over the
content, learning progression, rapidity of learning, time, and media, which allows them to tailor their experience to meet personal
learning objectives. Internet technologies allow many users reach to distribute digital content to many users simultaneously
anytime and anywhere.

The Evidence for Effective and Efficient of E-Learning: Many studies in the medical and nonmedical literature have evidenced
that learners are very satisfied with E-learning. Students’ satisfaction rates raise with E-learning compared to traditional learning,
along with realized ease of use and access, navigation, interactivity, and user friendly interface design. Interestingly, students do
not see E-learning as replacing traditional learning but as a complement to it, forming part of a mixed-learning strategy.

Integrating E-Learning into Medical Education: E-learning integration into medical curriculum should be the result of a
well-designed plan that begins with a needs assessment and ends with the decision to use E-learning. Although some institutions
have tried to use E-learning alone to updating or expanding their curriculum, but it is better to begin with an integrated strategy
that considers the advantages and disadvantages of blended learning before modify the curriculum. In undergraduate medical
education, E-learning helps in offering learners materials for self-instruction and collaborative learning. E-learning materials is
suitable for each of these competencies can be incorporated into the education of residents and fellows, replacing lectures and
other synchronous methods of instruction. Asynchronous E-learning can be used during clinical care rotations, particularly when
obligations hours are limited and curriculum requirements remain high. In continuing medical education, physicians with daily
clinical dutie scan attend medical E-conferences with using E-learning.

Advantages and disadvantages of E-learning: E-learning in comparing to traditional learning had many advantages and
disadvantages. The advantages of E-learning are: the economical factor; learner has 24 hour access to needed information; he
has the opportunity to learn the subject in his appropriate time and speed; he can access learning material independently of place
or time and he is given the opportunity to learn how to work independently. In addition, with using E-mail or chat rooms he is
able to contact professor or his assistant if there are any questions or confusions about lectures.

The using E-mail or chat rooms to get contact with the professor is actually considered the main disadvantage of this way of
learning. So there is a debate if this way of professor-learner communication is helpful to learners because face-to-face contact
is missing as well as the opportunity of learner-professor relationship building.

Professor Mohamed Swehli
Editor-in-chief
Secretary General of the Arab Board of Health Specializations
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ABSTRACT geneous group of primary tumors linked by their
location. They have different histological features,
Objective: Intracranial tumors represent a hetero- biological behavior, etiological factors and variable
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clinical presentation. Neuroimaging plays a significant
role in lesion detection, localization of the tumor provide
a reasonable differential diagnosis, and guide
further diagnostic and therapeutic interventions. The
aim of this study was to assess the efficiency of
MRI in the diagnosis of supratentorial gliomas in
comparison with histopathological findings.

Methods: This is a prospective case series study
carried in the radiology department in Rizgary Teaching
Hospital-Erbil and Al-Jamhorii Teaching Hospital in
a period extends between September 2013 and April
2014. Patients with MRI supratentorial gliomas prior
to biopsy, radiation therapy or surgical procedures
were only included in this study. Accordingly, 32 cases
of intra-axial supratentorial tumors were collected with
their clinicoradiological data. Tumors were sent to
histopathological typing and grading according to the
WHO 2007 central nervous system tumor classification.

Results: The mean age of supratentorial gliomas was
38.29+20.20 years with a median of 41.5 years. Two
peaks of age, the fifth and sixth decades were commonly
affected. A ratio of 1.13:1 was male to female. Headache
was the main clinical presentations, followed by focal
neurological deficit (62.67% and 40.35%, respectively).
Temporoparietal region was the commonest site
of affection (28.12%), followed by frontopariretal
region (15.62%). All supratentorial gliomas were
hyperintense on T2WI while 2/3 rd of them were
hypointense in TAWI. In FLAIR, tumors were isointense
in 48.6%. Glioblastomas represent the highest group
of heterogeneity (83.3%) with 65.6% of the gliomas
were complex (solid and cystic) components. Marked
and moderate degree of edema with mass effect were
common findings among the high-grade gliomas
(71.8%) with high statistic significance. Low grade
gliomas have either faint or no enhancement, whereas
high-grade tumors were either heterogenous or irregular
ring enhencement. The MRI results were compatible
with the histopathological diagnosis in nearly all cases,
particullarly the low-grade gliomas.

Conclusions: MRI sensitivity reached up to
100% and the positive predective value was 96.8%.
Conventional MRI using TIWI (pre- and post-contrast),
T2WI and flair sequences plays an essential clinical
role in diagnosis, localization, and characterization of
supratentorial gliomas.

INTRODUCTION

Glial tumors (or gliomas) account for 40-45% of all
primary intracranial tumors and almost half of gliomas
are glioblastoma. There are two peaks of incidence
of gliomas; one in childhood and the second near the
beginning of the seventh decade. Males and females
affected evenly up to the age of 35 years, after which
rates more in males with male:female ratio is 1.3:1.**

Gliomas arise from the glial cells, which have a
great propensity to malignant transformation. There are
three major groups of gliomas, which correspond to the
three histologic subgroups of glial cells: astrocytoma,
oligodendroglioma and ependymoma. Although the
figures are varied and influenced by whether the data
reflect autopsy or biopsy material, one large series
reported the incidence of the various pathologic types
as follows: glioblastoma 55%, astrocytoma 20.5%,
ependymoma 6%, oligodendroglioma 5%.56

Clinical presentations are due to focal neurologic
deficits, seizure, and generalized increase in intracranial
pressure; or, less commonly, non localizing symptoms
and signs include fatigue and malaise, impotence,
galactorrhea, growth failure. However; symptoms are
not specific for the tumor type, but depend more on the
region in which the tumor develops and on the rate of
tumor growth.”

The role of MRI in gliomas: The goals of the
radiologistare to identify the lesion, provide areasonable
differential diagnosis, and guide further diagnostic and
therapeutic interventions, monitor the treatment efficacy
and guide newer minimally invasive targeted treatments
with the goal of minimizing the morbidity.%°

Although advances in MR imaging have made great
strides, the basic principles have remained unchanged
and allow a succinct differential in the vast majority of
cases. These include the age of the patient, intraaxial
or extraaxial location of the tumor, single or multiple
lesions, location within the neuraxis, signal intensity
on T1- and T2-weighted images, presence of contrast
enhancement, and presence or absence of hemorrhage,
calcification, and necrosis. The heightened sensitivity
of MR, combined with its ease of imaging in multiple
planes, is critical for diagnosis and treatment.21°
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Since its introduction, magnetic resonance (MR)
imaging has had a tremendous impact on elevating
the level of detail and sophistication in preoperative
diagnosis and treatment planning of brain tumors, as
well as in management and follow-up after the initial
treatment. 10

The aim of this study was to assess the efficiency
of MRI in the diagnosis of supratentorial gliomas in
comparison with histopathological findings, and to
compare the results with the other.

METHODS

This is a prospective case series study carried
in radiology department in Erbil Rizgary Teaching
Hospital and Al-Jamhorii Teaching Hospital in a period
extends between September 2013 and April 2014.
Patients with MR imaging supratentorial gliomas prior
to biopsy, radiation therapy or surgical procedures were
only included in this study. Hereupon thirty two cases of
intraaxial supratentorial tumor were collected with their
clinical data including age, sex, site, side of affection
and the clinical provisional diagnosis.

Important MRI findings taken into consideration
included site, side, border definition, consistency of
the lesion, hemorrhage, calcification, signal intensity,
degree of the edema, degree of enhancement and the
mass effect.

Magnetic resonance images of the intraaxial
supratentorial gliomas were performed by Magnetom
Verio, Siemens Medical Solutions, Erlangen, Germany
Machine on a N.T. 3000 Super-Conducting, 1.5 Tesla,
with an 8-channel phased array head coil carried on a
specialized unite.

Tumors were divided according to the consistency
into solid, complex (solid and cystic) and cystic. Also
edema were graded into mild up to 2 cm zone edema,
moderate edema 2-4 cm and severe >4 cm edema.
Enhancement was divided into fair, heterogeneous, and
irregular-ring enhancement.

Patients were followed after a surgical intervention

whether a diagnostic stereotactic biopsy or treatment
excisional biopsy. The histopathological typing and
grading of the tumors according to the last WHO
classification of CNS tumors 2007 was compared with
the MRI findings.*

Types of images: The brain MRI examination
includes the following 5 mm slice thickness of:

- Axial T2/TSE weighted images (TR=4461 msec,
TE=100 msec).

- Coronal T2 FLAIR (TR=6000 msec, TE=100 msec).
- Sagittal T1/SE weighted images, axial and/or coronal
(TR=560 msec, TE=14 msec).

- Post contrast T1 weighted images, axial, coronal and
sagittal as appropriate to demonstrate the enhancing
pattern of the lesions. This is in order to reveal the full
extent of the tumor and to enable distinctions to be made
between tumor tissue and perifocal edema, between
vital and non-vital tumor tissue, and between low- and
high-grade portions of the tumor, as well as to detect
any small satellite lesions that may be present.

Ethical approval: Ethical approval was obtained
from Ethical Review Committee of Arab Board of
Radiology; Erbil Training Center.

Statistic analysis: The data were presented in
simple measures of numbers, percentages, mean and
standard deviation. Statistic analysis was performed
using computer program Microsoft Excel Window 7
(Microsoft Corporation, NY, USA), and SPSS statistic
program (SPSS Inc, Chicago, IL, USA). A Chi square
(X2) or Exact Fisher test was used to test for association.
Statistical significance was considered achieved
when the p-value was less than or equal to 0.05. The
sensitivity and positive predictive value obtained from
the bellow formulas: Sensitivity= True MRI positivity/
Total number of tumor X100. Positive Predictive Value=
True MRI positivity/Total MRI positivity X 100.

RESULTS

In a period of 8 months, 32 cases of intracranial
gliomas were collected. The patients' age ranged from
1.5 to 68 years with a mean age of 41.294£20.20 years
and a median of 43.5 years, most of the patients were in
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the sixth and fifth decades. Seventeen were males and
15 were females with a ratio of 1.13:1.

The following Table 1 and Figure 1 demonstrated
the distribution of age group and the histopathological
typing of the gliomas, respectively.

The main clinical presentations were headache
(62.67%), followed by local neurological deficit inform
of either motor weakness or paralysis (40.35%). Seizure
was one of common presenting symptoms especially
in children reported in (34.87%). The less presenting
symptoms were paresthesia (13.24%), disturb level,
or loss, of conscious (10.65%), memory disturbance

(3.4%), blurring of viosion and diplopia (2.6%),
vomiting (1.9%), speech disturbance and behavioural
changes were seen in (0.6%) of gliomas’ patients.

From the 32 cases, that were MRI diagnosed as
intraaxial supratentorial gliomas, 6 cases were low-
grade gliomas, and were diagnosed pathologically
as low-grade astrocytoma (3 cases), a single case
presented in young child diagnosed pathologically
as infantile desmoplastic astrocytoma (grade-
II) and oligodendroglioma and oligoastrocytoma
grade-1l (2 cases). In contrast, the high grade MRI
glioma were reported in 26 cases which were proved
pathologically as anaplastic astrocytoma grade-11l

Figure 1. Sex distribution with the different types of gliomas.

Age groups (years) Total
Histological types S I A Mean age
No. %
10 | 20 |30 |40 50 | 60 | 70 | 80
Fibrillary 101 14 90| 1|0 0 25841132 | 4 | 125
astrocytoma
Astrocytoma Anaplastic 115 1o 1ol 11 00| 30110 5 | 156
astrocytoma
Glioblastoma | 1 | 0 | 2 |2 | 5 | 4 | 3 | 1 | 45.73+17.65 18 56.3
. . Conventional | 0 | 0 |0 |2 |00 |0]|0 36.66+4.7 2 6.2
Oligodendroglioma
Anaplastic ojojo0oj0j1]0|0 0 46 1 3.1
Anaplastic ependymoma o/,0/0/2/0|0/|0]0O 33 1 31
Choroid plexus carcinoma 170/0|0|O0]O0O|O0]|O 2 1 3.1
Total 4 13|35 7|6 3|1 41.29+20.20 32 100.0

p-value =0.343 (non significant).

Table 1. Types of gliomas and the age distribution.
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Figure 2. Common locations of supratentorial gliomas.

Figure 3. The relation between T1 and T2 signal intensity and the histological types of gliomas.

in 5 cases, oligodendroglioma grade-Ill in 1 case,
and anaplastic supratentorial ependymoma grade-
Il in 1 case, and glioblastoma grade-1V in 18 cases.
However, only a single case which was presented
in young female child was MRI diagnosed as
high-grade glioma, solid and cystic glioblastoma,
histopathologically proved to be a choroid plexus
carcinoma. Accordingly the MRI, sensitivity reached
100% and the positive predective value as well as the
total agreement raeching 96.8%.

Regarding the locations of the tumors, there was
predominance of temporoparietal region (28.12%),
followed by frontoparietal region (15.62%) and then
temporal lobe in (12.5%). However, there was no
statistical significance between the tumor types and the

site of origion of the tumor, Figure 2.

All tumors were hyperintense on T2WI, whereas
approximately 2/3 rd of which were hypointense in
T1WI without statistical significance (p-value=0.343),
Figure 3.

The T2 FLAIR revealed predominance of isointense
signale in 46.8% of the lesions, Table 2.

Regarding the heterogeneity, glioblastomas represent
the highest group of heterogenisty (83.3%) were majority
of which show areas of hemorrhage, calcification and
necrosis. Followed by anaplastic astrocytoma with
60.0% heterogenisity. In contrast, the majority of low
grade astrocytoma were homogenous intensity (75%),
Table 3.
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Hyper Iso Hypo Total
MRI grading Histopathological types intense intense intense
No. % | No. % No. % No. %
Fibrillary astrocytoma 0 0 1 25.0 3 75.0 4 100
Low grade
Oligodendroglioma 0 2 100 0 0.0 2 100
Anaplastic astrocytoma 0 3 60.0 2 40.0 5 100
Anaplastic oligodendroglioma 0 00| O 0.0 1 | 100.0 1 100
High grade Anaplastic ependymoma 0 0 1 100 0 0.0 1 100
Glioblastoma 6 [333| 8 44.4 4 22.2 18 100
Non-glial choroid plexus carcinoma 1 100 | 0.0 0.0 0 0.0 1 100
Total 7 |21.8| 15 | 468 10 | 31.2 32 100
p-value=0.360
Table 2. The relation between histological types of gliomas and the MRI FLAIR signal intensity.
. . . Homogenous | Heterogenous Total

MRI grading Histopathological types p-value

No. % | No. % No. %

Fibrillary astrocytoma 3 75.0] 1 25.0 4 100

Low grade

Oligodendroglioma 1 50.0| 1 50.0 2 100

Anaplastic astrocytoma 2 40.0| 3 60.0 5 100

_ Anaplastic 0 |00 1 | 1000 1 | 100

oligodendroglioma 0.045

High grade Anaplastic ependymoma 1 100 O 0.0 1 100

Glioblastoma 3 16.7 | 15 83.3 18 100

_ Non-glial 0 |0 | 1 1000 1 | 100

choroid plexus carcinoma
Total 10 31.2| 22 | 687 32 100

Table 3. Tumor types and MRI heterogeneity.

Figure 4. The cystic and solid comonents of different types of gliomas.
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q . hological Negative Mild Moderate Severe Total
MRI edema Histopathologica g (<2 cm) (2-4 cm) (>4 cm) p-value
grading types
No. % | No. % No. % No. % No. %
Fibrillary 3 1750 1 | 250 | 0 o o] o | 4 100
Low grade astrocytoma
Oligodendroglioma | 1 |50.0| 1 50.0 0 0 0 0.0 2 100
Anaplastic 0 (00| 1 | 200 | 2 | 400 | 2 400 | 5 100
astrocytoma
i (ﬁ;i%'fj“ﬁoma 0 00/ 0| 00 | 0| 00 | 1|10 | 1| 100
gA | g <0.001
High grade naplastic o (00| 0o 00 | 1] 100 0 0o | 1| 100
ependymoma
Glioblastoma 0 0.0 1 5.55 5 27.8 12 | 66.6 18 100
Non-glial
choroid plexus 0 00| 1 100 0 0 0 0 1 100
cacinama
Total 4 |125| 5 15.6 8 250 | 15 | 46.8 | 32 100

Table 4. The types of gliomas and the MRI edema grade.

Figure 5. Degree of enhancement in different types of gliomas.

For the solid and cystic nature of the tumors, 65.6%
of the supratentorial gliomas were complex, solid and
cystic. Gliooblastoma forms the majority of which,
Figure 4.

There is high statistic significance in MRI finding
of tumor's edema (p-value <0.001) which was one of
great helpful sign in differentiating low versus high-
grade gliomas. All high-grade gliomas showed different
degree of surrounding edema, and majority of them
show marked edema (46.8%), especially glioblastomas
were accompanied with severe edema in 23/rd of the
cases, Table 4.

In concerning the MRI enhancement, all the high-
grade gliomas were either heterogenous or showed
irregular ring enhancement. Whereas all low-grade
gliomas were either negative or show faint enhancement,
Figure 5.

The comparative changes for supratentorial gliomas
MRI findings and histopathological findings are
illustrated in the following figures, Figures 5-9.

DISCUSSION

Primary brain tumors are among the ten most
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common causes of cancer-related death. Most primary
brain tumors are of neuroepithelial origin; including
gliomas, which constitute the largest subgroup, account
for 40% to 45% of all intracranial tumors, proximally
half of gliomas in adults are glioblastomas.*®

As for their etiology, only 1% to 5% of the gliomas
can be classified as hereditary. The vast majority of
gliomas are thus sporadic, and their cause is unknown
in most cases. The only known and generally accepted
risk factor is ionizing radiation, which confers a relative
risk that is reportedly as high as 22.24

A conventional MRI with T1IWI, T2WI and
gadolinium-enhanced sequences recognized as the
essential screening technique for the detection of most
of intracranial neoplasms. It provides inherently greater
contrast resolution between structural abnormality and
adjacent brain parenchyma.®

Glial tumors: Gliomas are typical tumors of middle
age, with peak incidence between the ages of 40 and
65 years.®** This is similar to our study with the
predominance of fifth and six decades. The incidence
rate of supratentorial gliomas in the current study shows
a slight male predominance with a ratio of 1.13:1. This
ratio is slightly lower than similar local study performed
in Baghdad 2003 with 1.2:1 male to female, and from the
worldwide ratio of 1.3-1.5:1 male predominance.z*167
This may be due to the low number of sample study.

Tumor incidence: The low-grade (fibrillary)
astrocytomas were representing 14.81% of the all
supratentorial astrocytic tumor with a mean age
of 25.28+11.32. This is a proximately equal to the
worldwide incidence and near to the mean age.l’!®
Anaplastic astrocytoma presents in 18.51% of astrocytic
tumor with a mean age of 30£11.10. This mean age is
slightly lower than that report overall (45 years).*? This

Figure 5. Desmoplastic infantile astrocytoma. Grade II; (A: Hyperintense T2WI; B: Postcontrast TIWI;
C and D: Mildly pleomorphic astrocytic and neuronal cells arrange in fasciles and nests in a fibrillary background
and inflammatory cells infiltration (H&E x400)).
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Figure 6. Anaplastic astrocytoma. Grade Il1; (A: Hyperintense FLAIR; B: Hyperintense T2WI; C: Hyperintense TIWI with hemorrhage;

D and E: Cellular infiltrative astrocytic tumor with moderate pleomorphism and increasing cellularity, (H&E x400)).

Figure 7. Glioblastoma. Grade IV; (A: Isointense FLAIR; B: Hyperintense T2WI; C: Hypointense T1WI;
D: Marked pleomorphic astrocytic cells (H&E x400); E: Palisading necrosis and microvascular proliferation (H&E x100)).
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Figure 8. Anaplastic oligodendroglioma. Grade Il1; (A: Isointense FLAIR; B: Hyperintense T2WI; C: Hypointense TIWI;

D: Cellular tumor, rich vascularity and calcification (H&E x100); E: Large round cells with vesicular nuclei, prominent nucleoli

and rich branching thin-walled vascularity (H&E x400)).

could be due to lower age of our population comparing
to the Western countries. However, our findings were
lower than Al-Najjar study.’* This may be the long
period of the study and the larger number of patient
taken in the later.

High-grade glioblastomas are four times more
common than anaplastic astrocytomas and account for
50% to 60% of all astrocytic tumors. These tumors arise
more commonly in males than in females with a sex ratio
of 3:2, and they occur more frequently in older patients
with a mean age of onset of 53 years.® However; in
this study the glioblastoma was account for 2/3 (18/27;
66.66%) of all astrocytic tumors with a mean age of
45.73£17.65 and slight male predominance. In contrast
to Al-Najjar,’* who identified a smaller percentage
(38.7%) of glioblastoma among the astrocytic tumors.

Clinical presentation: Headache, local neurological
deficit and seizur were the commonest representing
symptoms in the present study. These were similar
to other study as the main presenting symptom is the
headache and followed by seizur.”1620
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MRI accuracy: The radiobiologists are correctly
anticipated glioma grading, i.e. low-grade versus high-
grade gliomas with a high sensitivity and predictive
value, reaching to 90-100%. This is comparable to the
present study that shows 100% sensitivity and 96.15%
positive predicative value. However; the underlying
metabolic or functional integrity of brain including
tumors develop, characterization, progression and
treatment monitoring needed more physiologically-
based MRI techniques.?®2

MRI signal of tumors: In the present study all the
low-grade and high-grade gliomas were hyperintense in
T2WI and a proximally 60% of which were hypointense
in TIWI. This is comparable to Gautam et al*® who
clarify a similar result. However, Porto et al?* conclude
that low-grade gliomas were always hyperintense
in T2WI, but high-grade tumors were either iso- or
hypointense in T2WI1 (73%). Most of low and high grade
tumors in FLAIR sequence are either hyperintense or
isointense.’®?2 But in this study a proximally half of
the tumors show isointense and third of which were
hypointense.
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Figure 9. Oligoastrocytoma. Grade II; (A: Hyperintense T2WI; B: Hypointense T1WI; C: infiltrative mildly cellular astrocytic tumor
(H&E x100); D: Oligodendroglial component mixed with astrocytic cells (H&E x400)).

Tumor heterogeneity: The signal heterogeneity
of the glial tumors represents areas of necrosis, cystic
degeneration, calcification, hemorrhage and vascularity
and varying degree of cellularity. These features best
demonstrated by T2WI and depicted to some extend
on TIWI.2 MRI scans of low-grade gliomas appear as
areas of homogeneous, usually without any surrounding
edema or contrast enhancement. Contrast enhancement
seen in subsequent MRI scans is a neuroradiological
correlate of malignant transformation. Whereas WHO
grade Il gliomas include anaplastic astrocytoma,
anaplastic oligoastrocytoma, and anaplastic
oligodendroglioma are all inhomogeneous on both
T1- and T2-weighted images and display a moderate
degree of contrast enhancement, in a mottled pattern.
Oligodendroglial tumors also often have areas of
calcification and mild perifocal edema.*?*2* This goes
with our findings of predominant of homogeneity in
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low-grade astrocytoma and oligodendro-glioma and the
commonest of heterogeneity in high-grade glioma.

Cystic and solid nature of the tumors: Cyst are
generally are sharply demarcated, round or ovoid mass,
isointense to CSF in all sequences. It is quite common
for tumor cyst (and area of intratumoral cystic necrosis)
to be of slightly higher intensity than pure CSF or T1 and
proton density images. Low-grade tumor (astrocytoma,
oligodendroglioma and ependymoma) may show some
degenerative microcysts. In anaplastic tumors, cystic
regions are often present especially in larger tumors.
Regarding glioblastoma cysts often seen radiologically
mixed with solid component, hemorrhage, and foci of
necrosis.”1%2. |n the current study, a mixture of solid
and cystic (complex) components of the tumors was
the commonest imaging finding among the high-grade
gliomas.
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Peritumoral edemaand enhancement: MR imaging
is more sensitive than CT in detecting intracranial
mass lesions because the associated edema is easily
observed on FLAIR and T2-WI. In many instances,
the peritumoral edema is more conspicuous than the
tumor itself. Three types of edema can be discerned.
Vasogenic edema is the form of brain swelling most
typically associated with intracranial neoplasm caused
by a breakdown of the blood-brain barrier. Cytotoxic
edema is most often due to ischemia. Interstitial edema
results from trans-ependymal migration of CSF into the
periventricular white matter. All types of edema result
in an increased water content of the tissues and are
therefore hyperintense on FLAIR and T2-WI.%

Inadultlow-gradetumor, the perifocaledemaisusually
absent or mild and there is no contrast enhancement.
In anaplastic astrocytoma there is a marked mass effect
and perifocal edema with irregular enhancement. As the
histopathological features of glioblastoma are highly
variable, so are its neuroradiological features.

Most commonly, MRI reveals marked hereogenisity
of centrally necrotic mass with marked peripheral
contrast enhancement and marked edema in the
surrounding brain tissue.”t*?% These were similar to
our findings with marked edema seen in glioblastoma
(66.6%) and followed by anaplastic astrocytoma (40%).
Also concerning enhancement there is predominance
of heterogeneous enhancement particularly in
glioblastoma some with ring-like enhancement usually
thick, irregular, and nodular and surrounding necrotic
areas.

CONCLUSIONS

A conventional MRI using T1WI, T2WI and
gadolinium-enhanced sequences plays an essential
clinical role in diagnosis, localization, and
characterization of supratentorial gliomas. Conventional
MRI provides high-resolution multi-planar structural
information, improved tumor diagnosis and tissue
characterization. All the supratentorial gliomas were
hyperintense in T2WI and majority were hypointense
in TAWI. Tumor heterogeneity, peritumoral edema and
enhancement were helpful findings for differentiating
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low- from high-grade gliomas. Despite the higher
sensitivity of the MRI in supratentorial gliomas,
histopathology still is superior in diagnose and typing
of intracranial gliomas. Therefore, a more physiologic-
based technique and machines should be used to
identified, characterized and diagnose intracranial
gliomas.
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RISK FACTORS OF BRONCHIAL ASTHMA AMONG CHILDREN UNDER
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ABSTRACT

Obijective: The aim of this study is to identify the risk
factors of asthma in children attending pediatric clinics
in Ibn Sena and Al-Khansaa Teaching Hospitals, Mosul
City, North of Iraq.

Methods: To achieve this aim, a case control
study design was adopted, upon 150 children under
14 years old (cases) who have been diagnosed to
have bronchial asthma according to the history and
physical examination, with another 150 children with
the same age group (controls) who diagnosed not to
have asthma. Period of data collection was six months

from 1 October 2013 till 30 Mars 2014. A specially
designed questionnaire form has been prepared;
this questionnaire was filled by direct interview with
caregiver of both cases and controls.

Results: The present study showed that the highest
frequency of asthma observed in age group 2-4 years
(30%), more frequent asthma attacks occurred in
males. The significant risk factors for asthma are
(family history of bronchial asthma, childhood history
of allergy include atopic dermatitis or eczema, allergic
rhinitis, food allergy, inhalant allergen sensitization,
allergic rhinitis and conjunctivitis, male gender, birth
by cesarean section, low birth weight infant, premature

*Zaid M. Yassen, MD, University of Mosul, College of Medicine, Department of Family and Community Medicine, Irag. E-mail: zaidyassen67@yahoo.com.
*Alaa Moyasser Sadigq, MD, Postgraduate Candidate, Arab Board for Health Specializations, MOH, Irag.
*Mazin M. Fawzi, MD, University of Mousl, College of Medicine, Department of Pediatrics, Iraq.
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baby, smoking of mother during the pregnancy, bottle
feeding, severe lower respiratory tract infections,
environmental tobacco smoke exposure and exposure to
chlorinated swimming pools).

Conclusions: The highest frequency of asthma
occurred in the age group 2-4 years, and more frequent
asthma occurred in males and those live in urban area.
The very highly significant risk factors for asthma were
family history of asthma, childhood history of allergy
and male gender.

INTRODUCTION

Bronchial asthma is a chronic inflammatory disorder
of airways. It affects an estimated 300 million individual
worldwide; its prevalence is increasing worldwide.?
Many studies highlighted the importance of risk
factors in contributing asthma susceptibility including
genetic predisposition, viral infections, environmental
pollution, parental tobacco use, and other factors.>” So
it is quite important to define and study asthma risk
factors.

Risk factors for persistent asthma include:

- Family history of asthma and atopy.?°

- Allergy in asthmatic patient (atopic dermatitis,
allergic rhinitis and conjunctivitis, inhalant allergen
sensitization, food allergen sensitization).%°

- Male gender.8®

- First born baby.*

- Birth by Cesarean section.

- Low birth weight infant.

- History of prematurity.®

- Smoking during the pregnancy.’®

- Bottle feeding in infancy.*

- Severe lower respiratory tract infections include
pneumoniaandbronchiolitisrequiring hospitalization.®1°
- Wheezing apart from colds.8®

- Environmental tobacco smoke exposure.?1°

- Possible use of acetaminophen (Paracetamol) in
infancy.®

- Exposure to chlorinated swimming pools.®

Recurrent coughing and wheezing occurs in 35%
of preschool-aged children. Of these, approximately
one third continue to have persistent asthma into later
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childhood, and approximately two thirds improve on
their own through their teen years.®*2

The aim of this study is to evaluate the main risk
factors of bronchial asthma in children less than 14
years old who were attending pediatric clinics in Al-
Khansaa and Ibn-Sena Teaching Hospitals in Mosul.

METHODS

An official agreement was obtained from the DOH in
Mosul before conduction of the present study. A verbal
consent was taken from the parents or relatives to every
child included in the study. The study is conducted in
pediatric clinics at Al-Khansaa and Ibn-Sena Teaching
Hospitals in Mosul city, which receive cases either
directly from their consultation unit or referred cases
from Primary Health Care Centers (PHCS) which are
distributed throughout Mosul city.

Case control design was adopted in order to achieve
the objectives of the present study. The study included
150 cases and 150 control subjects. Inclusion criteria for
selection of cases includes every child under the age of
14 years who attend the pediatric clinics in Al-Khansaa
and Ibn-Sena Teaching Hospitals, diagnosed to have
bronchial asthma, and the care taker accept to participate
in the study. On the other hand the inclusion criteria
for selection of controls includes every child under the
age of 14 years who consult the pediatric clinics in Al-
Khansaa and Ibn-Sena Teaching Hospitals, in whom
history and evaluation proved not to have bronchial
asthma, and the care taker accept to participate in the
study. Children above the age of 14 years or if the care
taker refused to participate in the study were excluded.

It has been planned to collect data during six months
period starting from 1% October 2013 to the 1%April
2014. A questionnaire form was specially prepared in
order to collect all the relevant information related to
the study sample. The main source of data was obtained
directly from parents or relatives of cases and controls
by the investigator through direct interview and filling
the questionnaire form after explanation of objectives
of the study and obtaining the consent.

Data analysis was carried out by using Pentium four
computers through the use of Microsoft Office Excel
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software programs version 2007. Odds ratio have been
calculated as a measure of association, Chi squared (X?)
test was used to find the statistical association, p-value
<0.05 used as a significance statistical association.™

RESULTS

This study revealed that the highest frequency of
asthmawas found in the age group 2-4 years [45 patients,
(30%)], and the lowest frequency of was observed in
the age group 12-14 years [8 patients, (5.3%)], as shown
in the Table 1.

Moreover Table 1 also shows that asthma is more
frequently seen among males than females (70% versus
30%, respectively) with p-value <0.0001, on the other
hand 68% of asthma cases were from urban areas
compared to about 32% from rural residence.

Regarding clinical presentation of asthma among
study population, the present study showed that 142
patients (94.7%) presented with night symptom;
133 patients (88.7%) complained from cough at
day; 112 (74.7%) and 95 patients (63%) complained
from wheezing and shortness of breath, respectively.
Moreover, sputum production, cough at exercise and
chest tightness or chest pain were observed among
54.7%, 44%, and 26% of patients respectively, Figure 1.

Table 2 describes risk factors of bronchial asthma, it

is evident that family history of asthma has a significant
association with occurrence of asthma (OR=21.061,
p-value=0.000). Moreover, Table 2 depict a significant
association of asthma with atopic dermatitis, allergic
rhinitis and allergic conjunctivitis. Also a very highly
significant association with food allergy and inhalant
allergen sensitization were observed (OR=10.406 and
18.222, respectively).

The study shows that 7.3% of cases were first
born babies compared to 4.7% of the controls with a
possible association between first born baby and asthma
(OR=1.617, p-value=0.331). Regarding history of
prematurity the study highlights a significant association
with the occurrence of bronchial asthma (OR=4.650,

p=0.01), Table 2.

The present study also tried to highlight the association
of some environmental risk factors and the occurrence
of bronchial asthma, bottle feeding in infancy were
illustrated by about half of cases (50.7%) compared
to 31.3% of controls, and the difference is statistically
significant. Also a significant association was observed
between maternal smoking during pregnancy and
environmental tobacco smoke and the occurrence of
bronchial asthma (OR=5.444 and 3.560, respectively).

The present study also demonstrates that there
is association between the exposure to chlorinated

Cases Controls
Age groups (years) (n=150) (n=150) p-value”
No. % No. %
0-2 20 13.3 20 13.3 1.00
2-4 45 30 28 18.7 0.022
4-6 25 16.7 30 20 0.456
6-8 19 12.7 22 14.7 0.614
8-10 15 10 20 13.3 0.369
10-12 18 12 15 10 0.580
12-14 8 5.3 15 10 0.129
Male 105 70 79 52.7
Gender Female 45 30 71 47.3 <0.0001
. Urban 102 68 88 58.7
Residence Rural 48 32 62 | 413 0.093

*X2-test was used.

Table 1. Demographic characteristics of the study sample, Mosul, 2014.
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Cases Controls
Risk factors (n=150) (n=150) OR 95% CI for OR p-value*
No. % No. %
Family history of +ve 112 74.7 18 12
21.61 11.727-39.811 0.000
asthma -ve 38 25.3 132 88
. " +ve 47 31.3 29 19.3
Atopic dermatitis Ve 103 68.7 121 80.7 1.904 1.121-3.232 0.017
+ve 27 18 14 9.3
Allergic rhiniti 2.132 1.079-4.210 0.029
gic rhints wve | 123 | 8 | 13 | 907
+ve 33 22 16 10.7
Allergi junctiviti 2.362 1.246-4.475 0.008
ergic conjunctivitis Ve 117 28 13 89.3
+ve 98 65.3 23 11.3
Food all 10.406 5.977-18.112 0.000
ood aflergy ve | 52 | 347 | 127 | 8471
Inhalant allergen +ve 123 82 30 20
sensitization Ve 7 18 120 80 18.222 10.248-32.401 0.000
. Yes 11 7.3 7 4.7
First born baby NG 139 92.7 143 95 3 1.617 0.628-4.158 0.331
Birth by CS ves 3 2333 18 12 2.232 1.095-4.126 0.01
by No | 115 | 767 | 132 | 88 ' Rea ‘
Low birth Yes 11 7.3 23 15.3
. 2.288 1.086- 4.815 0.029
weight No 139 92.7 127 84.7
. Yes 3 2 13 8.7
Prematurity No 147 08 137 913 4.650 1.387-15.512 0.01

*X2-test was used.
Table 2. Distribution of study population according to bronchial asthma risk factors, Mosul, 2014.

Cases (n=150) | Controls (n=150) 95% ClI
Environmental risk factors OR for OR p-value®
No. % No. % or
+ve 76 50.7 47 31.3
Bottle feedi 2.251 1.408-3. .001
ottle feeding e o 493 103 687 5 08-3.599 0.00
+ve 15 10 3 2
Maternal smokin 5.444 1.645-17.926 0.004
9 ve | 135 | 90 | 147 98
Environmental tobacco +ve 78 52 35 23.3
3.560 2.172-5.833 0.000
smoke -ve 72 48 115 76.7
Severe lower +ve 88 58.7 51 34
respiratory tract 2.755 1.726-4.398 0.000
i wve | 62 | 413 | 99 66
i + 45, 2 4.7
Acetaminophen ve | 98 | 453 L 5 : 1563 0.983-2.486 0.059
use -ve 82 54.7 98 65.3
i + 24 22 14.7
Exposure to chlorinated | +ve | 30 1837 1.026-3.290 0.041
swimming pools -ve 114 76 128 85.3

*X2-test was used.
Table 3. Bronchial asthma environmental risk factors, Mosul, 2014.
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Figure 1. Clinical presentation of asthma cases, Mosul, 2014.

swimming poles and the occurrence of bronchial asthma
(OR=1.873, 95% ClI: 1.026-3.290), Table 3.

DISCUSSION

Asthma is an extremely common chronic medical
condition characterized by hyper-responsiveness and
airflow limitation that causes substantial morbidity
among its sufferers. In addition to discomfort, asthma
can cause sleep disruption, missed school and work,
limitations of recreational activities, and acute episodes
requiring emergency hospital care.

In this case control study, the maximum frequency of
asthma was observed in the age group 2-4 years (30%),
and the lowest frequency was among age group 12-14
years (5.3%). Children up to 4 years formed (43.3%)
of all attacks of asthma among the study population.
These values are close to the results obtained by other
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researchers; Hazim A, in his study of 192 asthmatic
children in Mosul (Irag), found that the children up to 5
years formed 46.87% of all attacks of asthma.®

Badran NI, in his study in Mosul city found that the
percentage of children up to 3 years formed (41.8%).1¢
Salma MH, et al found in their study in Sudan that
(54.8%) of the children up to 5 years old had asthma.*’

Nevertheless, males were more frequently recorded
than females in the present study (70% and 30%,
respectively). This result is comparable to other studies
conducted in Mosul.*>

Moreover the present study depictahigh percentage of
cases that were urban residence than controls (68% and
58.7%, respectively). While Al-Janaby MK et al found
in their study that the percentage of urban residence was
equal in cases and controls,*® and Shabban H et al report
that asthmatic patient lived in rural areas constitutes
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62.2% of study sample.’® This difference might be due
to different samples and geographical location.

In regard to clinical presentation of asthma, the
present study shows that night symptoms were reported
by 94.7% of patients, dry cough by 88.7%, while
wheezing and shortness of breath were reported by
74.7% and 63.3%, respectively. Symptoms frequencies
of the present study are comparable to some extend to
the results of the other studies. Goldsobel AB et al in
2010, found that the clinical presentation of asthma
may be subtle. Recurrent cough or nocturnal awakening
because of cough is usually associated with asthma,
even if other typical asthma symptoms, such as wheeze
or shortness of breath, are not present.?’ Rodriguez DF
in their cross sectional study in Portugal, found that
wheeze occurred in 94.2% of adolescent with asthma,
wheeze apart from cold 64.5%, night cough 63.6%,
wheezy, dry cough or breathlessness after exercise
50.4% of asthmatic patient.?*

The present study found that there is a strong
relationship between the occurrence of asthma and
family history of atopy, which is similar to what is
found in the other studies. Hazim A, found that the
development of asthma was higher in children that have
family history of asthma when compared with those who
don’t have family history of atopy and asthma.'® More
over Badran NI, in his study, 2007 found that the risk
of asthma also increased with children who have family
history of atopy and asthma.’® Also Al-Janabi Muhi et
al in 2010 explored positive relationship between the
occurrence of asthma and family history of asthma.®

The present study also showed that there is strong
association between the occurrence of asthma and atopic
dermatitis, allergic rhinitis, allergic conjunctivitis, food
allergy, and inhalant allergen sensitization. Shabban
Het et al in 2012 found in a study conducted in Egypt a
very high significant association of asthma with allergic
rhinitis, food allergy, allergic conjunctivitis and atopic
dermatitis.!® This is in consistency with Hassan H in
2007, who found that the prevalence of allergic rhinitis,
allergic conjunctivitis and atopic dermatitis among
cases of asthma in El-Sharkia governorate were 12.1%
and 13.7%, respectively.?
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On the other hand, the present study fails to observe
an association between first born baby and occurrence
of asthma (95%Cl: 0.628-4.158, p=0.331) which might
be due to small sample size and the small number of
study population. Subbarao P et al, found that first-born
children are more likely to have asthma than third or
fourth children, whereby later-born children in large
families would be expected to be at lower risk of asthma
than first-born children.?

Also the present study, observed that there is
significant association between birth by cesarean section
and occurrence of asthma, this result found to be similar
to a study conducted in Sweden 2003 by Hakansson S
and Kallen K.2*On the other hand Al-Kubaisy W et al
(2005), found no association between birth by cesarean
section and occurrence of asthma.?

The present study found that there is a relationship
between the occurrence of asthma and low birth weight,
which is similar to what is found in the other studies.
Hazim A, found that the development of asthma higher
in children with low birth weight when compared with
those who are within a normal range of birth weight
p<0.001.% Badran NI, explored that there is a positive
relationship between the occurrence of asthma and low
birth weight baby.'® Several studies were consistent to
this study. A case control study which his concluded by
Al-Kubaisy et al in Irag, found that the risk of asthma
also increased with low birth weight.?* Also Douwes
J et al, pointed in their study in 2002 that low birth
weight as a risk factor for asthma development in early
childhood.?

Regarding prematurity, the present study showed
that there is highly significant association between the
occurrence of asthma and prematurity. Al-Kubaisy et al,
in their study in 2005 detected that children who born
prematurely were significantly (p=0.047) contracting
asthma in a higher rate compared to those who born at
a full term of gestation.?* Badran NI in 2007, found in
a study conducted in Mosul that preterm children with
asthma were more than six times susceptible to develop
severe asthma than full term children.®

The present study showed that there is strong
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association between the occurrence of asthma and
bottle feeding for the first six months of life. A case
control study conducted by Hazim A, concluded
that breast feeding is protective effect of childhood
asthma,® Karunasekera KA et al in 2001 found in a
study conducted in Sri Lanka a significant protective
relationship between exclusive breast feeding during
first 6 months of life against asthma occurrence.?’

Moreover the present study depict a significant
association between smoking during pregnancy and
occurrence of asthma (p=0.004), this result found to
be comparable with another study conducted by Hazim
A, who found that smoking during pregnancy may
eventually lead to asthma (p<0.01).*> Badran NI, by
his case control study for 239 children in Mosul found
that there is a significant association between maternal
smoking during pregnancy and occurrence of asthma.®
Feleszko et al reported that maternal smoking during
pregnancy might cause asthma through increased
bronchial hyperreactivity, alteration in circadian
variation in pulmonary function; heighten sensitivity to
allergen or an irritant effect.®

Shaaban Hosniet et al (2012), in a study done in
Egypt, demonstrated that expose to environmental
tobacco smoke had a greater risk with four or more of
asthma than those who did not.® This result found to
be consistent with the present study in which a high
significant association between occurrence of asthma
and the environmental tobacco smoke were observed.

The present study showed that there is strong
association between the occurrences of asthma and
severe lower respiratory tract infections. Badran
NI, found in a study conducted in Iraq a significant
relationship between sever lower respiratory tract
infections and asthma.*®

On the other hand the present study showed that
acetaminophen use in infancy or early childhood
was not significantly associated with the occurrence
of asthma. In study of Shaheen S et al, the relation
between acetaminophen exposure and childhood
asthma strengthening evidence for causal relationship.
In contrast, relation between infant acetaminophen use
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with asthma may be confounded by preexisting wheeze
and allergy.?

In regard to exposure to chlorine, the present study
demonstrated significant association between exposure
to chlorinated swimming pole and asthma. In study
of Bernard Alfred et al, found that chlorination by
products contaminating the air of indoor pools can act
as adjuvant promoting the development of asthma in
atopic children, especially in young children attending
the small, heavily polluted pool.*

CONCLUSIONS

From the results of the present study the following
conclusions can be obtained that the highest frequency
of asthma occurred in the age group 2-4 years, and more
frequent asthma occurred in males and those live in
urban area. The significant risk factors for asthma were
family history of bronchial asthma, childhood history
of allergy include atopic dermatitis or eczema, allergic
rhinitis, food allergy, inhalant allergen sensitization and
allergic conjunctivitis, male gender, birth by cesarean
section, low birth weight infant, premature baby,
smoking of mother during pregnancy, bottle feeding
in infancy, sever lower respiratory tract infections,
environmental tobacco smoke exposure, and exposure
to chlorinated swimming pools. The main clinical
presentation among cases were night symptoms, cough
at day, wheeze and shortness of breath.
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ABSTRACT the list of all primary schools in different localities of

Baghdad, 10 were selected by simple random sampling.

Objective: To measure the prevalence and identify
the potential risk factors of high blood pressure BP
(hypertension and pre-hypertension) among primary
school children in Baghdad, Iraq.

Methods: A descriptive cross-sectional  study
conducted and involved a random sample of 620 primary
schools students aged 10-15 years of both sexes. Using

A systematic random sample was applied using the list
of students in each school to achieve the sample size. A
questionnaire sent to the parents to gather information
on socio-demographic characteristics, dietary habits,
daily physical activity, steroids use, family history of
obesity and hypertension, besides parents’ education
and job. Two BP measurements were done using

*Riyadh Alrudainy, MD; NCD Department, Directorate of Public Health, Ministry of Health, Iraq.
*Faris Al Lami, MD; Department of Community and Family Medicine, College of Medicine, Baghdad University, Irag. E-mail: farislami@gmail.com
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mercury sphygmomanometer with manually inflated
cuff of suitable size and the average of these reading
was used. US National Childhood BP standards were
used to assess the BP stages.

Results: The prevalence of high BP was 8.1%,
included 3.4% hypertension and 4.7% pre-hypertension.
Binary analysis revealed the following significant
risk factors: female sex, older age, high BMI-for-
age, inactivity, steroid used, and family history of HT.
Logistic regression analysis applied and the following
risk factors were found statistically significant: female
sex (OR: 4.2; p=0.003), older age (OR: 1.6, p=0.026),
high BMI-for-age (OR: 3.0; p=0.002) and positive
family history of HT (OR: 2.4; p=0.045).

Conclusions: Raised BP is not rare among primary
school children in Baghdad. The potential public health
impact of early onset high BP needed to be seriously
addressed.

INTRODUCTION

High blood pressure (BP) in children is a growing
health problem that is often overlooked by physicians.
The prevalence of childhood obesity has markedly
increased over the last two decades. Primary HT has
become more prevalent than before because of the
epidemic of pediatric obesity.2? It is regarded two
epidemics in one,® that reflects an epidemiologic shift
from secondary HT to primary HT as the main cause of
HT in the pediatric age range.? The association between
obesity and HT in children has been reported among
a variety of ethnic and racial groups, with virtually all
studies find higher BP and/or higher prevalence of HT
in obese compared with lean children.

Once considered relatively rare, primary HT in
children has become increasingly common in association
with other cardiovascular risk factors that include
overweight, insulin resistance, and dyslipidemia. High
BP in children, however, tends to track from childhood
into adulthood.?

It is difficult to estimate the prevalence of elevated
BP in children because there is no universally
accepted definition of pediatric HT and because BP
physiologically relates to sex, age and height during
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childhood. The BP cut-off values to define HT need to be
age-, sex- and height specific.2* It is now recommended
that children over the age of three years have their BP
checked whenever they attend for routine medical care
or checks, but high BP must be confirmed on repeated
visits before characterizing a child as having HT.*

The true incidence of HT in the pediatric population
is not known. This vagueness partly stems from the
somewhat arbitrary definition of HT in children® and
because of differences in genetic and environmental
factors. The incidences vary from country to country
and even from region to region in the same country.
Height and weight affect BP.?

Prevention and control of elevated BP in children
might be an important strategy for limiting the global
disease burden due to HT.® The development of such
a strategy, requires more evidence on the link between
BP and its associated factors in children of different
populations, particularly in a context of a raging
epidemic of pediatric obesity.®” To better control BP
levels among children, research to identify behavioral
factors, such as diet composition and physical activity
influencing BP and intervention programs to address
these factors are needed.’

The objective of this study was to measure the
prevalence of raised BP (HT and Pre-HT), and identify
potential risk factors associated with high BP among
primary school children in Baghdad, Irag.

METHODS

A descriptive cross sectional study was conducted in
10 primary schools in different localities of Baghdad,
that were selected from a list of all primary schools in
Baghdad using simple random sampling. A systematic
random sample was applied to select the sample of 620
students aged 10-15 years of both sexes. A structured
questionnaire for data collection was developed and
consisted of two parts: the first part gathered information
on demographic information (sex, age, and class) and
anthropometric measures (height in cm, body weight in
kg) and two BP readings.

BP was measured using the standardized mercury
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sphygmomanometer with manually inflated cuff of
suitable size and stethoscope. It was measured on the
right arm after the child was sitting quietly for five
minutes to relieve anxiety, and seated with his or her
back supported, feet on the floor, right arm supported
and cubital fossa was at same level of heart.® The two
BP readings were obtained at a ten minute interval, and
the average of these reading was used, corrected for age
and sex in form of centile bands. Children BP classified
based on the 90th, and 95th percentiles; these percentiles
were recommended BP stages cut-off pointsaccording
to US National Childhood BP standards,* Table 1.

Systolic or diastolic blood pressure
percentile for age, sex, and height
<90™ percentile

Pre-hypertension >90 to 95 percentile
Hypertension >95' percentile
Table 1. BP classification by Fourth Report on the
Diagnosis, Evaluation, and Treatment of HT in
Children and Adolescents, 2004.

Blood pressure

Normotensive

The second part was filled by the parents of student,
and includes questions on the physical activity patterns
according to parents’ opinion, having regular sports,
average time spent in watching TV and playing
videogames, steroids use, and family history of obesity
and hypertension, parents” weight (kg), height (cm),
and parents” education and job.

Statistical analysis: Statistical Package for Social
Sciences (SPSS v.18) used for data entry and analysis.
Chi-square test applied to test association between
categorical data. Logistic regression analysis applied
to identify the significant independent risk factors. The
level of significance was set at p-value of <0.05.

Official approval and ethical consideration:
Approvals from Irag Ministry of Education was granted.
Verbal consent was obtained from schools’ principals
and the parents. Names and personal information were
kept anonymous.

RESULTS

The study sample composed of 620 primary
school children, but only 502 bring back the parents’
questionnaire. Females constituted 52.4% (325
children). Around 83% of the children spent more than
two hours daily watching TV and playing videogames.
One third (33.7%) of study sample did not have regular
sport and 11.6% were inactive as described by their
parents. About 29% of study sample had family history
of obesity and 27.5% had family history of HT. Less
than one third (29.8%) of the children’s fathers and 19%
of their mothers were college graduates. Most of the
fathers (85%) were currently employed, and 81% of the
mothers were housewives.

Around 8.1% of the school children had high BP
(95% CI: 5.7-10.5%), and this was comprised of 3.4% in
hypertension category and 4.7% in the pre-hypertension
category. Comparing the group with and without high
BP revealed that the prevalence among females was
11.7% compared to 4.1% among males (p=0.001).
Similarly the prevalence of high BP was significantly
higher among those aged >11 years compared to those
aged <11 years (p=0.001). The prevalence of high BP
among children with overweight and obesity (22.9%)
was significantly higher than that of underweight/
normal weight children (1.6%), p-value was 0.001,
Table 2. High BP was not significantly associated with
parents’ education or job, p>0.05.

Blood pressure

Variable Category Normal BP High BP Total p-value
No.(570) | 91.9% | No.(50) | 8.1% | No.(620) | 100%

Gender Male 283 95.9 12 4.1 295 47.6 0.0009

Female 287 88.3 38 11.7 325 52.4 '
<11 339 95.2 17 4.7 356 57.4
Al = 0.000

ge (years) >12 231 87.5 33 12.5 264 42.6 8
Underweight/ Normal 425 98.4 7 1.6 432 69.7

BMI-for-age WD ! 0.0001
Overweight/ Obesity 145 77.1 43 22.9 188 30.3

Table 2. Distribution of study group by BP status in relation to sex, age and BMI.
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Figures 1 and 2 demonstrated the distribution of the
BMI for age and systolic BP and diastolic BP. There
was a positive linear correlations between BMI values
and systolic BP values with r value of 0.638; r2 value of
0.407 and p=0.001, Figure 1. There was also a positive
linear correlation between BMI values for age and
diastolic BP values. The r value was 0.567; r2 value was
0.321 and p=0.001, Figure 2.

The distribution of high BP with physical activity
as described by the parents revealed a clear negative
association. The prevalence of high BP among the
inactive group was 15.5% compared to 1.8% among the
active children, p=0.001. Also, the prevalence of high
BP among children having regular sports was 3.3%

compared to 17.2% among those with no regular sports,
p=0.001. A positive pattern demonstrated between the
prevalence of high BP among school children and the
daily hours spent watching TV and playing videogames.
The prevalence was 2.4% among those spending <2
hours, increased to 6.8% among those spending 2-4
hours and to 12.2% among those spending >4 hours per
day, p=0.001.

The prevalence of high BP was significantly higher
among children using steroid medication (24.4%) than
non-users (6.5%), p=0.000. Similarly the prevalence
among children with family history of HT (13.8%)
was higher than those with negative history (5.8%),
p=0.006, Table 3.

Figure 1. Scatter diagram of BMI values and SBP values, (r value 0.64, r2 value 0.41, p<0.000).

Figure 2. Scatter diagram of BMI values and DBP values, (r value 0.57, r2 value 0.32, p<0.000).
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Blood pressure
Variable Category Normal BP Raised BP Total p-value
No.(462) % No.(40) % No.(502) %
Active 164 98.2 3 1.8 167 333
Child activity Normal 249 89.9 28 10.1 277 55.2 0.001
Inactive 49 84.5 9 15.5 58 11.6
Yes 322 96.7 1 3.3 333 66.3
Havi t .0
aving sports No 140 82.8 29 17.2 169 a7 | 0000
TV and <2 83 97.6 2 2.4 85 16.9
videogames 2-4 221 93.2 16 6.8 237 47.2 0.014
(hours/day) >4 158 87.8 22 12.2 180 35.9
Steroids drug Yes 31 75.6 10 24.4 41 8.2
i 0.0002
history No 431 93.5 30 6.5 461 91.8
Family history Negative 343 94.2 21 5.8 364 72.5 0.0056
of HT Positive 119 86.2 19 13.8 138 27.5 '

Note: *118 students did not bring back the parents questionnaire

Table 3. Distribution of study sample by BP status and physical activity patterns,
steroid use and family history of hypertension.

Logistic regression was applied to identify the
significant un-confounded risk factors of high BP (pre-
HT/HT) among primary school children. These risk
factors were: female sex (OR: 4.168, p=0.003), older
age (OR: 1.634, p=0.026), high BMI-for-age (OR:
2.987, p=0.002), and positive family history of HT (OR:
2.392, p=0.045).

DISCUSSION

In the current study, the point prevalence of high BP
among primary school children was about 8%. Similar
studies conducted in Baghdad® in 2006 and Najaf
city? in 2009 revealed a prevalence of 1.7% and 5.5%,
respectively. The prevalence of pre-HT/HT in EMR
countries ranged from 3.6% to 9.6% as reported by many
studies. The prevalence was 3.6% in Jordan,'® 4.8% in
Saudi Arabia,* 5.1% in Kuwait,*? and 9.6% in Tunisia.*®
In Turkey,* it was 4.4% and in Brazil,® it was 9.4%.
These differences may be attributed to variations in
definition of high BP, methods of BP measurement, age
range included, ethnicity and social class variations.?

All children classified as high BP children in the
current study were undiagnosed before. In a Brazilian
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study in 2007, around 26% of pre-HT/HT in 3-18 years
old patients were undiagnosed before. The lower age
limit in this study and the low public and professional
awareness of high BP among children are probably the
causes behind this finding.

The finding of higher prevalence of high BP among
females in this age group (10-15 years) compared to
male is consistent with previous Iraqi studies carried
in Baghdad, 2002 and 2006,® Najaf 2009,° and Basra
2014.% It is also in agreement with studies in Turkey,”
Jordan,’® and Italy.?2 This may be attributed to the
physiological changes of puberty that occurred earlier
among females, and impose tension and anxiety in
girls.2 This pattern is reversed when older age group is
included (13-18 years) in the studies conducted in Iran
in 2010% and the US in 2010.%* Wills 2011 reported
that BP changes are age-related and occur at four phases
throughout life: a rapid increase during adolescent
growth; a gentler increase in early adulthood; a midlife
acceleration; and finally for a period during late
adulthood in which blood pressure increases slowly
and then reverses. These changes are attributed to age-
related changes in hormone profiles, cardiac output and
arteriosclerosis.
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In the current study; high BP was significantly
associated with overweight/obesity. This is in
agreement with many other studies in previous Iraqi
studies,®°181° and other countries.?** The high BMI for
age increases the risk of high BP by around three times.
Also the correlation findings revealed that BMI for age
is responsible for around 40% of the increase in systolic
BP and 30% of the increase in diastolic BP among the
school children.

Physical inactivity was also an important risk factor
of high BP among young children. Similar findings
were reported in other studies.® A significant reduction
in systolic BP and diastolic BP was reported among
pre-pubertal children after three months of exercise
training.*” Also, pre-pubertal children with high outdoor
and indoor activities had significantly lower systolic BP
and diastolic BP than less active children.®®

The current study highlighted the importance of
family history of hypertension as another significant
and independent risk factor of high BP among children.
Similar finding was reported in other studies.®%4 US
CDC considered high blood pressure tends to run in
families.”* Relatives tend to share many genetic and
environmental factors that can predispose to high blood
pressure.

While the current study did not demonstrated a
significant association with parents’ education and
parents’ job, other studies found a significant association
between socioeconomic status (SES) and BP, and poor
children had higher SBP than non-poor children.*? In
contrast to negative association between SES and BP
in developed countries, findings in developing countries
are different.®®

The main study limitations of this study are the
subjectivity in definition of physical activity (so we
approached this variable through three questions), and
inability to determine temporal relationship due to the
cross sectional nature of the study.

CONCLUSIONS

Omni of every 12 primary school children had high
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BP. High risk group were females, overweight/obese,
physical inactivity and those with positive family history
of HT. The public health impact of the early onset high
BP, should be addressed. Children should be considered
among priority populations for intervention strategies
of prevention high BP through combating overweight/
obesity and physical inactivity. School health services
should play a role in early diagnosis of obesity and
high BP in school age children. Family physicians and
pediatricians should consider routine BP measurement
for children aged more than three years.
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ABSTRACT

Objective: Diabetes mellitus remains the single most
common cause of end stage renal disease, blindness
and non-traumatic amputation of the lower extremity.
Diabetic nephropathy is the leading cause of chronic
renal failure worldwide. This study aimed to report
the effects of renal dysfunction on presentation and
outcomes of diabetic foot.

Methods: This was a prospective case-control study
done in Jabir Abu Eliz Diabetic Centre (JADC) in
Khartoum during the period January 2013 till January
2014. Two hundred diabetic patients were included,
one hundred patients with foot ulcers (cases group)
and the other one hundred without foot ulcers (controls
group). Patients were classified according to Cockcrofi-
Gault formula into six stages of chronic kidney disease
(CKD), by estimate of plasma creatinine clearance
(ml/minute).

Results: The mean age for the study group was
55.14+9.33 years and for the control group was
55.99+10.19, (p=0.539). Males were predominantly
affected in the study group in comparison to the control
group. The mean duration of diabetes in the study group
was 14.30+9.28 years and for the control group it was
10.33+6.92 years, (p=0.001). There were 84 patients in
the study group with uncontrolled diabetes, and this was
significantly higher than the 71 patients in the control
group, (p=0.028). 68 patients in the study group had
previous foot ulceration, while only 35 patients in the
control group had similar history, (p=0.000). Twelve
patients in the study group had previous amputation
in comparison to only 4 patients in the control group,
(p=0.035). Seventy patients in the ulcer group had
significant peripheral neuropathy compared to 29
patients in the control group (p=0.000). There were 35
patients in the study group who were diagnosed with
different significant lower limb ischemia compared to
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6 patients in the control group (p=0.04). Three patients
in the case group died during the follow-up period,
while no patient died in the control group. There were
40 patients in the ulcer group diagnosed with stage
3-5 renal failure, compared to 23 patients with the
same stages in the control group, (p=0.010). Patients
with renal dysfunction had more amputation (major
one) (p=0.028), delayed wound healing (p=0.030) and
mortality rate (p=0.061).

Conclusions: Diabetic patients with foot ulceration
had more renal dysfunction than the control group.
Late renal dysfunction was associated with more
amputations, delayed wound healing and death.
Peripheral neuropathy and peripheral vascular disease
were significantly more common in the ulcer group with
renal dysfunction.

INTRODUCTION

The prevalence of diabetes mellitus is growing
at epidemic proportions in the United States and
worldwide.t Most alarming is the steady increase in type
2 diabetes, especially among young and obese persons.
In Africa, both incidence and prevalence rates have
been increasing in many countries, and have largely
been attributed to the increasing sedentary lifestyle and
diet associated with urbanization.?

Diabetic nephropathy is a progressive increase in
proteinuria in people with long standing diabetes,
followed by declining function that eventually can lead
to end stage renal disease (ESRD).?

This study aimed to report the effect of renal
dysfunction on presentation and outcome of diabetic
foot.

METHODS

This was a prospective case-control study in Jabir
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Abu Eliz Diabetic Center (JADC), a multidisciplinary
diabetic polyclinic foot care centre. The centre offers
outpatient medical, surgical, ophthalmic, dermatological
and dental care with supportive services in prophylactic
foot screening, offloading and shoe-making factory.
The total number of diabetic patients registered about
60000 patients. The centre receives 250-280 patients
with diabetes daily, of whom about 150 patients with
diabetic foot problems coming for wound care, with
an average of 10-15 new cases with diabetic foot seen
daily.

The studied population comprised a hundred patients
with foot ulcers (study group) and another hundred
diabetics without foot ulcers (control group), during the
period January 2013 till January 2014.

Data were collected using a predesigned data sheet
which included demographic variables, co-morbidities,
social habits and Wagner classification for foot ulcer
status. Patients were classified according to Cockcroft-
Gault formula into six stages of chronic kidney disease
(CKD), by estimate of plasma creatinine clearance (ml/
minute), age, sex and weight. Estimation of creatinine
clearance was done by the Cockcroft-Gault formula,
which in turn estimates GFR in ml/min. It was named
after the scientist who first published the formula, and it

employs serum creatinine measurements, and patient’s
weight and age to predict the creatinine clearance.* The
formula as originally published:

Weight is measured in kilograms and creatinine in
mg/dL. The resulting value is multiplied by a constant
of 0.85 if the patient is a female. This formula is useful
because the calculations are simple and can often be
performed without the aid of a calculator.

The severity of chronic kidney disease (CKD) is
described by six stages:

0)- Normal kidney function: GFR above 90 ml/
min/1.73m? and no proteinuria.

1)- CKD1: GFR above 90 ml/min/1.73m? with evidence
of kidney damage.

2)- CKD2 (Mild): GFR of 60 to 89 ml/min/1.73m? with
evidence of kidney damage.

3)- CKD3 (Moderate): GFR of 30 to 59 ml/min/1.73m?
4)- CKD4 (Severe): GFR of 15 to 29 ml/min/1.73m?
5)- CKD5 (kidney failure): GFR less than 15 ml/
min/1.73m2. Some people add CKD5D for those
stage 5 patients requiring dialysis; many patients in
CKDS5 are not yet on dialysis. Note: others add a “T”
to patients who have had a transplant regardless of
stage.® Peripheral neuropathy was diagnosed by a 10 g
monofilament nylon touch on planter aspect of the hallux

Variables Cases group Control group p-value
Mean age 55.14+9.33 years 55.99+10.19 years 0.539
Mean duration of diabetes 14.30+9.28 years 10.33+6.92 years 0.001
Variables Number/Percentage Number/Percentage p-value
Male 73 48
Female 27 52 0.000
Uncontrolled diabetes 84 71 0.028
Previous ulceration 65 35 0.000
Previous amputation 12 4 0.035
Hypertension 17 19 0.713
Smoking 5 3 0.470
Peripheral neuropathy 70 29 0.000
Peripheral vascular ischemia 35 6 0.002
Deformity 8 6 0.579
Death 3 0 0.081

Table 1. Comparison of clinical characteristics between cases and control groups.
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Stage of renal Cases Control p-value Stage of renal failure
failure group group Variables Early Late stages p-value
Stage 0 (normal) 13 24 0.045 St?r?jj%)'z 3.5 (n=40)

Early stage: 1-2 47 53 0479 er}or amputat.lon 14 17 0.392
Major amputation 1 4 0.028

Advanced Healed 26 14

40 23 0.010

g 0.036

stages: 3-5 Not healed 19 26
Total 100 100 Death 0 3 0.061

Table 2. Comparison of renal failure stages between
the cases and control groups according to
Cockcroft-Gault formula.

and metatarsophalangeal joint if two out of three sites
were insensitive. Limb perfusion was assessed clinically
and by ankle brachial pressure index (A/B index) where
0.9-1.1 considered as normal. Ulcer cross-sectional area
was estimated by measuring the two greatest diameters
at right angles and multiplying them and classified in
this way as being <2, 2-5, or >5 cm?. All patients in the
case group had sharp debridement, infected tissues and
bone fragments were sent for bacteriological culture
and sensitivity. An empirical infusion of a broad-
spectrum antibiotic was started and later on modified
according to the culture results and sensitivity testing.
Clinical outcome (healing, minor amputation, major
amputation, death) was documented. Healing was
defined as complete epithelialization without discharge.
Controlled diabetes mellitus was defined as HbAlc less
than 7%.

Other laboratory investigations included full blood
count, serum creatinine, urea and electrolytes, lipid
profile and glycosylated haemoglobin. Computer
program the SPSS version 16 was used for introduction
and analysis of the data collected.

Table 3. Comparisons of amputations and outcome
(healing and deaths) in early and late renal dysfunction
stages in diabetic with ulcers (cases group).

RESULTS

Table 1 shows no significant age difference between
the study and control groups. The study group had
significantly more male patients, longer duration of
diabetes, more uncontrolled diabetes, more peripheral
neuropathy and peripheral vascular disease. The study
group also had significantly more previous pedal
ulceration and amputation.

The two study groups did not show any significant
difference as regard hypertension (p=0.713), smoking
(p=0.470) and foot deformity (p=0.579). Three patients
in the cases group died during the follow-up period,
while no patient died in the control group. Advanced
renal failure stages were more common in ulcer group
than in the control group. Forty patients in the ulcer
group had stage 3-5 renal failure compared to 23 patients
with similar stages in the control group (p=0.010),
Table 2. There was no significant difference in Wagner
classification between early and advanced stages of
renal failure, apart from grade 1 which predominantly
in early stage of renal failure.

Diabetic with ulcer Diabetic without ulcer
Variables Intact Impaired and absent Intact Impaired and absent p-value
sensation sensation sensation sensation
Stage 1 5 7 7 5 0.414
Stage 2 11 24 31 10 0.000
Stage 3 9 28 13 9 0.008
Stage 4 0 1 0 1
Stage 5 0 2 0 0

Table 4. Comparisons of peripheral neuropathy in diabetes with renal dysfunction between diabetic
with ulcers (cases) and diabetic without ulcers (control) groups.

34



Journal of the Arab Board of Health Specializations Vol.18, No.1, 2017

Patients with renal dysfunction had more major
lower extremity amputation (p=0.028), delayed wound
healing (p=0.030) and mortality rate (p=0.061), Table
3. Peripheral neuropathy was an important associated
factor in the cases group especially those of stage 2
and 3 renal dysfunction, (p=0.000) and (p=0.008)
respectively, Table 4.

DISCUSSION

In this comparative cohort study of two hundred
patients with diabetes mellitus, the ulcer group had
longer duration of uncontrolled diabetes mellitus that
significantly influence the progression of diabetic foot
ulcers in renal impairment patients. Foley R et al, Bell
CM et al” and Philip MC et al® concluded that despite
the fact that chronic renal disease can be particularly
a devastating complication of diabetes mellitus, being
associated with significant reductions in both length and
quality of life. Most of the key risk factors for diabetic
nephropathy are modifiable including poor glycemic
control, hypertension and obesity.

The study revealed that previous ulcerations and
amputations had significant influence in the progression
of the new ulcer and its sequel amputation. Reiber GE
et al® and Lavery LAY reported the best predictor of
amputation was a history of previous amputation. A past
history of a lower extremity ulceration or amputation
increases the risk for further ulceration, infection, and
subsequent amputation.

In our study, late renal dysfunction (stage 3-5)
was associated with higher rate of lower extremity
amputation, prolonged duration wound healing and
more deaths as compared with earlier stages of renal
dysfunction. Xiao et al* reported a significantly
prolonged healing time of ulcer in late renal failure
stages (IV and V phases of diabetic nephropathy)
compared to those of early phase diabetic nephropathy.
Our results show significant relation between stages
of renal dysfunction and delayed healing. Kato et al*?
concluded that uremia compromises many mechanisms
of defense against infection so that a greater proportion
of foot ulcers will be infected on first presentation, and
a greater proportion will have deeper seated infection
such as osteomyelitis.
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In our study peripheral neuropathy was significantly
associated with foot ulceration in diabetic patients with
renal impairment, specially stage two and three renal
failure. Ndipet al*®* and Valabhji J* revealed that, the
same microvascular disease process in diabetes that
causes nephropathy also causes peripheral neuropathy,
the major etiological factor for diabetic foot disease.
Almost all subjects with end-stage renal failure due to
diabetic nephropathy will have concurrent peripheral
neuropathy, and the extent of peripheral neuropathy
mirrors the extent of nephropathy.

Shepherd AJ et al*® reported that peripheral
neuropathy is associated with altered vascular function
and endo-neural hypoxia. Furthermore, the nervous
system interacts with the immune system and results in
changes in the local immunity of diabetic patients with
neuropathy. Diabetic patients are at a greater risk of
severe foot infections that may lead to amputation.

Dinh TL et al*®, Bohlender JM* and Ruster C et al*®
reported that the correlation between diabetic foot ulcer
and Estimated Glomerular Filtration rate is not proof of
a causal relationship, but they suggested that advanced
glycation end-products (AGEs) have been implicated
in diabetic complications, and their concentrations
are increased in CKD. Podocytes express specific
receptors for AGEs and binding to these receptors
induce podocyte pathology, including induction of
proteinuria and impairment of wound healing is also
been implicated in this process. Goova MT et al* and
Wendt TM et al?® had shown that blocking of AGEs
improved diabetic nephropathy as well as restoring
effective wound healing in diabetic mice, indicating a
common pathophysiological pathway between these
two diabetic complications.

In our study, the outcome was not only related
to neuropathy or ischemia but was related to renal
dysfunctionthatmay suggestunderliningimmunological
cause which match with Ghanassia et al*! report. Three
major pathogenesis, neuropathy, ischemia, and infection,
are the main contributory factors. Nephropathy appears
to be an important predictor of long-term outcome of
the treatment of diabetic foot ulcer.

Mathias Girndt et al?> reported that chronic renal
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failure is associated with normal leukocytes number
in absence of intermittent infectious complications.
Intrinsic function of T and B cells is normal when
they are provided with normal signaling form antigen
presenting cells (APCs). The relationship between
CD4 and CD8 lymphocytes is also within normal level.
Upon infection the resulting leukocytes is very blunt
or sometimes even absent. But there is impairment in
activation of effecter lymphocytes when co-stimulation
occurs as derived from antigen presenting cells (APCs).
This dysfunction is associated with uremia and may be
improved by high efficiently renal replacement therapy.

CONCLUSIONS

Diabetic with foot ulcer had more renal dysfunction
than diabetic without ulcer. Major amputation, delayed
wound healing and mortality rate correlate to the
degree of renal impairment, and late renal dysfunction
is associated with more amputations, delayed wound
healing and death.
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THE RELATIONSHIP BETWEEN BLADDER AND URETHRAL FUNCTION
DURING CYSTOMETRY AND CLINICAL FINDINGS AND FREE UROFLOW IN
WOMEN WITH URINARY INCONTINENCE

Apppad) Clagasal) e Akl st DA QY bl Jae 2le
sl s limpa sl all sl Glasas

Roula Zayyat, MD
u;sl_;j XQJ )

ABSTRACT

Objective: To investigate the relationship between function of bladder and urethra during cystometry and both
clinical findings and free uroflow in women with urinary incontinence.

Methods: One hundred forty one women with urinary incontinence who underwent free uroflow (without catheter)
and cystometry, between 1 May 2007 till 1 May 2016 were enrolled in the study. Exclusion criteria included those
who couldn t urinate without catheter on uroflow chair, pregnant women and women with untreated urinary infection.

Results: Women in the study were 47+9 years old, pure urge incontinence consisted 19.9% of cases, whereas pure
stress type formed 12.1% of cases and mixed type consisted 68.4%. Also dysuria was seen in 15.6% of women in the
study. Concerning uroflowmetry, shapes and parameters of uroflow were classified into three types, excellent type
(33.3% of cases), good type (41.2% of cases), and bad one (25.5%), according to its’shapes and its’ relationship with
Liverpool normograms for maximum and average flow rates. On the other hand, the functions of urethra and bladder
were classified according to PdetQmax in cystometry and free uroflow Omax into three groups, normal bladder and
urethral function (64.5% of cases), obstruction in urethra (19.1% of cases) and underactive bladder (16.3% of cases).
Concerning underactive bladder it was significantly more prevalent in cases of pure stress incontinence, presence
of cystocyle, positive stress test, story of dysuria, and presence of urodynamic stress incontinence in cystometry.
Whereas obstruction was significantly more prevalent in cases of pure urge incontinence and presence of overactive
bladder in cystometry. Excellent type of uroflow had low sensitivity (45.05%) and high specificity (88%) in predicting
normal bladder and urethral function. Whereas bad type had also low sensitivity (50%,) and high specificity (87.9%)
but in predicting dysfunctional voiding.

Conclusions: Underactive bladder is more frequently seen in cases of pure stress incontinence, cystocyles, positive
stress test, story of dysuria and urodynamic stress incontinence, whereas obstruction is more prevalent in cases of
pure urge incontinence and overactive bladder. Concerning excellent type of uroflow (which had bell shape with
maximum flow rate in the first third of flow, Omax >2 Qave, Omax >30% and Qave >10% according to Liverpool
normograms), it had low sensitivity (45.05%) and high specificity (87.9%) in predicting normal bladder and urethral
function.

*Roula Zayyat M.D, PHD, Lecturer, Department of Obstetrics and Gynecology, Aleppo University Hospital of Obstetrics and Gynecology, Aleppo, Syria.
E-mail: roula.zayyat@gmail.com.
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TRANSSACRAL RECTAL TUMOR RESECTION: A CASE REPORT

i Al el e asidd) o))l Jlatiul

Hasan Kayyali, MD; Mohannad Nasani, MD

ABSTRACT

The purpose of this paper is presentation of case of rectal tumor, which had removed by Kraske procedure at
Aleppo University Hospital. In this case, well-differentiated, grade I, rectal adenocarcinoma has been removed in
elderly male (70 years), after diagnosis confirmed by biopsy and pathology, within trans sacral approach and rule

out metastasis to the abdomen or liver by CT scanning.
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PRIMITIVE NEUROECTODERMAL TUMOR ARISING FROM THE KIDNEY:
A CASE REPORT AND REVIEW OF LITERATURE
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ABSTRACT

Primitive neuroectodermal tumor (PNET) of the
kidney is a rare entity, the diagnosis usually being made
by histopathology. Few cases reported in literature,
revealed a variable presentation and an aggressive
behavior. PNET is a member of Ewing s sarcoma family
and usually occurs in children and young adults. We
reported a case of 43-year-old man with the complaint
of painless hematuria for three weeks duration before
presenting to our hospital. Computerized tomography
(CT) scan demonstrated huge and malignant looking
left renal mass lesion replacing most of the left lower
pole. This was extending into the pelvis and upper
ureter. The patient underwent radical nephrectomy.
Pathologic characteristic and immunohistochemical
analysis confirmed the diagnosis of PNET of the kidney.
Additionally, the patient received chemotherapy and

oslaSlly el ZMall & ey AU abal) Jlatind) e

radiotherapy in oncology department and was still alive
without metastasis at 12-months follow-up. PNET of the
kidney is rare and presents aggressive clinical behavior
and worse prognosis. The diagnosis of renal PNET
must be considered in young patients presenting with
renal mass. Standard therapy consists of combination
of surgical resection, postoperative irradiation and
chemotherapy.

INTRODUCTION

Primitive neuroectodermal is a type of Ewing’s
sarcoma family, that occurs in the first two decades of
life.r It usually appears as a soft-tissue mass in the chest
wall and paraspinal region, typically manifesting in the
bone or soft-tissues of the extremities, trunk, head, and
neck and only rarely in the viscera or kidney (Jimenez et
al 2002, Moly et al 2004). However, a person of any age

*Yasin Idweini, MD. PhD. FEBU, Al-Bashir Hospital, Amman, Jordan. E-mail: yasin_idweini@hotmail.com
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may be affected and several cases of PNET have been
reported in the kidney of adult (Rodriguez Galiardo
et al 1997, Karres et al 2000, Thyavihally et al 2008).
Such a tumor arising from the kidney is quite rare, and
few cases have been reported. PNET is presumed to be
derived from neural crest, mostly presenting as bone
or soft tissue masses in the trunk or axial skeleton in
children and young adults.? Because of the morphologic
overlap and the same genetic aberrations with Ewing’s
sarcoma, PNET is now considered virtually the same
entity as Ewing’s sarcoma.® PNET composed of small
uniform round cells, is characterized by a translocation
resulting in a fusion transcript of the EWS gene and
ETS-related family of oncogenes.

CASE PRESENTATION

A previously healthy 43-year-old man came to our
outpatient clinic with the complaint of sudden painless
hematuria for three weeks duration, and he denied any
other complains. His medical history was previous
history of appendicectomy, occupational exposure
as artisan, was to gold, silver, nitric acid and H2S04,

and he was smoker, one pack of cigarettes per day. His
computerized tomography (CT) scan demonstrated huge
and malignant looking left renal mass lesion replacing
most of the left lower pole, which was extending into
the pelvis and upper ureter. The main left renal artery
appeared intact with large displacement of its two
branches around this malignant mass. The left renal
vein was not visualized properly, liver was normal with
no focal abnormality and no enlarged retroperitoneal
lymph nodes were seen, Figure 1.

His laboratory values were as follows: Hb was 10.1
g/dl, WBC: 7500/ml, FBS: 3.1 mmol/l, B.Urea: 3.1
mmol/l, and his S. createnine was 109 umol/l, which
showed slight renal function impairment, for this reason
CT scan was performed without contrast in order to
prevent renal toxicity. The patient underwent immediate
radical nephrectomy, the pathologic characteristic and
immunohistochemical analysis confirmed the diagnosis
of PNET of kidney as the pathology report informed:
Left kidney specimen weight 452 g, measurements
(14.5x10.0x7.0 cm) attached ureter measured 2.5 cm
in length and renal vein measured 2.5 cm in length

Figure .1 CT scan of the abdomen showing a huge tumor involving the left kidney.
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Figure 2. The tumor cells are positive for CD 99.

showing a 2.0 cm polypoid tumor nodule protruding
through the dilated lumen of vein, the surrounding
perinephric fat measured 5.0 cm in thickness. The cut
surface showed a huge central necrotic hemorrhagic
friable tumor measured 10.5x8.0x6.0 cm seated in
hilum and extending toupper and lower poles leaving a
rim of normal kidney tissue varying from 4.5 to 1.0 cm,
the tumor invading the pelvicalyceal system and renal
vein, no capsular or fat invasion seen grossly and no
lymph nodes identified.

Histologic type: small round blue cell tumor PNET,
tumor is composed of sheets of uniform malignant
small cells with granular nucleus and scant cytoplasm
with Hommer-Wright rosettes formation and minimal
stroma with frequent mitotic activity. The tumor cells
are positive for CD99 and CD56 and negative for WT-1
NSE (Neuron-Specific Enolase) chromgranin and
vimentin. Figure 2, 3 and 4.

Margins: Ureter and perinephric fat are free of tumor,
lymph vascular invasion was present. Sarcomatoid
features not identified.

Diagnosis: Left kidney; radical nephrectomy, feature
of primitive neuroectodermal tumor (Ewing’s Sarcoma),
stage: PT3a.

DISCUSSION
Renal PNET, first described by Mor et al in 1975, is a
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Figure 3. The tumor cells are positive CD 56.

very rare and aggressive malignant tumor,* and usually
occurs in children and young adults. Male to female
ratio is about 3:1. The tumor tend to be very large and
the maximum diameter of renal PNET is always >10
cm.>®7 So far, most literature about renal PNET was
isolated case reports and the largest case series including
79 patients with renal PNET was described by Parham
et al in 2001. The age of these patients ranged from 2
months to 73 years old with a median age of 20 years.®
The presenting symptoms and images of renal PNET
are non-specific and similar to other renal tumors.
Therefore it is often difficult to distinguish renal PNET
from renal cell carcinoma and Wilm’s tumor.® However
the images of renal PNET are useful for staging of the
disease. The diagnosis of renal PNET mainly depends on
pathologic characteristics and biomarkers. Renal PNET
is characterized by small uniform round cells with dark
nuclei, ill-defined cytoplasmic borders, and poorly-

Figure 4. The tumor cells are negative for WT-1.
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formed rosette-like structures. Immunohistochemical
staining of renal PNET is always positive for different
neural biomarkers such as S-100, Leu 7 (HNK-1), and
particularly NSE. Additionally C99 also named MIC-2
antigen is crucial in the diagnosis of renal PNET and the
positive expression of CD99 has been demonstrated in
more than 90% of renal PNET. But CD99 is not specific
and cannot be used as an absolute biomarker.*°

The preferred treatment for renal PNET is
surgical resection associated with chemotherapy and
radiotherapy treatment. The role of radiotherapy is
not clear, but it may be advocated in locally advanced
disease and involvement of Gerota’s fascia.'! Most
cases of renal PNET may recur after nephrectomy
without adjuvant chemotherapy. The most commonly
used chemotherapeutics are adriamycin, etoposide,
dactinomycin, vincristine, cyclophosphamide, and
ifosfomide.

This case presented with a relatively large localized
tumor with history of frank painless hematuria for a
period of three weeks duration, before his immediate
surgery of radical nephrectomy, based on the findings of
CT of the left kidney. Both the pathologic characteristic
and the positive expression of CD99, and CD56 could
support the diagnosis of renal PNET. The patient referred
after surgery to oncology hospital and underwent
chemotherapy and radiotherapy there, and he still
follows after one year of the surgery without metastasis.
Therefore, postoperative adjuvant chemotherapy should
be performed in cases of renal PNET.

CONCLUSIONS

Renal PNET israreand presentwith aggressiveclinical
behavior and worse prognosis. Immunohistochemical
staining for CD99 and some neural biomarkers along
with cytogenetic studies play a great role in the diagnosis
of renal PNET. Radical nephrectomy combined the
chemotherapy and radiotherapy is the recommended
treatment for renal PNET.
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Medical Case

Calcific Pancreatitis Associated with Alcohol Use

Joasl) oLl (3all pualSill by i) gl

A 50-year-old man presented to the emergency department with sudden onset of hematemesis. He reported a
2-month history of epigastric pain and foul-smelling diarrhea. He had been drinking half a pint of vodka a day
for 15 years. Physical examination revealed epigastric tenderness. Results of laboratory testing, including serum
lipase and liver-function tests, were within normal limits. A computed tomographic scan of the abdomen showed
extensive calcification of the pancreas without evidence of pancreatic edema or peripancreatic fluid collection,
findings consistent with chronic calcific pancreatitis. Endoscopy revealed gastric ulcers, which were treated with
acid suppression. Chronic alcoholic pancreatitis is a common cause of pancreatic calcification. Treatment of
chronic pancreatitis typically includes pain management and correction of exocrine pancreatic insufficiency.
This patient had an uneventful recovery; he was discharged with pancreatic enzyme supplements
and was enrolled in an alcohol abuse rehabilitation program.
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Medical Case

Persistent Pupillary Membrane
Bl s Lial) ¢l

A 15-year-old boy presented with decreased vision in both eyes. His best corrected visual acuity, as determined
with the use of the Snellen chart, was 20/20 in the right eye and 20/60 in the left eye, with anisometropic amblyopia
in the left eye. A routine slit-lamp examination showed evidence of persistent pupillary membranes in both
eyes (Panel A shows the right eye, and Panel B the left eye). These membranes represent remnants of the tunica
vasculosa lentis, which is the blood supply for the developing lens of the fetus. Remnants of the capillaries may
persist as small strands attached to the collarette of the iris. Vision is usually unaffected, but occasionally thick,
persistent pupillary membranes can cause deprivational amblyopia (i.e., stimulus deprivation to the retina because
of any media opacity, leading to amblyopia), which can be managed with mydriatic agents, surgical excision, or
laser-induced lysis. This patient was treated with application of a patch to the right eye for a few hours each day.
At follow-up 3 months after presentation, visual acuity in his left eye had improved to 20/40.
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Pediatrics
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Rapid test for lung maturity, based on spectroscopy of gastric aspirate,
predicted respiratory distress syndrome with high sensitivity
Baral) ABLa) ddal) pdat o adinal) gahl) galll ased) JLEAY) g0
Ao Lpulunyy ooudiil) oSl dajdliay aill) 8

Verder H, et al.
Acta Paediatr 2016 Nov 25.

Aim: Respiratory distress syndrome (RDS) is a major cause of mortality and morbidity in premature infants. By the
time symptoms appear it may already be too late to prevent a severe course, with bronchopulmonary dysplasia or
mortality. We aimed to develop a rapid test of lung maturity for targeting surfactant supplementation.
Methods: Concentrations of the most surface-active lung phospholipid dipalmitoylphosphatidylcholine and
sphingomyelin in gastric aspirates from premature infants were measured by mass spectrometry and expressed as the
lecithin/sphingomyelin ratio (L/S). The same aspirates were analysed with mid-infrared spectroscopy. Subsequently,
L/S was measured in gastric aspirates and oropharyngeal secretions from another group of premature infants using
spectroscopy and the results were compared with RDS development. The 10-minute analysis required 10 pL of
aspirate.
Results: An L/S algorithm was developed based on 89 aspirates. Subsequently gastric aspirates were sampled in 136
infants of 24-31 weeks of gestation and 61 (45%) developed RDS. The cut-off value of L/S was 2.2, sensitivity was
92% and specificity was 73%. In 59 cases the oropharyngeal secretions had less valid than gastric aspirate results.
Conclusions: Our rapid test for lung maturity, based on spectroscopy of gastric aspirate, predicted RDS with high
sensitivity.
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Multiplex PCR reveals that viruses are more frequent
than bacteria in children with cystic fibrosis
sl ca 1058 ST ilaug i) (308 gy aniall Ghsardssd Aladus Jois
S Bl ol je JUELY) die

Mir6-Caiiis S, et al.
J Clin Virol 2016 Nov 13;86:1-4.

Background: Cystic fibrosis is a degenerative disease characterized by progressive epithelial secretory gland
dysfunction associated with repeated respiratory infections. Bacterial infections are very frequent in children with
cystic fibrosis, but because rapid methdos for screening for the wide variety of potentially involved viruses were
unavailable until recently, the frequency of viral presence is unknown. Multiplex PCR enables screening for many
viruses involved in respiratory infections.

Objective: This study aimed to evaluate the frequency of viruses and bacteria in respiratory specimens from children
with cystic fibrosis and to clarify the incidence and characteristics (seasonality and age of patients) of different
viruses detected in children with cystic fibrosis.

Study design: In this 2-year prospective study, we obtained paired nasopharyngeal-swab and sputum specimens
from children with cystic fibrosis during clinical respiratory examinations separated by at least 14 days. We analyzed
viruses in nasopharyngeal-swab specimens with multiplex PCR and bacteria in sputum with standard methods.
Results: We analyzed 368 paired specimens from 33 children. We detected viruses in 154 (41.8%) and bacteria in
132 (35.9%). Bacteria were commoner in spring and summer; viruses were commoner in autumn and winter. In
every season, Staphylococcus aureus was the commonest bacteria and rhinovirus was the commonest virus. Nearly
all infections with Haemophilus influenzae occurred in autumn and winter. Viruses were more prevalent in children
<5 years old, and bacteria were more prevalent in children >12 years old.

Conclusions: Multiplex PCR screening for respiratory viruses is feasible in children with cystic fibrosis; the clinical
implications of screening warrant further study.
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Prepubertal vaginal discharge: Vaginoscopy to rule out foreign body
pial alual dgag Al Jagall B35 s ] 8yg 0 sEsll) U Aligall cilailial

Ekinci S, et al.
Turk J Pediatr 2016;58(2):168-171.

Medical records of all prepubertal patients who underwent vaginoscopy to rule out vaginal foreign body between
2004 and 2013 were reviewed retrospectively. All patients were evaluated by pediatricians prior to surgical
consultation. Vaginoscopy is performed in the operating room under general anesthesia. During the study period,
20 girls with persistent vaginal discharge with a mean age of 6.8 years (1-13 years) underwent vaginoscopy to rule
out vaginal foreign body. Six patients had bloody vaginal discharge and 4 had recurrent vaginal bleeding lasting for
more than one month. Ten patients had purulent vaginal discharge lasting for 1-7 months. None of vaginal cultures
revealed pathological bacteria or candida species. Preoperative imaging techniques revealed vaginal foreign body
in one patient only. Vaginoscopy demonstrated vaginal foreign bodies in four patients. Foreign bodies were grass
inflorescence, safety pin and undefined brownish particles (n=2), which may be pieces of toilet paper or feces. There
was no complication related to vaginoscopy and removal of foreign body. Hymen integrity was preserved in all
patients. Persistent or recurrent vaginal discharge in prepubertal girls should raise the suspect of vaginal foreign body.
Continuous flow vaginoscopy is mandatory to detect and remove any vaginal foreign body. Early diagnosis would
prevent complications secondary to long-standing foreign bodies.
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Placental characteristics of fetuses with congenital heart disease
Lygl Qs (ol ey AiaY) e dasdial) (ailad

Albalawi A, et al.
J Ultrasound Med 2017 Mar 4.

Objectives: To investigate whether there is an association between congenital heart disease (CHD) and placental
abnormalities.

Methods: We conducted a case-control study that included cases of infants with CHD who underwent cardiac surgery
within 6 months of life at the Johns Hopkins Medical Center from 2000 to 2013, and gestational age-matched normal
pregnancy controls (200 neonates per group).

Results: Overall, abnormal placental cord insertion (ie, eccentric, marginal, or velamentous) was associated with
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CHD (odds ratio, 2.33-3.76). The main cardiac defects associated with abnormal cord insertion were conotruncal
defects (relative risk, 3.08; 95% confidence interval [CI], 1.48-6.40; P=0.003), left heart disease (relative risk, 2.40;
95% Cl, 1.32-4.37; P=0.004), and right heart disease (relative risk, 2.22; 95% Cl, 1.21-4.07; P=0.010). The Placenta-
to-birth weight ratio was not associated with CHD. Intrauterine growth restriction was associated with CHD (odds
ratio, 3.00; 95% ClI, 1.41-6.39; P=0.004).

Conclusions: Abnormal cord insertion, as well as intrauterine growth restriction, was determined to be correlated
with the presence of CHD. On the basis of our results, we conclude that cord insertion should be evaluated at routine
obstetric sonography, and further fetal heart evaluation is warranted if abnormal cord insertion is detected.
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Immunomodulatory constituents of human breast milk
and immunity from bronchiolitis
Cluall) Glgill wa A lially oY) cula 8 Ao Lall anal) ciligSal)
LiC, etal.
Ital J Pediatr 2017 Jan 14;43(1):8.

Background: The mother’s immune status can be achieved by genetic and breastfeeding impact descendants of the
immune system. The study aimed to determine whether a mother’s immune status and breastfeeding practices were
related to development of bronchiolitis in her infant.

Methods: The frequency of T, B and natural kill (NK) cells in patients’ blood and their mothers’ breast milk was
determined using flow cytometry. The concentrations of serum and breast milk IgG and IgD in individual patients
and healthy control were determined by enzyme-linked immunosorbent assay (ELISA). The relationships between
immunocytes, immunoglobulin and respiratory score (RS) were analyzed by Spearman’s rank correlation test.
Results: The mothers of bronchiolitis patients had lower IgG concentrations in their breast milk when compared to
the mothers of healthy children. There was no significant difference in the frequency of T cells, B cells, and NK cells
in samples of breast milk. However, significant decreases of CD3+, CD8+ T cells, as well as significant increases of
CD4+ T cells and CD19+ B cells were found in the serum of bronchiolitis infants. There were positive correlation
relationships between RS and CD3+, CD4+ T cells, 1gG and IgD concentrations.

Conclusions: Our data suggested that the mothers of bronchiolitis patients had lower IgG concentration in their
breast milk. The breast milk IgG might be absorbed by the breastfeeding infants, which could play important role in
resistance of bronchiolitis.
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Obstetrics And Gynecology
Alastl) alyelly 50

Impact of tamoxifen therapy on fertility in breast cancer survivors
@l Gl c¥la B Agadd) e tamoxifen aladialy dadaal) il

Shandley LM, et al.
Fertil Steril 2016 Nov 22.

Objective: To determine whether tamoxifen use is associated with decreased ovarian reserve and decreased likelihood
of having a child after a breast cancer diagnosis, using data from the Furthering Understanding of Cancer, Health, and
Survivorship in Adult (FUCHSIA) Women Study.

Design: Population-based cohort study.

Patients: Three hundred ninety-seven female breast cancer survivors aged 22-45 years whose cancer was diagnosed
between ages 20 and 35 years and who were at least 2 years after diagnosis; 108 survivors also participated in a clinic
visit.

Main outcome measures: Time to first child after cancer diagnosis, clinical measures of ovarian reserve (antimiillerian
hormone [AMH] and antral follicle count [AFC]) after cancer.

Results: Women who had ever used tamoxifen were substantially less likely to have a child after the breast cancer
diagnosis (hazard ratio [HR] 0.29; 95% confidence interval [CI], 0.16, 0.54) than women who had never used
tamoxifen. After adjusting for age at diagnosis, exposure to an alkylating agent, and race, the HR was 0.25 (95% CI,
0.14, 0.47). However, after adjusting for potential confounders, women who had used tamoxifen had an estimated
geometric mean AMH level 2.47 times higher (95% CI, 1.08, 5.65) than women who had never taken tamoxifen.
Antral follicle count was also higher in the tamoxifen group compared with the tamoxifen nonusers when adjusted
for the same variables (risk ratio 1.21; 95% ClI, 0.84, 1.73).

Conclusions: Breast cancer survivors who had used tamoxifen were less likely to have a child after breast cancer
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diagnosis compared with survivors who never used tamoxifen. However, tamoxifen users did not have decreased
ovarian reserve compared with the tamoxifen nonusers.
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A prospective study of serum trace elements in healthy Korean pregnant women
LusS A cilbadal) Jalgal) ludl) 52l Juaal) B Baaill jualial) cilygiveal Apliiuce 4

Choi R, et al.
Nutrients 2016 Nov 23;8(11).

This prospective study sought to investigate serum levels of trace elements (cobalt, copper, zinc, and selenium) and
to assess their effects on pregnancy and neonatal outcomes. Serum levels of trace elements in 245 Korean pregnant
women (median gestational age at delivery was 39+4 weeks and interquartile range was 38+4 till 40+1 weeks) were
compared with those of 527 general adults and those of previous studies in other ethnic groups. Pregnancy and
neonatal outcomes including gestational diabetes, preeclampsia, neonatal birth weight, and congenital abnormalities
were assessed. The median serum trace element concentrations of all pregnant women were: cobalt: 0.39 pg/L
(interquartile range, IQR 0.29-0.53), copper: 165.0 ug/dL (IQR 144.0-187.0), zinc: 57.0 pg/dL (IQR 50.0-64.0),
and selenium: 94.0 pg/L (IQR 87.0-101.0). Serum cobalt and copper concentrations were higher in pregnant women
than in the general population, whereas zinc and selenium levels were lower (p<0.01). Concentrations of all four
trace elements varied significantly during the three trimesters (p<0.05), and seasonal variation was found in copper,
zinc, and selenium, but was not observed for cobalt. The prevalence of preeclampsia was significantly lower with
high copper (p=0.03). Trace element levels varied by pregnancy trimester and season, and alteration in copper status
during pregnancy might influence pregnancy outcomes such as preeclampsia.

oo bl anil Al (assiladly Gl ¢ ulasll (b SU) 3o Jalsall (pe Faboaall il ginal) o lafind ) Fliaall Zuball 528 Cargs
ae Jasg) Jalsall il oSl s Ll 245 sic 3230 ealiall (e dboaall il gl 5l caci . sl v AasSlal gitilly Jaal)

64



Journal of the Arab Board of Health Specializations Vol.18, No.1, 2017

byl e 5 dalad) Alally sl (0 527 e (Lc sand 1440 54+38 s 515 cxl) On Dol bl 4439 335l Eisaa ie Jaall
Al 25 s ez lanY) U8 Lo aall ()Sudl ol 2 epaddslly Jandl Aausilly Gy yaall il Cuianas A8 jal) bl Cabise 8 (5589
O Jaall) Jfabes S 0.39 clly KU s Jabsall o luill Jame die 520850 jealinll Lboadl) 58050 Jawy Jas AdasSla) a9 cld aall,
O Jadl) Jy/ahesKe 57.0 <lijll ((187.0-144.0 IQR )l o Jlaall) Jo/ahes8a 165.0 (slaill ¢(0.53-0.29 IQR 2
833l jualiall paen 315 of Laa ) L(101.0-87.0 IQR 2l o Jadll) ol s Ke 94.0 assislaadly (64.0-50.0 IQR 2yl
casialaadly 5l ¢ alaill il g b Agbiad iy Liad calin gl WS ¢(0.05>p) ddisall Jesl Jabe PlA 38 DGR Cilans 5 Joadl)
(0.03=p) Lulaill (e Andipall lyginadlly ala Sy (mial S ZlagY) Jé L Ala il of Jaagd L cally U Ay Glld daadle 50
Joa) 35 e 555 35 Jaad) DA ulatl s 8 il o LS «omill by ) Uy (o 53l yualial) b clidlial il

oY) dé L dllas

A genetic link between prepregnancy body mass index, postpartum weight
retention, and offspring weight in early childhood

O3sY aling (Jaall 0 acal) ABS i g i sall BLEY)
gl (e (AN Jabiall A GSslly uldll) 2y

Li A, etal.
Obesity (Silver Spring) 2016 Nov 24.

Objective: The effects of maternal prepregnancy body mass index (BMI) and gestational weight gain (GWG)
on maternal and offspring obesity traits, as well as the maternal and offspring genetic contribution to GWG and
postpartum weight retention, were examined.

Methods: Blood samples from mothers (h=608) and offspring (n=541) were genotyped for 83 BMI-associated SNPs
and 47 waist-to-hip ratio (WHR)-associated SNPs. Linear regression and mixed-effects regression models were
performed to examine clinical epidemiological and genetic associations with unweighted and weighted BMI and
WHR genetic risk scores (GRS).

Results: Prepregnancy BMI was positively associated with offspring weight and BMI Z-score from birth to 5 years.
GWG was positively associated with maternal postpartum weight retention at 1 and 5 years and with offspring weight
Z-score from birth to 5 years old. The maternal unweighted BMI GRS was associated with prepregnancy BMI,
postpartum weight retention at 5 years, and offspring weight Z-score from birth to 5 years old, but not associated with
GWG. Both maternal and offspring unweighted WHR GRSs were negatively associated with GWG.

Conclusions: Maternal BMI-associated SNPs may contribute to the genetic link between prepregnancy BMI
variation, long-term postpartum weight retention, and offspring birth weight and longitudinal weight. Maternal and
offspring WHR-associated SNPs may contribute to GWG variation.
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Airway management for cesarean delivery performed
under general anesthesia

alad) juadil) ciad 3 jaall Ay puail) cillaall & duilggd) (G kall s

Rajagopalan S, et al.
Int J Obstet Anesth 2016 Oct 27.

Background: With the increasing popularity of neuraxial anesthesia, there has been a decline in the use of general
anesthesia for cesarean delivery. We sought to examine the incidence, outcome and characteristics associated with a
failed airway in patients undergoing cesarean delivery under general anesthesia.

Methods: A retrospective review of airway management in women undergoing cesarean delivery under general
anesthesia over an eight-year period from 2006-2013 at an academic medical center was conducted.

Results: During the study period, 10 077 cesarean deliveries were performed. Neuraxial anesthesia was used in
9382 (93%) women while general anesthesia was used in 695 (7%). Emergent cesarean delivery was the most
common indication for general anesthesia. Failed intubation was encountered in only three (0.4%) women, who were
successfully managed with a laryngeal mask airway. The overall incidence of failed intubation was 1 in 232 (95% ClI
1:83 to 1:666) and general anesthesia was continued in all cases. There were no adverse maternal or fetal outcomes
directly related to failed intubation.

Conclusion: Advances in adjunct airway equipment, availability of an experienced anesthesiologist and simulation-
based teaching of failed airway management in obstetrics may have contributed to our improved maternal outcomes
in patients undergoing cesarean delivery under general anesthesia.
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Preterm premature rupture of the membranes and genital Mycoplasmas
ALl LapdlagSal) afiliag Cls¥) OB S L88Y) (354

Kacerovsky M, et al.
Acta Medica (Hradec Kralove) 2009;52(3):117-120.

Objective: The purpose of this study was to evaluate the prevalence of cervical colonization by genital mycoplasmas
in patients with preterm premature rupture of the membranes (PPROM).

Methods: We studied 225 women between 24 and 36 weeks of gestation with PPROM. Cervical swabs were obtained
for genital mycoplasmas and standard vaginal smears of bacterial culture were performed at the time of patients’
admission. In the control group were 225 women with a normal pregnancy.

Results: Ureaplasma urealyticum was detected in 68% (152/225) and Mycoplasma hominis was detected in 28%
(63/225) of the patients with PPROM between 24 and 36 weeks of gestation. In the control group Ureaplasma
urealyticum was found in 17% (38/225) and Mycoplasma hominis in 15% (35/225) pregnant women.

Conclusion: Our results provide evidence of an association between cervical colonization with genital mycoplasmas
and preterm premature rupture of the membranes.
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Clinical and pathological characteristics
of prostate cancer patients younger than 55 years old
Gl gyl Uy el A yal) day pliillg Ay el ailadl)
) e i 55 (50 ) 2
Song G, et al.
Zhonghua Yi Xue Za Zhi 2017 Feb 28;97(8):608-611.

Objective: Prostate cancer is commonly diagnosed among old men while younger men are rarely diagnosed with
prostate cancer. In this study we identify clinical and pathological features of 154 patients with prostate cancer
younger than 55 years old and to assist in treatment decisions.
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Methods: The medical records of 154 prostate cancer patients younger than 55 years old in Peking University First
Hospital from Feb 1953 to Jun 2016 were reviewed, retrospectively. Data was collected including symptoms, digital
rectal examination (DRE), prostate-specific antigen (PSA), Gleason score, tumor stage, treatment strategies.
Results: The mean age was 50.9+4.5, and 25.3% patients were between 40-50 years. Fifty-six (36.4%) patients
initially presented with lower urinary tract symptoms. A solid mass could be found by digital rectal examination in
48 (31.2%) patients. All patients were diagnosed by pathology of biopsy or surgery. The median Gleason score was
8. Gleason 2-6, 3+ 4, 4+ 3, 8, 9-10 were 15 cases (9.7%), 28 cases (18.2%), 21 cases (13.6%), 15 cases (9.7%), 51
cases (33.1%), respectively. Based on 2009 AJCC TNM Classification criteria the distribution of tumor stage was T1,
T2,T3,and T4 in 2 (1.3%), 54 (35.1%), 60 (39.0%), and 37 (24.0%) patients. Forty patients (25.9%) were found with
bone metastasis and four (2.5%) suffered from visceral metastasis. Fifty-three (34.4%) underwent hormonal therapy
and 79 (51.3%) underwent radical prostatectomy.

Conclusion: Younger prostate cancer patients usually presented with LUTS symptoms and were featured for higher
tumor stage and aggressiveness. More optimal and personalized risk-based therapy options are required.
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Location is everything: The role of splenic flexure mobilization
during colon resection for diverticulitis

OsoSl Adladal) Y &lyjat 590 :agal) b auagill
Aislesl Zail) gl e¥la (B o slesl Jlatind e A

Schlussel AT, et al.
Int J Surg 2017 Mar 1.

Introduction: Routine splenic flexure mobilization (SFM) has been previously recommended to ensure an adequate

length for a tension free anastomosis during resection for diverticulitis. We sought to evaluate the role of selective
SFM for diverticulitis, and its impact on outcomes.
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Materials and methods: Retrospective review of elective colectomies at a tertiary care center (2007-2015) for left-
sided diverticulitis were identified from the National Surgical Quality Improvement Program. Demographics and
perioperative characteristics were compared; and 30-day risk-adjusted outcomes were assessed.

Results: We identified 208 sigmoid/left colectomy cases. A laparoscopic approach predominated (71%), and SFM
was performed in 54% of cases (n=113). Demographics and comorbidities were similar. Median operative time was
greater in the SFM group [226; interquartile range (IQR): (190-267) minutes] compared to no mobilization [180;
IQR: (153-209) minutes] (p<0.01). After risk adjustment, SFM was associated with a trend towards an increased rate
of a minor morbidity (OR: 2.8; p=0.05).

Conclusions: Splenic flexure mobilization was performed selectively in half of colectomies evaluated. This technique
was associated with a trend towards an increased rate of minor complications, with no difference in major adverse
events, including organ space infections. These findings suggest that for patient with diverticulitis, SFM should be
performed in an individualized fashion.
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Effectiveness of deep versus moderate muscle relaxation
during laparoscopic donor nephrectomy in enhancing postoperative recovery

SRAN 3305 B laugiall Julha Gpaad) Lianl) p14,y) Aullad
Ol G e £ iall fe Al Jlaiind 4l JMA daladl

Bruintjes MH, et al.
Trials 2017 Mar 4;18(1):99.

Background: Postoperative recovery after live donor nephrectomy is largely determined by the consequences
of postoperative pain and analgesia consumptions. The use of deep neuromuscular blockade has been shown
to reduce postoperative pain scores after laparoscopic surgery. In this study, we will investigate whether deep
neuromuscular blockade also improves the early quality of recovery after live donor nephrectomy.

Methods: The RELAX-study is a phase 1V, multicenter, double-blinded, randomized controlled trial, in which
96 patients, scheduled for living donor nephrectomy, will be randomized into two groups: one with deep and
one with moderate neuromuscular blockade. Deep neuromuscular blockade is defined as a post-tetanic count

69



Journal of the Arab Board of Health Specializations Vol.18, No.1, 2017

of 1-2. Our primary outcome measurement will be the Quality of Recovery-40 questionnaire (overall score) at
24 h after extubation.

Discussion: This study is, to our knowledge, the first randomized study to assess the effectiveness of deep
neuromuscular blockade during laparoscopic donor nephrectomy in enhancing postoperative recovery. The
study findings may also be applicable for other laparoscopic procedures.
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Surgical and not analgesic technique affects postoperative Inflammation
following colorectal cancer surgery
prtienally 05198 Glapen a2y GlgaY) o 85al) (A AlSadl) (undy dsaliad) 4kl
Siekmann W, et al.
Colorectal Dis 2017 Mar 4.

Aim: Epidural analgesia reduces the surgical stress response. However, its effect on pro- and anti-inflammatory
cytokines in the genesis of inflammation following major abdominal surgery remains unclear. Our main objective
was to elucidate whether perioperative epidural analgesia prevents the inflammatory response following colorectal
cancer surgery.

Methods: 96 patients scheduled for open or laparoscopic surgery were randomized to epidural analgesia (group E) or
patient controlled intravenous analgesia (group P). Surgery and anaesthesia were standardized in both groups. Plasma
cortisol, insulin and serum cytokines (IL-1p, IL-4, IL-5, IL-6, IL-8, IL-10, IL-12p70, IL-13, TNFa, IFNy, GM-CSF,
PGE2 and VEGF) were measured preoperatively (T0), 1-6 hours postoperatively (T1) and 3-5 days postoperatively
(T2). Mixed model analysis was used, after logarithmic transformation when appropriate, for analyses of cytokines
and stress markers.

Results: There were no significant differences in any serum cytokine concentration between groups P and E at any
time point except in IL-10 which was 87% higher in group P (median and range 4.1 (2.3-9.2) pg/ml,) compared to
group E (2.6 (1.3-4.7) pg/ml) (p=0.002) at T1. There was no difference in plasma cortisol and insulin between the
groups at any time point after surgery. Significant difference in median serum cytokine concentration was found
between open and laparoscopic surgery with higher levels of IL-6, IL-8 and IL-10 at T1 in patients undergoing open
surgery compared to laparoscopic surgery. No difference in serum cytokine concentration was detected between the
groups or between the surgical technique at T2.

Conclusions: Open surgery, compared to laparoscopic surgery, has greater impact on these inflammatory mediators
than epidural analgesia vs. intravenous analgesia.
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Gastroesophageal reflux and idiopathic pulmonary fibrosis
Gl Jogae 590 Cadil) Alag Aupal) (s rall ull) ¢y ABMa)

Allaix ME, et al.
World J Surg 2017 Mar 3.

Background: Idiopathic pulmonary fibrosis (IPF) is a progressive interstitial lung disease of unknown origin that
affects about 40,000 new patients every year in the USA. Albeit the disease is labelled as idiopathic, it is thought
that pathologic reflux, often silent, plays a role in its pathogenesis through a process of microaspiration of gastric
contents.

Aims: The aim of this study was to review the available evidence linking reflux to IPF, and to study the effect of
medical and surgical therapy on the natural history of this disease.

Results: Medical therapy with acid-reducing medications controls the production of acid and has some benefit.
However, reflux and aspiraion of weakly acidic or alkaline gastric contents can still occur. Better results have been
reported after laparoscopic anti-reflux surgery, as this form of therapy re-establishes the competence of the lower
esophageal sphincter, therefore stopping any type of reflux.

Conclusions: A phase II NIH study in currently in progress in the USA to determine the role of antireflux surgery in
patients with GERD and IPF. The hope is that this simple operations might alter the natural history of IPF, avoiding
progression and the need for lung transplantation.
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Mortality from respiratory diseases associated with opium use
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Rahmati A, et al.
Thorax 2016 Nov 24.

Background: Recent studies have suggested that opium use may increase mortality from cancer and cardiovascular
diseases. However, no comprehensive study of opium use and mortality from respiratory diseases has been published.
We aimed to study the association between opium use and mortality from respiratory disease using prospectively
collected data.

Methods: A total of 50 045 adults were enrolled from 2004 to 2008, and followed annually until June 2015, with
a follow-up success rate of 99%. We used Cox proportional hazard regression models to evaluate the association
between opium use and outcomes of interest.

Results: During the follow-up period, 331 deaths from respiratory disease were reported (85 due to respiratory
malignancies and 246 due to non-malignant aetiologies). Opium use was associated with an increased risk of death
from any respiratory disease (adjusted HR 95% CI 3.13 (2.42 to 4.04)). The association was dose-dependent with a
HR of 3.84 (2.61 to 5.67) for the highest quintile of cumulative opium use versus never use (P, .<0.001). The HRs
(95% CI) for the associations between opium use and malignant and non-malignant causes of respiratory mortality
were 1.96 (1.18 to 3.25) and 3.71 (2.76 to 4.96), respectively.

Conclusions: Long-term opium use is associated with increased mortality from both malignant and non-malignant
respiratory diseases.
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Cardiovascular Diseases
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Meta-analysis of clopidogrel pretreatment
in acute coronary syndrome patients undergoing invasive strategy
clopidogrel aladialy 4y uaail) dalleall g4l Al Julas
L clelay omalal) salad) 4LI0Y) dgpdiial) o dis

Nairooz R, et al.
Int J Cardiol 2016 Nov 12.

Background: It is unknown whether pretreatment with clopidogrel in acute coronary syndrome (ACS) managed
invasively, is superior to a strategy of administering clopidogrel in the cardiac catheterization laboratory at the time
of percutaneous coronary intervention (PCI). Current practice guidelines do not endorse one strategy over the other.
Methods: A comprehensive literature search was done to identify all relevant studies comparing pretreatment with
clopidogrel to administration in the cardiac catheterization laboratory at the time of PCI (no pretreatment). A meta-
analysis using a random effects model was used to calculate outcomes of interest.

Results: Our search identified 16 studies including 61,517 ACS patients undergoing cardiac catheterization. At
30days, clopidogrel pretreatment was associated with lower MACE 7.67% vs 9.46% (odds ratio (OR) 0.77, 95%
confidence interval (CI) [0.68, 0.86]; P<0.0001) and all-cause mortality 2.8% vs 4.1% (OR 0.70, 95% CI[0.58, 0.85];
P=0.0003). Mortality according to the longest follow up available was also significantly lower with pretreatment. No
difference in major bleeding events was observed. These results were not significantly different between randomized
vs observational studies or STEMI vs NSTEACS patients. Sensitivity analysis showed significantly lower MACE
7.98% vs 9.6% (OR 0.83, 95% CI [0.71, 0.96]; P=0.01) without increased major bleeding in NSTEACS patients
undergoing PCI within 48h from pretreatment.

Conclusion: In ACS patients undergoing PCI, clopidogrel pretreatment was associated with significantly lower
30day all-cause mortality and major adverse cardiovascular events without increased major bleeding events.
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Body mass index is an independent predictor of major bleeding
in non-valvular atrial fibrillation patients taking dabigatran
3) G Jiens (@300 rdaS pnd) ALS jrdia g9
dabigatran alaiiuly cpadleall alaad Al Glia)l) iy do

Lee CH, et al.
Int J Cardiol 2016 Nov 17;228:771-778.

Background/objective: Adverse bleeding events happened more frequently among individuals with, or at risk of,
a low body mass index (BMI) than others. Despite increasing use of dabigatran in atrial fibrillation (AF) patients,
the relationship between individual BMI and major bleeding events has not been clearly elucidated.

Methods: This study was an observational study of 842 patients who were enrolled and were followed up for a
median of 20 months to monitor the occurrence of the bleeding complications. The patients were divided into three
study groups according to the BMI tertile (tertile 1: <23.9 kg/m?, n=273; tertile 2: 23.9<BMI<26.5 kg/m?, n=290;
and tertile 3: >26.5 kg/m?, n=279).

Results: During follow-up, 28 participants suffered from bleeding events. BMI was significant predictor of
hospitalization for major bleeding (BMI, hazard ratio (HR) 0.830, p=0.002). The incorporation of BMI tertile
significantly improved the outputs of a model that was based on continuous age and HAS-BLED score without
age component (p=0.001).

Conclusions: Lower BMI is associated with higher incidence of major bleeding in these patients. BMI may
improve the prediction of an increased individual bleeding risk of a patient with AF who has been treated with
dabigatran.
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Neurology
dnanl )Y

Hypoxia/ischemia activate processing of amyloid precursor protein:
Impact of vascular dysfunction in the pathogenesis of Alzheimer’s disease
tuglaal) daglls (g Jaad A Ayg sl ey ApasY) (el g
sl g1a Aoyl A Aol il Lpaa

Salminen A, et al.
J Neurochem 2016 Dec 17.

Alzheimer’s disease (AD) is associated with deficiencies in cerebrovascular functions, e.g. reduced cerebral blood
flow and capillary amyloid angiopathy, both of which are evident during the early phase of AD, thus local hypoxia/
ischemia could augment the pathogenesis of AD. There is abundant literature revealing that exposures to hypoxia/
ischemia increase the amyloidogenic processing of amyloid-f precursor protein (APP) leading to the accumulation
of amyloid-f peptides in brain. This hypoxia-induced response has been attributed to a significant increase in the
activities of - and y-secretases, whereas a-secretase activity decreases in hypoxia. Recent studies have indicated
that hypoxia-inducible factor-1a (HIF-1a) stimulates the transcription of the B-secretase 1 (BACE1) gene through
the hypoxia-response element in the BACEI promoter. Moreover, HIF-1a protein can directly interact with the
y-secretase complex and increase its activity in a non-transcriptional manner. Hypoxia/ischemia also trigger
endoplasmic reticulum stress and impair autophagy in brain, which consequently can stimulate the expression of
presenilin 1 (PS1) and activate y-secretase. Subsequently, PS1 protein can stabilize HIF-1a protein and in addition,
APP intracellular domain (AICD) peptide is able to induce the expression of HIF-la. The activation of B- and
v-secretases is an evolutionarily-conserved hypoxia response, e.g. it is also present in zebrafish. Given that - and
y-secretases have many substrates in addition to APP, one could postulate that AD pathology is a byproduct of the
rescue process mediated by these two aspartyl proteinases under hypoxic/ischemic conditions.
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Hematology And Oncology
ebﬁiﬁb Al bl

Hepatocellular carcinomas with intracellular hyaline
bodies have a poor prognosis

Lalad) Jata Lalasll alua¥) agasr 4past) 408 Ailajud faull) a3y

Aigelsreiter A, et al.
Liver Int 2016 Nov 25.

Background and aims: Mallory-Denk-bodies (MDB) and intracellular hyaline bodies (IHB) are cytoplasmic
inclusions found in a subset of hepatocellular carcinoma (HCC). MDB are mainly composed of the intermediate
filament proteins keratin (K) 8 and K18, the cellular stress- and adapter-protein sequestosome 1/p62 (p62) and
ubiquitin, whereas IHB consist of p62 and/or ubiquitin. Of note, cytoplasmic inclusions containing p62 can serve as
markers of suppressed autophagy which in turn has been associated with poor prognosis. The aim of this study was
to evaluate the prognostic significance of p62-containing MDB and IHB in patients with HCC.

Methods: Ninety resected HCCs were assessed by H&E histology for MDB or IHB and their presence was confirmed
by immunohistochemistry using K8/18, p62 and ubiquitin antibodies. The prognostic impact of inclusions was
assessed using Kaplan-Meier and multivariate Cox proportional model.

Results: MDB and/or IHB were found in about 50% of HCC. Both types of inclusions were seen in 21%, MDB
only in 19% and IHB only in 10% of cases. The presence of MDB in tumours was associated with the steatohepatitic
variant of HCC, which also showed fatty change, ballooning of tumour cells, MDBs, inflammation and pericellular
fibrosis (p<0.001). In contrast, [HB were not associated with steatohepatitic morphology but were associated with
significantly shorter overall survival (p=0.006). Multivariate analysis revealed macroscopic vascular invasion
(p=0.045) and presence of IHB in HCC cells (p=0.005) as independently associated with overall survival.
Conclusions: IHB and macroscopic vascular invasion identify a subset of HCC patients with poor prognosis.
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The diagnostic efficacy of platelet-to-lymphocyte ratio
and neutrophil-to-lymphocyte ratio in ovarian cancer
ciligliallly 4y gaall cilaniuall o dpaill dnadiial) 41aaY)
canmall Gl cNla A cilygliallly e andl o Al

Prodromidou A, et al.
Inflamm Res 2017 Mar 4.

Background: Platelet-to-lymphocyte (PLR) and Neutrophil-to-Lymphocyte (NLR) ratios have been extensively
investigated in cancer. However, to date, actual guidelines concerning ovarian cancer are missing. The purpose
of the present systematic review is to summarize the available evidence.

Methods: We systematically searched Medline (1966-2016), Scopus (2004-2016), ClinicalTrials.gov (2008-
2016), and Cochrane Central Register of Controlled Trials CENTRAL (1999-2016) databases together with
reference lists from included studies.

Results: Eighteen studies were included in the present systematic review that involved 3453 patients. According
to the current data, both PLR and NLR values in ovarian cancer patients seem to deviate from healthy controls.
Furthermore, they may also be indicative of the stage of the disease and of the response to chemotherapy.
Nevertheless, their diagnostic accuracy remains limited as their sensitivity and specificity are moderate (detects
55-80% of ovarian cancer women).

Conclusions: According to the findings of our study, both PLR and NLR seem to be promising screening and
prognostic factors of epithelial ovarian cancer. The actual diagnostic cut-off values remain, however, undefined
until now. Despite their limited sensitivity and specificity, they might be useful in the future as adjunct biomarkers
for the detection and surveillance of the disease.
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Endocrinology
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Increased sclerostin and bone turnover
after diet-induced weight loss in type 2 diabetes
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Strollo R, et al.
Endocrine 2016 Nov 25.

Background: Sclerostin has been directly related to bone turnover increase in dietary-induced weight loss in non-
diabetics. This has not been studied in type 2 diabetes, a condition characterized by increased circulating sclerostin
and impaired bone turnover.

Purpose: To study the effect of dietary weight loss and quality of the dietary intervention on changes of sclerostin
and bone turnover markers in type 2 diabetes.

Methods: This was a post-hoc analysis of the MADIAB trial, a 21-day randomized controlled trial on overweight/
obese type 2 diabetes patients. Patients were randomly assigned 1:1 to the Ma-Pi2 macrobiotic diet or a control diet
based on dietary guidelines for type 2 diabetes. Serum sclerostin and circulating markers of bone resorption and
formation (P1NP) were measured by enzyme linked immunosorbent assay in 40 subjects (1:1) at baseline and after
21 days treatment.

Results: Both Ma-Pi2 and the control diet groups had significant decreases in body weight (6.0+0.2 vs. 3.2+0.1%,
p<0.001). Sclerostin increased significantly in the two groups (all p<0.001) but Ma-Pi2 diet group experienced a
greater increase in sclerostin (34.5 vs. 15%; p=0.024). Serum circulating markers of bone resorption increased in the
two groups (all p<0.001); circulating markers of bone resorption at the end of the treatment tended to be higher in
Ma-Pi2 diet than the control diet group (p=0.06). PINP did not change significantly in the two group compared to
baseline. Sclerostin changes were related to body mass index reduction (r=-0.37; p=0.02).

Conclusions: Diet-induced weight loss may induce significant and rapid changes in bone turnover and sclerostin
levels. These changes may further impair bone health in subjects with type 2 diabetes.
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Early impairment in left ventricular longitudinal systolic function is associated
with an increased risk of incident atrial fibrillation in patients with type 2 diabetes
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Bonapace S, et al.
J Diabetes Complications 2016 Nov 3.

Aims: It is known that type 2 diabetic patients are at high risk of atrial fibrillation (AF). However, the early
echocardiographic determinants of AF vulnerability in this patient population remain poorly known.

Methods: We followed-up for 2 years a sample of 180 consecutive outpatients with type 2 diabetes, who were
free from AF and ischemic heart disease at baseline. All patients underwent a baseline echocardiographic-Doppler
evaluation with tissue Doppler and 2-D strain analysis. Standard electrocardiograms were performed twice per year,
and a diagnosis of incident AF was confirmed in affected patients by a single cardiologist.

Results: Over the 2-year follow-up period, 14 (7.8%) patients developed incident AF. In univariate analyses,
echocardiographic predictors of new-onset AF were greater indexed cardiac mass, larger indexed left atrial volume
(LAVI), lower global longitudinal strain (LS, ), lower global diastolic strain rate during early phase of diastole (SR,),
lower global diastolic strain rate during late phase of diastole (SR ), and higher E/SR_ ratio. Multivariate logistic
regression analysis showed that lower LS, ; remained the only significant predictor of new-onset AF (adjusted-odds
ratio 1.63, 95%CI 1.17-2.27; p<0.005) after adjustment for age, sex, diabetes duration, indexed cardiac mass and
LAVI. Results were unchanged even after adjustment for body mass index, hypertension and glycemic control.
Conclusions: This is the first prospective study to show that early LS, . impairment independently predicts the risk
of new-onset AF in type 2 diabetic patients with preserved ejection fraction and without ischemic heart disease.
Future larger prospective studies are needed to confirm these findings.
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Gastroenterology

Current evaluation and management of anaemia
in patients with inflammatory bowel disease
adll i cNlal Ulla agtiall jpailly agi)
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Martin J, et al.
Expert Rev Gastroenterol Hepatol 2016 Nov 25.

Introduction: Anaemia is a common extraintestinal manifestation in IBD patients and considerably impacts
disease prognosis, hospitalisation rates and time lost from work. While iron deficiency anaemia is predominant,
combinations of haematimetric and biochemical markers enable detection and targeted therapy of other
aetiologies including vitamin B12/folic acid deficiencies, haemolysis, myelosuppression and pharmacotherapies.
Areas covered: Current literature was searched for articles focusing on aetiology, diagnostics and therapy of
anaemia in IBD. In the light of their own experience, the authors describe the physiology of anaemia in IBD
and present current evidence endorsing diagnostic and therapeutic options, focusing particularly on non-iron-
related aetiologies.

Expert commentary: Anaemia in IBD is polyaetiological, reaching far beyond iron deficiency anaemia. While
clinicians need to be aware of the increasing pallet of diagnostic tools and therapeutic options, detailed studies
are needed to develop more convenient test procedures, long-term treatment and monitoring strategies, and
unified guidelines for daily practice.
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Rheumatology And Orthopedics
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High-sensitive CRP as a predictive marker of long-term outcome
in juvenile idiopathic arthritis
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Alberdi-Saugstrup M, et al.
Rheumatol Int 2017 Mar 10.

To evaluate whether C-reactive protein (CRP), including variation within the normal range, is predictive of
long-term disease outcome in Juvenile Idiopathic Arthritis (JIA). Consecutive patients with newly diagnosed
JIA were included prospectively from defined geographic areas of the Nordic countries from 1997 to 2000.
Inclusion criteria were availability of a baseline serum sample within 12 months after disease onset and 8-year
clinical assessment data. Systemic onset JIA was not included. CRP was measured by high-sensitive ELISA
(detection limit of 0.2 mg/l). One hundred and thirty participants with a median follow-up time of 97 months
(range 95-100) were included. At follow-up, 38% of the patients were in remission off medication. Absence
of remission was associated with elevated level of CRP at baseline (odds ratio (OR) 1.33, confidence interval
(CI) 1.08-1.63, p=0.007). By applying a cutoff at the normal upper limit (>10 mg/l), the risk of not achieving
remission was increased to an OR of 8.60 (Cl 2.98-24.81, p<0.001). Variations of CRP within the normal
range had no predictive impact on disease activity at follow-up. Baseline levels of ESR were available in 80
patients (61%) and elevated ESR was associated with absence of remission in a multivariable logistic regression
analysis (OR 2.32, Cl 1.35-4.00, p=0.002). This results of this study indicate that baseline CRP concentrations
above 10 mg/I are predictive of a poor outcome at 8-year follow-up. We could not demonstrate any predictive
value of CRP variations within the normal range.
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Rheumatoid arthritis phenotype at presentation differs depending
on the number of autoantibodies present
6580 Gualiall gy (5 AUl Jaail) LD
sl sl 53 ga sall AN Sacay) adad lag Allad) Al gl

Derksen VF, et al.
Ann Rheum Dis 2016 Apr;76(4):716-20.

Objective: In rheumatoid arthritis (RA), seropositive and seronegative disease may be two entities with different
underlying pathophysiological mechanisms, long-term outcomes and disease presentations. However, the effect of
the conjoint presence of multiple autoantibodies, as proxy for a more pronounced humoral autoimmune response,
on clinical phenotype remains unclear. Therefore, this study investigates the association between the number of
autoantibodies and initial clinical presentation in two independent cohorts of patients with early RA.

Methods: Autoantibody status (rheumatoid factor, anticitrullinated protein antibodies and anticarbamylated protein
antibodies) was determined at baseline in the Leiden Early Arthritis Cohort (n=828) and the Swedish BARFOT
(Better Anti-Rheumatic Farmaco-Therapy, n=802) study. The association between the number of autoantibodies and
baseline clinical characteristics was investigated using univariable and multivariable ordinal regression.

Results: In both cohorts, the following independent associations were found in multivariable analysis: patients with
a higher number of RA-associated antibodies were younger, more often smokers, had a longer symptom duration and
a higher erythrocyte sedimentation rate at presentation compared with patients with few autoantibodies.
Conclusions: The number of autoantibodies, reflecting the breadth of the humoral autoimmune response, is associated
with the clinical presentation of RA. Predisease pathophysiology is thus reflected by the initial clinical phenotype.
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Urology And Nephrology
sl Sleadly LIS il

Albumin-based nanoparticles as methylprednisolone carriers
for targeted delivery towards the neonatal Fc receptor in glomerular podocytes
methylprednisolone 1 culas cuasd¥) (e 4 clagun alaiial
Opalgl) aie Ll) Lpadl) LAY B FC daadl) Ol sad dngal) Juagil] 4y

Wu L, etal.
Int J Mol Med 2017 Feb 21.

Glucocorticoids (GCs) are commonly used in the treatment of nephrotic syndrome. However, high doses and
long periods of GC therapy can result in severe side effects. The present study aimed to selectively deliver
albuminmethylprednisolone (MP) nanoparticles towards glomerular podocytes, which highly express the
specific neonatal Fc receptor (FcRn) of albumin. Bovine serum albumin (BSA) was labeled with a fluorescent
dye and linked with modified MP via an amide bond. The outcome nanoparticle named BSA633MP showed
a uniform size with a diameter of approximately 10 nm and contained 12 drug molecules on average. The
nanoconjugates were found to be stable at pH 7.4 and acidsensitive at pH 4.0, with approximately 72% release
of the MP drug after 48 h of incubation. The nanoparticle demonstrated a 36fold uptake in receptorspecific
cellular delivery in the FcRnexpressing human podocytes compared to the uptake in the non-FcRn-expressing
control cells. Colocalization further confirmed that uptake of the nanoconjugates involved receptormediated
endocytosis followed by lysosome associated transportation. In vitro cellular experiments indicated that
the BSA633MP ameliorated puromycin aminonucleosideinduced podocyte apoptosis. Moreover, in vivo
fluorescence molecular imaging showed that BSA633-MP was mainly accumulated in the liver and kidney
after intravenous dosing for 24 h. Collectively, this study may provide an approach for the effective and safe
therapy of nephrotic syndrome.
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Assessment of long-term cardiovascular effects
of unilateral nephrectomy

ilal) pag A4Sl Jlatiud 1Y) saay duile gl 418 o Sl

Ozkurt S, et al.
Int Urol Nephrol 2017 Mar 4.

Purpose: There is conflicting evidence regarding long-term effects of unilateral nephrectomy such as cardiovascular
diseases. Excessive increase in blood pressure (BP) during exercise called «hypertensive response to exercise»
may be a sign of unborn hypertension and increased cardiovascular risk. Decrease in glomerular filtration rate
(GFR) in patients with unilateral nephrectomy may be associated with disturbance of circadian BP changes without
affecting the absolute levels of BP. We aimed to investigate the circadian BP changes and hypertensive response
to exercise in normotensive patients with preserved renal functions who had undergone unilateral nephrectomy for
other causes rather than organ donation.

Methods: This study enrolled 32 patients (mean age 43.4+9.9 years, male 15) with unilateral nephrectomy and 40
healthy controls (mean age 47+6.1 years, male 17). All patients were undergone both office and ambulatory BP
measurements and treadmill stress test.

Results: The median time since nephrectomy was 12 (9-22) years in the patient group. The median GFR of the
patient group was lower than that of the controls without significance [85.1 (76.0-97.9) vs. 93.2 (84.5-104.9),
respectively; p=0.14]. There was no significant difference between groups in terms of office BP measurements,
night time diastolic and systolic BP, mean arterial pressure (MAP), night/day time ratio of MAP in ambulatory BP
measurements. The results of treadmill stress tests and hypertensive response to exercise ratios were also similar
between the groups.

Conclusions: This study revealed that there was no increase in long-term cardiovascular risks one decade after
unilateral nephrectomy based on circadian BP changes and hypertensive response to exercise in normotensive
patients.
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Psychiatry

Examination of the role of religious and psychosocial factors
in HIV medication adherence rates

Aty Luadil) Jalgadl | ga ¢ Lalic
HIV gydall Ao liall jge (ug il 3alcaall dadlaally aliilY) Jara A

Dalmida SG, et al.
J Relig Health 2017 Mar 11.

Optimal adherence to antiretroviral therapy (ART) is associated with favorable HIV outcomes, including
higher CD4 cell counts, HIV virus suppression and a lower risk of HIV transmission. However, only 25%
of people living with HIV/AIDS (PLWH) in the USA are virally suppressed. Sub-optimal adherence (<90-
95%) contributes to antiretroviral resistance and worse medical outcomes, including more rapid progression
to AIDS and death. Psychosocial factors and religion/spirituality (R/S) have a significant impact on ART
adherence, but the findings are mixed. The purpose of this study was to examine religious and psychosocial
correlates and predictors of >90% ART adherence in PLWH. A cross-sectional study was conducted with a
sample of 292 outpatient PLWH in the Southeastern USA. Participants completed computerized surveys.
The mean ART adherence percentage was 80.9% and only about half reported >90% adherence. There
were statistically significant differences in ART adherence rates based on age, depressive symptom status
and frequency of religious attendance and prayer. Praying at least once a day was significantly associated
with >90% ART adherence (OR=2.26, 95% CI [1.06-4.79], p<0.05). Social support satisfaction was also
significantly associated with ART adherence (OR=1.52, 95% CI [1.11-2.08], p<0.05) and energy/fatigue/
vitality (OR=1.03, 95% CI [1.00-1.05], p<0.05).

Saxill lgiaca e cAllall d;‘.ai il g HIV (il deliall Jse Gugyd @Vl @l pall saliaad) aallaadl a1 S50Y1 (3805
Cmbadl) gl e hai 9025 of ) Leds calahyal) oS3 e puil) Y J8Y) 5 yshalls HIV (ugpull i «CD4 AL 1Y)
G 8 (%95-90>) dalladlly uJLmI\ o Al aaly gl dantii Alsyal olay a8 3asiall YN 8 HIV/AIDS (g il
AIDS Sl deliadl jse dadlia sai aipall adi lgiaca o ¥l o3¢l Toul Guda iling hlig yall salinal) dysdl daslia
RSl lagasall of V) el il solimall Aallaally oY) s3a 3 Anlag MfAssally i) Jalpall € 36 2y Tangl U400
gyl 3aliaall Aallaalls %695< AU Ayl Jalsall ga Apdilly Al Jalgall b)) (g2 o lomifin] 1 Zubpall o3 Corgs -5yl
S iy st b Camlal a0 202 (e e e Ay Asaliha Al s ha) ool delial) e i oampe e
Cun b 9680.9 il g uill alimal) Aallaally AU A siall Al oy oy LANATL Aaipe Gaed) Fonasa g 3la ¢ sLaN i L3anial
¢ onll L byl 5alinall Aallaally A1 e 3 Aals Cldg i 25ns Bangl L Aadleally %690< Lalsill i umpall Coaai el
%0 Al ae asdl i JEYI o sanly 5ol Dall duplae il Al iledlly Ll jpma il RuESY) aled) Ala
Uapall eldial aed sy Jie WS (0.055p ¢4.79-1.06 %95 48 Jualsis 2.26 Lnn V) dou) by pill 52liadl) Aalladlly
s Ay gall/Caxill/A8UAYs ¢(0.05>p ¢2.08-1.11 :%95 a8 Jualsis ¢1.52 a1 o) Aadlaally NI ae 8L AT Lila Skl

.(0.05>p ¢1.05-1.00 :%95 i Jealsis «1.03 Guns V) i) Liapal

85



Journal of the Arab Board of Health Specializations Vol.18, No.1, 2017

Otorhinolaryngology
syaindly calyls 3V el

Reduction of radiation dosage in visualization of paranasal sinuses in daily routine
Faa gall A jlaal) B Y Cuila G gaad) Al 3 JOA aa i) Ao andal

Giildner C, et al.
Int J Otolaryngol 2017;2017:3104736.

Background: Preoperative imaging of the nose and paranasal sinus is standard in otorhinolaryngology. Previous
studies on phantoms demonstrated the potential for dose reduction of cone beam computed tomography (CBCT)
by varying the application parameters.

Methodology: Based on previous studies, the standard protocol of paranasal sinus imaging by CBCT was altered.
One hundred and fifty examinations using the old protocol (01/2010-01/2011, high dosage) and 150 examinations
using the new protocol (09/2012-09/2013, low dosage) were evaluated and compared for the visibility of 17
anatomical structures, the Lund-Mackay Score, and technical parameters.

Results: Alteration of the protocol resulted in a significant reduction in dosage (6.64 mGy versus 2.88 mGy). Both
groups showed the same amount of pathology (Lund-Mackay Score: 4.95+3.79 versus 5.26+5.77; p=0.558). There
was a significant better visibility of the anatomical structures (all visible =1, nothing visible =4) (results: 1.25
versus 1.17; p=0.001) in the low-dosage group.

Conclusion: Despite a significant reduction in the applied dosage, reliable visualization of the bony anatomy of
the anterior skull base is possible by CBCT. This demonstrates the need for the discussion of the required clinical
imaging quality.
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Ophthalomology
dnall yalye)

Reduced serum level of leukocyte cell-derived chemotaxin 2
is associated with the presence of diabetic retinopathy

255180 5l @l <) Qs Jale (e Aglaaal) el gioal) (alidd)
oSl Aal) Sie) Ala g Al

Okumura A, et al.
Clin Chim Acta 2016 Oct 28.

Background: Vascular endothelial growth factor (VEGF) signaling is an important pathway in the development
of diabetic retinopathy (DR). A recent report showed that leukocyte cell-derived chemotaxin 2 (LECT2)
suppresses the VEGF signaling in endothelial cells. However, the clinical relevance of LECT2 in DR is unknown.
This study aimed to investigate serum LECT2 levels and the presence of DR.

Methods: The study included 230 people with type 2 diabetes mellitus (DM), 95 with DR and 135 without DR.
Serum LECT2 levels were measured using an enzyme-linked immunosorbent assay. Data were evaluated using
Spearman’s rank correlation, univariate and multivariate logistic regression.

Results: Serum LECT?2 levels were significantly lower in participants with DM having DR than in those not
having DR (35.6£14.9 ng/ml vs. 44.5£17.6 ng/ml, P<0.001). Spearman’s rank correlation analysis revealed a
significant association between serum LECT2 levels and the presence of DR (P<0.001). Multiple regression
analysis revealed that serum LECT2 levels were independently related to DR (P<0.001).

Conclusions: These findings indicated that serum LECT?2 level is negatively associated with the presence of
DR and suggest that low circulating LECT2 level is a risk factor for DR.
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Anaesthesia And Intensive Care Medicine
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Regional anaesthesia is associated with shorter postanaesthetic care
and less pain than general anaesthesia after upper extremity surgery
S8 ally padal) ey La Aliall yuadf 5aa pa AL passl) 38155
@l Cijhal) cilala day alad) jadil) e 45)ally

Grauman S, et al.
Anesthesiol Res Pract 2016;2016:6308371.

Introduction: For surgery on the upper extremity, the anaesthetist often has a choice between regional
anaesthesia (RA) and general anaesthesia (GA). We sought to investigate the possible differences between
RA and GA after upper extremity surgery with regard to postoperative patient comfort.

Methods: This is a retrospective observational study that was performed at an acute care secondary referral
centre. One hundred and eighty-seven procedures involving orthopaedic surgery on the upper extremity
were included. The different groups (RA and GA) were compared regarding the primary outcome variable,
length of stay in Postanaesthesia Unit, and secondary outcome variables, opioid consumption and nausea
treatment.

Results: RA was associated with significantly shorter median length of stay (99 versus 171 minutes). In the
GA group, 32% of the patients received opioid analgesics and 21% received antiemetics. In the RA group,
none received opioid analgesics and 3% received antiemetics.

Conclusion: In this observational study, RA was superior to GA for surgery of the upper extremity regarding
Postanaesthesia Care Unit length of stay, number of doses of analgesic, and number of doses of antiemetic
administered.
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Dermatology
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Ocular involvement in pemphigus vulgaris
ailad g Eal gl B Adal) Alay)

Espafia A, et al.
J Dtsch Dermatol Ges 2017 Mar 23.

Background and objectives: Ocular/periocular involvement in pemphigus vulgaris (OPV) has rarely been
reported. The objective of the present study was to investigate the pattern of OPV and define the prognostic
value of its manifestation.

Patients and methods: From 1985 to 2014, a total of 167 patients with pemphigus vulgaris (PV) were treated
at four tertiary Spanish hospitals. In this retrospective study, we included all patients with OPV. Clinical data
and information on associated symptoms were obtained from patients' medical records.

Results: Only 24 (14.3%) of all PV patients had ocular lesions. In most cases, -ocular involvement was
preceded by PV lesions at various other sites (mean duration: 33.7 months). Ocular PV lesions occurred
during flares of mucocutaneous pemphigus, and was never the only mucosal manifestation. The most common
clinical signs were conjunctival hyperemia (87.5%), erosions on the eyelids (41.6%) as well as of the palpebral/
bulbar conjunctiva (33.3%) and at the medial epicanthus (20.8%). The most relevant associated symptoms
included local pain/stinging (71.4%), irritation (47.6%), photophobia (38.1%), and epiphora (23.9%). Ocular
PV improved with systemic and adjuvant topical therapies. Only two patients experienced sequelae.
Conclusions: In patients with PV, ocular involvement is an exception. Ocular PV is associated with greater
disease activity, and usually follows a benign course. Sites affected are the conjunctiva, the eyelids, or
both.
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Tranexamic acid in the treatment of melasma
ald) el Aallaa A tranexamic gaes aladial

Perper M, et al.
Am J Clin Dermatol 2017 Mar 10.

Melasma is a common acquired pigmentary disorder marked by irregular hyperpigmented macules or patches
and most commonly occurs in women of darker skin color. It is a chronic often-relapsing condition that
causes negative psychosocial effects in those affected. Current treatments such as hydroquinone, kojic
acid, and retinoids, among others, demonstrate variable efficacy and side-effect profiles. We conducted a
comprehensive literature review examining the use of tranexamic acid (TA), a well-known anti-fibrinolytic
agent, in the treatment of melasma. TA delivered orally, topically, and through physical methods works via
the inhibition of ultraviolet (UV)-induced plasmin activity in keratinocytes. Predefined search terms were
entered into PubMed. Articles were then independently screened by two authors to include only those written
in the English language and relating to human subjects with at least mild melasma. The search identified
28 articles, 15 of which met the criteria for full review. The review revealed that TA treatment for melasma
is equally effective or more effective than other standard therapies and may induce fewer side effects. Our
comprehensive review suggests that TA may be a promising treatment option for melasma because of its
demonstrated effectiveness alone and in combination with other modalities as well as its limited side-effect
profile.
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