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IS COMBINED ANDROGEN BLOCKADE BY SURGICAL CASTRATION AND
FLUTAMIDE NECESSARY AS AN INITIAL THERAPY FOR PATIENTS WITH
ADVANCED PROSTATE CANCER?
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Firas Shakir Attar, MD
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ABSTRACT

Objective: Prostate cancer incidence and mortality
vary widely among countries. Surgical castration by
orchidectomy with or without hormonal therapy is one
approach for patients presenting with advanced disease.
The aim of this work was to study the efficacy of surgical
castration by orchidectomy alone versus orchidectomy
with flutamide, as an initial treatment for patients
presenting with advanced carcinoma of prostate.

Methods: This randomized clinical trial included

60 patients presenting with advanced prostatic
cancer between 2012 to 2017. Surgical castration
by orchidectomy was done for all patients followed
by randomizing them into two groups; group | with
surgical castration only and group Il with castration
plus flutamide therapy. The patients were followed up
for their response rates and survival for the next two
years following castration.

Results: The mean percent of change in the values of
PSA in the two arms of the study was close. The patients
in the two arms of the trial showed no significant

*Firas Shakir Attar, MD, Assistant Professor of Urology at Basrah College of Medicine, Surgery Department, Basrah, Irag.

E-mail:firasshakir97@yahoo.com.
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difference regarding their response rate at the end of
first two years following orchidectomy.

Conclusions: [Initial use of flutamide following
orchidectomy seems to add no significant benefit in
regard to changes in PSA and the survival in these
patients.

INTRODUCTION

The incidence of prostatic cancer and its mortality
diverge greatly among countries and world regions and
are the highest in African American men. Prostatic cancer
in USA is known to be the most prevalent malignant
tumor in males, and the second major cause of cancer-
associated deaths. Testing for PSA has prompted a
remarkable downward peregrination in stage and age at
time of diagnosis, this is both clinical and pathological.
It is well known that genetic prerdispostion and
environmental factors play importantly in the rise and
progress of prostatic cancer.’

Labrie et al* demonstrated excellent outcomes with
the use of CAB in several non randomized trials, and
since that the interest concerning endocrine treatment
for prostatic cancer has been pointed towards CAB. The
imposing results obtained by Labrie et al drived many
urologists to produce CAB by adding anti-androgens to
eliminate the nourishing effect of adrenal androgens for
prostatic cancer. However, other authors never attained
the excellent results obtained by Labrie. The results of
subsequent studies were inconsistent making complete
androgen blockade a question to be resolved.>®

This study aims to answer the question of need to
the use of anti-androgen (flutamide) together with
orchidectomy to improve treatment outcomes of
advanced prostatic cancer in Basrah Urology Center.

METHODS

This randomized clinical trial included 60 patients
diagnosed with advanced prostatic cancer who
attended Basrah Teaching Hospital from October
2012 to October 2017. Recruitment of patients to
the study was done after preparing the center for the
appropriate planned therapies and their requirements.

The study was conducted in accordance with good
clinical practice, and the 1964 Declaration of Helsinki,
including the most recent amendments (Edinburgh,
Scotland). The trial obtained the ethical approval from
the Researches Ethical Committee Board at Basrah
College of Medicine.

Patients who were eligible for the current study had
been diagnosed histologically with prostate cancer,
beside the presence of distant metastasis or locally
advanced disease. A written consent from the patients
was obtained before recruitment to the study.

Among these patients, fifteen were diagnosed with
prostatic cancer after they had TURP for symptomatic
prostatic enlargement with or without abnormally high
PSA reading, while forty five patients were diagnosed on
basis of multiple core prostatic biopsies for evaluation
of high PSA values.

Serum testosterone was measured for all patients
before treatment and it was within normal range for all
of them. Patients who underwent TURP had their PSA
assessed before surgery. Seven of them showed normal
PSA values and eight showed elevated PSA values.
All 60 patients were thoroughly evaluated by detailed
physical examination and laboratory and imaging
investigations.

Laboratory tests included complete blood count and
evaluating renal function tests including blood urea
nitrogen and serum creatinine levels. Imaging studies
that were done included radiology of lumbar spines and
sonography examination of the abdomen. Computerized
tomography scanning (CT) was performed for patients
with suspected secondary deposits, like patients with
abnormal sonography findings or abnormal findings of
the spines on radiology. Secondary deposits were seen
in the spines of 20 patients, while 15 patients presented
with evidence of visceral metastases involving the
lungs and the liver. Twenty five patients presented with
evidence of locally advanced disease.

All patients were prepared for bilateral orchidectomy
after giving formal consent. The orchidectomy was
done via scrotal approach. Following surgery; the
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patients were stratified randomly into two categories.
Category | included patients who underwent bilateral
orchidectomy alone (30 patients), and Category Il
those treated with bilateral orchidectomy followed by
flutamide (30 patients).

In both groups, following orchidectomy, the initial
assessment of PSA serum testosterone was carried
out after the first month following surgery and three
monthly later on. The definition of success was based
on findings of bone radiology and the serum PSA and
testosterone values on follow-up.

In this study, the definition of a complete response
(CR) included regression of bone secondaries on X-ray,
and return of serum PSA to normal (cut-off point <4
ng/ml), and serum level of testosterone (<50 ng/dl,
castration level). On the other hand, a partial response
(PR) was needed to be adopted and was defined as a
reduction in the burden of metastasis more than 50%
of the initial findings, or decrease in the serum levels
of PSA and testosterone (>50%) of the initial values. A
third response (progressive disease, PD) was defined as
a rise of any new lesion on bone radiology, or any rise
in PSA or serum testosterone levels by 25%. In both
groups, percentage change in serum levels of PSA and
testosterone was measured every time, and compared to
the pretreatment value to establish the efficacy of study
arms.

Unpaired Student t test was used to perform between

arm analyses. A two-tailed p-value <0.05 was adopted
statistically significant.

The characteristics of the patients are shown in Table
1. The 60 subjects enrolled in the study were considered
the safety dataset and underwent the analysis. For the
first group (which included 30 subjects), one patient
discontinued the follow-up and did not complete
the primary endpoint. Three patients were followed-
up initially, but were lost for follow-up and did not
complete the secondary end point, one of them was lost
for follow-up after 6 months following surgery, and two
were lost for follow-up after 10 months and 12 months,
respectively. These patients developed cardiovascular
problems, so only 26 patients (43.3%) were analyzed.
For the second group (which included 30 subjects),
three patients discontinued follow-up, and two were
followed-up initially but lost for follow-up 7 months
and 9 months, respectively. So only 25 patients (41.6%)
were analyzed. The trial flow chart is seen in Figure 1.

After castration by orchidectomy, the mean of change
in the values of PSA was maximally noticed in the first
three months following surgery (Table 2), which was 5
for group 1 and 5.2 for group II.

For the patients who were followed up for the next
two years and remained castration- responsive, the
mean percent of change in the values of PSA in the two
arms of the study was 65% and 62% respectively (Table
3). This was statistically insignificant (p-value =0.95).

Characteristics Orchidectomy alone Orchid_ectomy with
(Group I) Flutamide (Group I1)
Number of patients 30 30
Age (years) 56-75 55-75
PSA (ng/ml) 10-100 8-80
Bone pain Number Percentage Number Percentage
Nil 12 40% 16 53.3%
Mild 9 30% 5 16.6%
Moderate 4 13.3% 5 16.6%
Severe 5 16.6% 4 13.3%
Intractable 0 0% 0 0%
Table 1. Characteristics of the patients (pre-treatment).
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Figure 1. Consolidated standards of reporting trials
flow chart for the trial.

For both arms of the study, the mean percent of
change in the values of testosterone two years following
surgery was 64% and 62% respectively, (Table 4). Again
this suggested insignificant difference (p-value =0.92).

According to the protocols of response defined by
the current study, the two arms of the trial showed no
significant difference regarding their response rate
at the end of first two years following orchidectomy.
For group I, five patients (19.23%) showed complete
response, 17 patients (65.38%) showed partial response,
while 4 patients (15.38%) showed progressive disease.
On the other hand, for group II, 4 (16%) showed
complete response, 16 (64%) showed partial response
and 5 patients (24%) showed progressive disease,
(Table 5). This was insignificant difference in the
response rate between the two groups (p-value >0.05).

DISCUSSION

A well known fact is that testosterone is the main
fuel that nourishes prostatic cancer. This was stated
by Charles Huggins in 1941. The testes synthesize and
secret 90-95% of the circulating testosterone. Androgen
deprivation therapy (ADT) is the golden standard for
treating advanced cancer of prostate. Elimination
of androgen can be achieved by medical or surgical
castration.

ADT is known to induce ablation of androgen which
promotes apoptotic cell death.” The initial therapeutic
effect of (ADT) in advanced prostate cancer is caused
by apoptotic depletion of hormone-dependent cancer

Pre-treatment
Group PSA (ng/ml) range |1 month | 3 months | 6 months | 12 months | 18 months | 24 months | p-value
and (mean)
7-20 4-13 3-16 45-14 6.5-15 6-16
| 10-100 (18.6 >0.05
(18.6) (7.5) (5) (5.7) (6.1) @) (6.5)
6-21 3.8-13.5 45-13 4-12 5-13 5.2-15
. 8-80 (18.2) 74 | (62 | (56 (5.9) (7.2) (6.9) >0.05
Table 2. Changes in the PSA level in the two groups before and after therapy.
Grou 1 3 6 12 18 24 _value
P month months months months months months P
Mean | 59.7% 73.1% 69.3% 67.2% 62.3% 65% >0.05
percentage
change I 59.3% 71.4% 69.2% 67.5% 60.4% 62% >0.05

Table 3. Mean percentage change in PSA level in the two treatment groups after therapy.




Journal of the Arab Board of Health Specializations Vol. 20, No. 2, 2019

Group 1 month 3 months 6 months 12 months | 18 months | 24 months
Mean | 57.7% 71.1% 68.4% 66.2% 61.3% 64%
percentage
change I 57.3% 70.4% 68.2% 66.3% 60.8% 62%

Table 4. Mean percentage change in testosterone level in the two treatment groups after therapy.

Pre-treatment
Group | PSA (ng/ml) range |1 month | 3 months | 6 months | 12 months | 18 months | 24 months | p-value
and (mean)
7-20 4-13 3-16 4.5-14 6.5-15 6-16
| 10-100 (18.6 >0.05
B 1ws | ®  6n 6D | (65)
6-21 3.8-13.5 4.5-13 4-12 5-13 5.2-15
. 8-80 (18.2) 74 | (62 | (56) (5.9) (7.2) (6.9) >0.05

Table 5. Clinical response in the two treatment groups after therapy.

cells.® The adrenal cortical androgens may play a very
important role in continuing stimulation for the prostatic
cancer.®

Surgical castration by orchidectomy can produce
relieve of symptoms of advanced prostate cancer, like
bone pain for up to 70-80% of cases.!®! Castration-
resistant prostate cancer incidence is estimated to be
about 20%.*?

Flutamide is a non-steroidal anti-androgen that
achieves its effect by blocking the uptake and the
binding of dihydro-testosterone to the hormone-
sensitive cells, thereby interfering with androgen
action. Flutamide side effects are gynecomastia and
mild diarrhea when used as monotherapy, and loss of
libido, impotence, hot flashes, nausea and vomiting,
diarrhea and gynecomastia when used in combination
with an LHRH-agonist.

Inactivation of some oncogens (for example P53) is
thought to block the apoptotic effect that is induced by
castration on prostatic cancer cells.** This may explain
why some people may not respond to orchidectomy
to control their disease status. Some trials suggested
that expression of oncoproteins like P53, C-myc
and Bcl-2 may predict the response to orchidectomy

and being in a castration-responsive status.4®
Monitoring the progress of prostate cancer whether
treated surgically or not is done by serial assessment
of PSA. It was shown in some studies that a marked
increase in the process of apoptosis in normal prostatic
tissues was noticed after 7 days following castration.*®
In the current study, PSA changes after orchidectomy
were recorded and the maximum percent of changes
in PSA was noticed within the first three months
following orchidectomy. The explanation for this can
be attributed to the marked level of apoptosis, which is
at maximum degree within the early period following
orchidectomy.®

In the study of Labrie et al, the response rate and
long term survival was 96% in patients with advanced
prostatic cancer treated by (ADT).* However, similar
excellent results were not achieved by other studies.
Many randomized trials showed better outcomes with
(CAB).167

A study carried out in United States of America
(National Cancer Institute) compared the use of
LHRH agonist with flutamide to that of LHRH agonist
with placebo. The outcome of that multicentric study
showed that the combination of LHRH agonist with
flutamide was superior to the use of LHRH agonist
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alone in controlling low volume advanced cancer of the
prostate.®

Previous studies showed major advantages of
complete androgen blockade over orchidectomy. After
that more controlled trials did not show any significant
advantage of complete androgen blockade compared
to orchidectomy alone. Again previous trials suggested
that complete blockage of androgen was effective
mainly in patients having good performance and with
low volume of disease.*?

Furthermore, an EORTC phase 11l prospective trial
that compared orchidectomy to orchidectomy with di-
ethyl stillbestrol and cyproterone acetate showed that
there was no big difference in progression and survival
rates in the three arms of the study.?

In a multicenteric randomized trial testing the use of
cyproterone acetate to buserline did not alter the treat-
ment outcomes compared to orchidectomy alone.?

In another multicentre, randomized trial that compared
treatment with zoladex alone to treatment with zoladex
and flutamide for patients with advanced cancer, there
was no big differences in the treatment response between
the first group which was 67% and the second group
which was 65%. In addition, there was no difference
in time before failure of treatment and progression of
disease between the two arms of the study.?

The Agency for Health Care Policy and Research
recently published the results of a meta-analytic study
including 27 published studies evaluating the use of
(CAB). This study showed no difference in 2-year
survival rates in patients who underwent orchidectomy
alone versus those who underwent combined hormonal
blocked. Among these 27 studies, only 10 reported
5-year survival rates, and showed a minimal difference
in the survival rate in favor of (CAB).2

The additional use of an anti-androgen (like flutamide)
following surgical castration as a first line treatment
in patients diagnosed with advanced prostatic cancer
seems to affect the patients’ quality of life because of
the high probability of side effects.

CONCLUSIONS

Surgical castration of patients with advanced
carcinoma of prostate can yield a maximum decrease
of PSA in the first three months after surgery. Initial
additional use of an anti-androgen (like flutamide) to
orchidectomy does not seem to add any significant
benefit in regard to changes in PSA and the survival
in these patients. Larger randomized clinical trials are
needed to help the clinicians in deciding the appropriate
treatment in order to offer a cost-effective management
of patients with advanced prostate cancer, and to
minimize possible side effects of the anti-androgens,
beside the possibility of keeping them as a second
option for patient who develop castration resistance.
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ABSTRACT

Objective: Closed reduction and spica cast
application in the treatment of developmental dysplasia
of the hip specially before walking age has risk of
complications, specially avascular necrosis and re-
displacement of the femoral head out of the acetabular
socket. Different measures were tried to improve the

outcome of the treatment. The present study aimed to
evaluate the effect of two of these methods (adductor
tenotomy and preliminary traction).

Methods: The outcome were retrospectively
reviewed after one year from completing the program
of treatment. The patients were divided into two groups:
Group 1 were those for whom adductor tenotomy were
done before closed reduction and casting, while Group
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2 were those for whom preliminary traction done for 3
weeks before closed reduction and casting.

Results: The cases were 223 patients, with 357
affected hips. The complications occurred in 142
hips (39.8%), 30% developed avascular necrosis and
9.8% end with re-displacement. In Group 1, those who
developed complications were 113 out of 287 (39.3%),
while in Group 2, 29 out of 70 hips (41.4%) developed
complications. There was no statistical significant
difference between two groups.

Conclusions: There is no clear superiority of either
method, adductor tenotomy or preliminary traction, but
the former is preferred. A single measure is not enough
to decrease the complications rates. Combination
of different measures may overcome a percent of this
complications.

INTRODUCTION

Closed reduction and spica cast application has
a success rate as high as 95% in the treatment of
developmental dysplasia of hip (DDH), specially before
walking age, but complications do occur. Complication
rates have been reported as high as 79%.12 The two most
complications are avascular necrosis (AVN), which
sometimes called proximal femoral growth disturbance,
and re-displacement of the femoral head out of the
acetabular socket.®* The AVN can result in limb length
discrepancy, joint incongruity, persistent subluxation,
coxa valga, and other sequels; while re-displacement of
the femoral head means failure of closed reduction and
an indication for open reduction.*®

Soft tissue contractures around the hip (specially
medially) are one of the limitations for a non-violent
and stable closed reduction, and may increase the
incidence of complications as they decrease the safe
zone of reduction.23101

Prior literature identifies different methods to
minimize the incidence of these complications, such
as preliminary traction before reduction, adductor
tenotomy, as early age at reduction, the presence of an
ossific nucleus and hip abduction angle.>>20

The present study aimed to evaluate the effect of two

10

of these methods (adductor tenotomy and preliminary
traction) in preventing or minimizing the incidence of
complication during closed reduction and spica cast
application in patients with DDH.

METHODS

This study was conducted at the Early Detection
of Childhood Disability Center and Orthopaedic
department of Emergency Teaching Hospital at Duhok
city, Irag. It included the children with DDH who had
been treated in both centers during the period from
January 2006 and December 2016.

The inclusion criteria were children with age ranging
from 3 to 18 months, and had a subluxated or dislocated
hip, a preventive measure (like percutaneous adductor
tenotomy or preliminary traction) had been done
for them before the closed reduction and spica cast
application.

While the exclusion criteria were those for whom
closed reduction done without any preventive measure,
they were arthrogrypotic, had an associated neurological
disorder (as cerebral palsy or myelo-meningocele) or
had a previous history of hip joint infection (i.e. septic
arthritis).

The data of the patients were collected from their files
at these two centers, and were retrospectively reviewed
to determine the method of treatment they received
and their outcomes. The selection of cases were done
randomly regardless the type of outcome.

The patients were divided into two groups according
to the preventive measure that had been done for them
before closed reduction of their hips and casting: Group
1 were those children with DDH who were treated
under general anesthesia by percutaneous adductor
tenotomy then closed reduction of their hips and spica
cast application. Group 2 were those children with
DDH who were been admitted into the ward and an
over-head traction applied to their lower limbs for an
average of 20 (range 15-27) days, then they underwent
closed reduction of their hips under general anesthesia
with spica cast application.
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All the patients included in this study (of any group)
had used an abduction splint after cast removal for
few months, with gradual weaning off the splint. The
division of patients between both groups was done
randomly in the past and this study was a retrospective
reading of their results.

The outcome of treatment of each patient taken one
year after completing the program of treatment. The
outcomes were either successful or had complication.
The complications which had been taken in
consideration were either AVN of the femoral epiphysis,
or re-displacement of femoral head out of the acetabular
socket that required open reduction later on.

The presence of AVN was considered when there
was a failure in appearance or irregularity of the
ossific nucleus of the femoral epiphysis with or
without metaphyseal changes according to Salter’s
criteria.? For re-displacement of the hip, the
Severin's classification system was used, Table 1.222
Re-displacement was considered positive when the
radiograph showed type 4-6.

Data collection and analysis was done by using
Statistical Package for the Social Sciences (SPSS)
version 17 software. The data were written in numbers
and percentages. The statistical analysis of the data were
done by Chi-square test, and the result were considered

to be statistically significant when the p-value was
<0.05.

The study was approved by the Scientific Committee
at the College of Medicine/University of Duhok, and
the Committee of Ethics from the General Directorate
of the Health at Duhok Governorate/Kurdistan Region,
Iraq.

Type Criteria

l. Normal hip

Concentric reduction of the joint with deformity

Il.
of the femoral neck, head or acetabulum

1. Dysplastic hip without subluxation

V. Subluxation

The head articulating with a secondary

V. acetabulum in the upper part of the original
acetabulum
VI. Re-dislocation

Table 1. Severin’s criteria for evaluation
of radiographic results.?®2

RESULTS

The patients with DDH which had been treated
in these two centers during that period were 364, but
only 223 cases met the inclusion criteria for this study.

Figure 1. Complications rate and types of complications (number of cases and percentage).
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Variable Group 1 Group 2 Total
Number of patients 180 43 223
Number of hips 287 70 357
Hips without complications 174 (60.7%) 41 (58.6%) 215 (60.2%)
Hips with complications 113 (39.3%) 29 (41.4%) 142 (39.8%)
Hips with AVN 85 (29.6%) 22 (31.4%) 107 (30%)
Hips with re-displacement 28 (9.7%) 7 (10%) 35 (9.8%)

Table 2. Patients and hips’ results of both groups.

They were 191 females and 32 males with a ratio of
6:1. Their age ranged from 6 to 18 months, with a mean
of 11 months. Those who had bilateral DDH were 134
(60.1%), and the other 89 (39.9%) had unilateral hip
problem. So the total number of treated hips was 357.

In general, the complications occurred in 142 out of
357 hips which had been treated in both groups, with a
percentage of 39.8%, Table 2. The AVN occurred in 107
of the hips (30%), while 35 hips (9.8%) ended with re-
displacement of their femoral head out of the acetabular
socket, Figure 1.

In Group 1, there were 180 cases with 287 subluxated
or dislocated hips. The treatment was uneventful in
174 (60.7%) of the hips, but 113 (39.3%) developed
complications, 85 (29.6%) ends with AVN and 28
(9.7%) had evidence of re-displacement. While in Group
2, there 43 patients with 70 subluxated or dislocated
hips. Those who developed complications were 29
hip (41.4%); 22 (31.4%) with AVN and 7 (10%) with
re-displacement. There was no statistical significant
difference between two groups in relation to success
and complication rates, as the Chi-squared test value
was 0.099 and the p-value was 0.753.

DISCUSSION

Closed reduction and spica cast application for
the treatment of a suluxated or dislocated hip in
cases of DDH may have risk of developing different
complications. The most important two complications
are AVN of femoral epiphysis and re-displacement of
the femoral head out of the acetabular socket that need
surgical reduction later on; and in order to overcome
their occurrence, there are different preventive measures

12

that may help in minimizing this problem. Two of them
(percutaneous adductor tenotomy and preliminary
traction) were taken in consideration in this study in
order to find the better one.

The results of present study showed a relatively high
incidence of complications (39.8%) among the cases
which had been chosen randomly in this study. Although,
there are higher incidence of complications reported by
some other studies, still the results of present study are
not satisfied. So choosing a single measure to depend
on it in order to minimize the risk of occurrence of the
complications is not enough. Probably a combination of
more than one measure may help in reducing this high
percentage of complications.

The results of present study showed that the
incidence of AVN was about triple of that of re-
displacement of the femoral head, both generally and
selectively for both groups. This can be explained
by the stretching of the soft tissue around the hip
(specially the blood supply) during the process of
closed reduction. Although the prophylactic measures
were used to decrease this stretching and tension (by
either percutaneous adductor tenotomy or preliminary
traction), but still they were not enough to prevent this
complication. Possibly it may work on the ligaments
and tendons (as the incidence of re-displacement
was less), but still vessels are endangers. It may not
be the arterial obstruction and ante-grade ischemia
of the femoral head, but possibly this stretching was
responsible for venous occlusion and the retrograde
ischemia was the end result.

By comparing the incidence of AVN that appeared in
this study (30%) with that of other studies, the results
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are considered to be acceptable and comparable, but it's
still high and need a harder work to minimize it more,
because the pathology of AVN is uncorrectable and it
has a significant sequels on the quality of patient's hip
and life 18242

Contrary, the incidence of re-displacement was
less (9.8%), and it was better than that which had
been described in other literatures (14.3-42%).217:2":28
Although this complication has the chance of salvage
by open reduction later on, but the latter is also not free
from new rising complications.

The incidence of complications that occurred in
Group 1 (for whom adductor tenotomy was done) had
a better result (39.4%) than that of Group 2 (41.4%)
for whom preliminary traction was done in the hospital
for 3 weeks before casting. Although the difference
between both groups is slight and it was statistically
not significant, (as the p-value was more than 0.05), but
adductor tenotomy may be more preferred because (the
opinion of the author) it's has less cost and save more
time. Besides that, the long stay of the infant with the
mother in the hospital during the preliminary traction
disturbs the life of the family, and increase the risk of
nosocomial (hospital acquired) infections.

CONCLUSIONS

The complications rate of treatment of DDH in Iraq is
so far high. A single measure (either adductor tenotomy
or only preliminary traction) alone is not enough to
decrease the complications rates. Combination of
different measures may overcome a percent of this
complications. There is no clear superiority of either
approaches; adductor tenotomy or preliminary traction,
however adductor tenotomy is preferred.

REFERENCES

1. Schur MD, Lee C, Arkader A, et al. Risk factors
for avascular necrosis after closed reduction for
developmental dysplasia of the hip. J Child Orthop
2016;10(3):185-192.

2. Kotlarsky P, Haber R, Bialik V, et al. Developmental
dysplasia of the hip: What has changed in the last 20

13

10.

11.

12.

13.

14.

15.

years?. World J Orthop 2015;6(11):886-901.

Gulati V, Eseonu K, Sayani J, et al. Developmental
dysplasia of the hip in the newborn: A systematic review.
World J Orthop 2013;4(2):32-41.

Narasimhan R. Complications of management of
developmental dysplasia of the hip. Indian J Orthop
2003;37:237-40.

Sibinski M, Murnaghan C, Synder M. The value of
preliminary overhead traction in the closed management
of DDH. Int Orthop 2006,30(4):268-71.

Fogarty EE, Accardo NJ Jr. Incidence of avascular
necrosis of the femoral head in congenital hip dislocation
related to the degree of abduction during preliminary
traction. J Pediatr Orthop 1981;1:307-11.

Stanton RP, Capecci R. Computed tomography for early
evaluation of developmental dysplasia of the hip. J
Pediatr Orthop 1992;12:727-30.

Brougham DI, Broughton NS, Cole WG, et al. Avascular
necrosis following closed reduction of congenital
dislocation of the hip. Review of influencing factors and
long-term follow-up. J Bone Joint Surg Br 1990;72:557-
62.

Kalamchi A, MacEwen GD. Avascular necrosis following
treatment of congenital dislocation of the hip. J Bone
Joint Surg Am 1980,62:876-88.

Ramsey PL, Lasser S, MacEwen GD. Congenital
dislocation of the hip. Use of the Pavlik harness in the
child during the first six months of life. J Bone Joint Surg
Am 1976;58:1000-4.

Herring JA. Developmental dysplasia of the hip.
In:  Herring JA, (editor). Tachdijan’s paediatrics
orthopaedics. 3rd ed. Philadelphia: W.B. Saunders;
2002. p. 513-654.

Zionts LE, MacEwen GD. Treatment of congenital
dislocation of the hip in children between the ages of one
and three years. J Bone Joint Surg Am 1986,68:829-46.

Daoud A, Saighi-Bououina A. Congenital dislocation of
the hip in the older child. The effectiveness of overhead
traction. J Bone Joint Surg Am 1996,78:30-40.

T. The effect of
prereduction traction on the results of closed reduction
of developmental dislocation of the hip. J Pediatr Orthop
2000,20(4):471-4.

Kutlu A, Ayata C, Ogiin TC, et al. Preliminary traction
as a single determinant of avascular necrosis in
developmental dislocation of the hip. J Pediatr Orthop

Langenskiold A, Paavilainen



Journal of the Arab Board of Health Specializations Vol. 20, No. 2, 2019

16.

17.

18.

19.

20.

21.

22.

2000,20(5):579-84.

Quinn RH, Renshaw TS, DeLuca PA. Preliminary
traction in the treatment of developmental dislocation of
the hip. J Pediatr Orthop 1994,;14(5):636-42.

Barakat AS, Zein AB, Arafa AS, et al. Closed reduction
with or without adductor tenotomy for developmental
dysplasia of the hip presenting at walking age. Curr
Orthop Pract 2017;28(2):195-9.

Malvitz TA, Weinstein SL. Closed reduction for congenital
dysplasia of the hip. Functional and radiographic results
after an average of thirty years. J Bone Joint Surg Am
1994;76(12):1777-92.

Segal LS, Boal DK, Borthwick L, et al. Avascular
necrosis after treatment of DDH: the protective
influence of the ossific nucleus. J Pediatr Orthop
1999,19:177-84.

Smith BG, Millis MB, Hey LA, et al. Postreduction
computed tomography in developmental dislocation of
the hip: part II: predictive value for outcome. J Pediatr
Orthop 1997;17(5):631-6.

Salter RB, Kostuik J, Dallas S. Avascular necrosis of
the femoral head as a complication of treatment for
congenital dislocation of the hip in young children: a
clinical and experimental investigation. Can J Surg
1969;12:44-61.

Severin E. Congenital dislocation of the hip; development
of the joint after closed reduction. J Bone Joint Surg Am

14

23.

24,

25.

26.

217.

28.

1950;32-A(3):507-18.
Carroll KL, Murray KA, MacLeod LM,
Measurement of the center edge angle and determination

et al

of the Severin classification using digital radiography,
computer-assisted measurement tools, and a Severin
algorithm: intra-observer and inter-observer reliability
revisited. J Pediatr Orthop 2011,31(4):e30-5.
Pospischill R, Weninger J, Ganger R, et al. Does open
reduction of the developmental dislocated hip increase
the risk of osteonecrosis?. Clin Orthop Relat Res
2012;470:250-60.

Sibinski M, Synder M, Domzalski M, et al. Risk factors
for avascular necrosis after closed hip reduction in
developmental dysplasia of the hip. Ortop Traumatol
Rehabil 2004, 6:60-6.

Carney BT, Clark D, Minter CL. Is the absence of the
ossific nucleus prognostic for avascular necrosis after
closed reduction of developmental dysplasia of the hip?.
J Surg Orthop Adv 2004, 13:24-9.

Burian M, Dungl P, Chomiak J, et al.Dungl PMore
Efficiency of conservative treatment by overhead traction
in developmental dysplasia of the hip. Acta Chirurg
Orthop Traumatol Cechoslovaca 2010;77(5):371-7.
Aksoy MC, Ozkoc G, Alanay A, et al. Treatment of
developmental dysplasia of the hip before walking:
Results of closed reduction and immobilization in hip
spica cast. Turk J Pediatr 2002;44:122-7.



Journal of the Arab Board of Health Specializations Vol. 20, No. 2, 2019

FETAL CHOROID PLEXUS CYST: ANTENATAL FINDINGS
AND CLINICAL IMPLICATIONS

AdasOlal) o gagal) tdiinal) diandiall 3 pacall A0S
AN 4y yul) lulSasyy 3ol (8
Aida Aboudy, MBBCH; Abdullah A. Al Ibrahim, MBBS

@ X altf Sl . ($aguc oasle Lo

Ead) sadls

OlualSa s pslall Ll gl 8 CPC dpiall dpaniall 3yl il Jon 5055l 8yl (ompe M dd)al s3a Cangd :dad) sy
YT o8 Asial 8)Liiuly Aalie Adad] Jseasll A @l (Al o3¢ Aldinall Uali Y 4,55l

OIS e O Biaal 3yl DA ¢ iy Gasal) b adal) des pana 8 Al () Lddie 8 ol dxaly Luha sha) & diagd) Gk
Vs daglie PUS Agdal) laly Agigaall (358 2 )5a¥ L gasil) 8l s (o Al Clara e Jpamall 5.2017 Jsbls 2015 s
& -(Microsoft 20100 <Excel sheet) s 4 daiiye Jas (A Glidanal) Jada 23 Gaadsl) vie Aaadlal) il dvial) DAY (Jasl)
0.05 a daallp dad licl (1.9.13 daull) Slasy) Wizard gl DA (e dilail) ¢

el puas vie AV e daugie il Auhall 558 A dumyye 91 die CPC dgiia Lpapdia dppiin 4w 25a5 Gl o 1guilill
Aesid 0.53£18.6 by loa seny Jesll G GBI 5 msal) PUA Al el A piaall 2l 58 0ke o LA 1.4£33.2
sar gy YA e %30 A e deles e GaA) Cla il dgas e e e %77 b Ay oA e ley Gla gl dgas Jans)
VY G Lilaa) ol Gl 2535 e «%9.9 3 TUFD pajll Jahs diia Al %9.9 3 IUGR asll s sai j2l0%9.9 8 Sy
NICU 33¥ll Gl 3385l dilial) 3any (& Jodll <V are cialy o(0.012>P) pisiad) dpasiiall 3piall ZuaS ae Adf5iall cYaly A jeall
(18 ruall i Ca) 3aa5 515 Alla Eigan a0 %19

iigeall (35 zlsa¥) e Jadas Jald (and ehaY el ol L of o Aiiall Lpeplall Sl (8 4 35a () rlaliiuy)
VA L e il Eladl e ha) Cany VA alire o 0l e gl ill Al jeall Aigiad) dpapiall 5yiiall LS Jai + eme S5e
cdlaall 138 e sl

ABSTRACT in Womens Hospital, Hamad Medical Corporation,
Doha, Qatar. During the period from January 2015

Objective: Study our experience with the choroid till September 2017. The data was collected from the
plexus cysts (CPC) in the cerebral lateral ventricles, ultrasound software and maternal records for the
the clinical implications and associations, for better pregnancy progress, foetal complications, and neonatal
counseling and follow up plan. outcome. The data was kept in password protected Excel
Methods: It is a retrospective study, conducted sheet (©2010 Microsoft Corporation). The analysis was

*Aida Aboudy, MBBCH, Obstetrics and Gynecology, Women's Hospital, Hamad Medical Corporation 2018, Qatar.
E-mail: aboudi.aida@gmail.com
*Abdullah A. Al lbrahim, MBBS, SSC-OG, AFSA (Paris Descartes) Consultant Fetal Medicine, Obstetrics and Gynecology,
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done using Wizard Statistical Software (version 1.9.13)
with p-values of 0.05.

Results: Ninety one patients diagnosed with CPC
during the period from January 2015 and September
2017. Mean maternal age at diagnosis 33.2+1.4
vears. CPC was seen at the second trimester scan
with mean gestational age of 18.6+0.53 weeks.
7.7% had associated brain anomalies, and 30% had
associated non-brain anomalies, 9.9% had genetic
diseases, 9.9% had an IUGR, and same for IUFD
with a significant deference between isolated and
associated CPC, (p-value <0.01). 19% was the rate
for NICU admission with one neonatal death (due to
trisomy 18).

Conclusions: Finding of CPC should alert the
clinicians for comprehensive, detailed ultrasound
examination in a specialized center. Isolated CPC
tends to resolve with favorable outcome in most cases.
Further case-control research is warranted.

INTRODUCTION

The first description of choroid plexus cyst (CPC) on
antenatal sonogram appeared in the literature in 19841
and soon after, its association with trisomy 18 was
described.? Despite the publication of numerous articles,
controversy still remains concerning appropriate
management. Prenatal karyo-typing is recommended
when maternal serum screening markers are abnormal,
and abnormalities are found on sonogram.*2 However;
the presence of CPC on sonogram without other
abnormalities is a cause of controversy and should be
recognized in early pregnancy as an important issue
which must be addressed with proper management and
care.

Asymptomatic cysts of the choroid plexus of the
lateral ventricles are a common finding at autopsy,
and are usually <1 cm in size.* Several reports of the
sonographic diagnosis of the choroid plexus cysts have
shown that they are detectable both in the neonate
and in the fetus.>” Usually these cysts are small and
are visible in the early second trimester fetus, without
hydrocephalus or distortion of any midline structures.*®
By 20-24 weeks, the cysts usually spontaneously
disappear with no apparent sequelae.®

16

As a consequence of improvements in ultrasound
technology and with the advent of transvaginal
sonography (TVS), fetal anomaly screening starting in
the late first trimester has been suggested.® Should fetal
abnormalities be indicated by sonographic screening in
the first trimester, then prenatal diagnosis can be offered
at an earlier stage, allowing the option of an early versus
late termination of pregnancy with a resulting decrease
in surgical complications and psychiatric morbidity.”®

Certain structural abnormalities in the first trimester,
suchascystichygroma,omphalocele,® holoprosencephaly
and ventriculomegaly,®® have recently been described
in association with chromosomal abnormalities. While
soft ultrasonographic markers such as choroid plexus
cysts, echogenic heart foci and pyelectasis have been
extensively investigated in the second trimester,0-12
the significance and natural history of these in the first
trimester have not yet been established.

In this research, we present our experience with this
ultrasound Foetal marker in a tertiary care institute,
the associated anomalies, clinical implications and
outcome.

The aim of this study was to describe our experience
in a specialized fetal unit with the findings of choroid
plexus cysts in the cerebral lateral ventricles, the clinical
implications and associations, for better counseling and
follow up plan.

METHODS

Itis a retrospective study, conducted in Feto-Maternal
Unit (FMU), Obstetrics and Gynaecology Department,
Women’s Hospital, Hamad Medical Corporation, Doha,
Qatar. It look at all the patients seen in FMU with
Choroid Plexus Cyst over 2 years and 8 months period
from January 2015 till September 2017. The data was
collected from the ultrasound software (Astraia Software
GmbH, Occam Str. 20, 80802 Munich Germany) and
maternal records for the pregnancy progress, fetal
complications, and neonatal outcome.

The data was kept in password protected Excel sheet
(©2010 Microsoft Corporation). The analysis was done
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using Wizard Statistical Software (version 1.9.13) with
p-values of 0.05.

RESULTS

Ninety one patients diagnosed with CPC during the
period of January 2015 and September 2017. Mean
maternal age at diagnosis 33.2+1.4 years, 16.5% had
previous adverse fetal/neonatal outcome; as shown in
the Figure 2.

There was one case of previous baby with Trisomy 21
(1.1%). No Family history of CNS pathology or genetic
diseases. 57% had their first T scan at our FMU, median

Figure 1. Gravidity/parity characteristics.

Figure 2. Significant previous obstetrics history, (N=15).

Figure 3. Laterality of the choroid plexus.
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Figure 4. Nuchal translucency and
the CPC side.

NT was 1.3 mm (range of 4.7 mm), 12 cases (23%)
had an NT>95 percentile. CPC was seen at the second
trimester scan with mean gestational age of 18.6+0.53
weeks. As shown in the following figures the laterality
of the CBC.

The mean NT 1.9+0.56 mm for bilateral CPC
and 1.65+0.47 mm for unilateral CPC, there was not

statistically significant deference between both groups
(p-value of 0.49, 95% ClI: 1.43-2.14).

The gestational age at disappearance was reported in
68 cases (47.7%), the mean GA at CPC disappearance
was 23.9+0.9 weeks, the CPC diagnosis-disappearance
interval was 5.5+0.9 weeks. There was no significant
statistical deference as per laterality of the brain (p-value
0.46, 95% GI: 4.7-6.3).

We have noticed that 7.7% of patients had associated
brain anomalies, as we see in Figure 6, and 30% showed
associated non-brain anomalies, Figure 7. Meanwhile,
18 cases (19.7%) opt to travel to their home countries
and lost follow up.

The remaining 73 patients had the following:

-Nine cases (9.9%) had genetic diseases, 8 were
trisomy 18 and 1 Shaaf Yang syndrome. Majority
were in the bilateral CPC (7 cases), although
its clinically significant; however there was no
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Diagnosis-Disappearance Interval
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Figure 5. Diagnosis-Disappearance interval and
the laterality of the CPC.

significant deference, (p-value=0.09).

-9.9% had an IUGR, there was no statistical
significant deference between bilateral and unilateral
CPC (p-value=0.62), however there was a significant
deference between isolated and associated CPC,
(p-value<0.11).

-IUFD (9.9%) with no significant deference between
bilateral and unilateral (p-value=0.64), however there
was a significant deference between isolated and
associated CPC, (p-value<0.01).

-There was two cases of termination of pregnancy
at 16 and 19 weeks due to trisomy 18, one case of
spontaneous miscarriage at 23 weeks.

-Twenty seven cases (37%) had a preterm labor, the
mean gestational age was 33.2t1.5 weeks, with no
significant deference between the bilateral/unilateral
CPC groups, (p-value=0.70). Also there was no
significant deference between isolated and associated
CPC, (p-value<0.01).

-Those continue beyond 37 weeks, the mean GA at
delivery was 38.6+£0.4 weeks. Mean birth weight was
2834+193.2 g, with no significant deference between
both groups, (p-value=0.26).

-Nineteen percent (19%) was the rate for NICU
admission, mainly for prematurity (3 cases), RDS (3
cases), and one with hypoglycemia. Those babies had
normal neurological exam apart of one neonate with
hypotonia (diagnosed antenatal with an ITUGR and
Tetralogy of Fallot), brain US was normal.



Journal of the Arab Board of Health Specializations Vol. 20, No. 2, 2019

Figure 6. Associated brain anomalies, (N=10).

Figure 7. Associated extra-cerebral anomalies, (N=29).

-US brain with no sequel apart from grade 2 IVH due
to prematurity, (delivered at 27 weeks).

-There was one immediate neonatal death (due to
trisomy 18).

DISCUSSION

The first description of choroid plexus cyst (CPC) on
antenatal sonogram appeared in the literature in 1984.1
Despite the publication of numerousarticles, controversy
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remains concerning appropriate management. CPC
should be recognized in early pregnancy as an important
issue which must be addressed with proper management
and care.t

It was of importance notice that laterality (bilateral/
unilateral) did not statically defer for the deferent

outcome we concluded.

Findings of 8% rate of brain anomalies and 30% rate
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of non-cerebral anomalies was high in our cohort, since
we did not include a control group at this stage, such
notion is essential. We agree with Morcos CL, et al*? in
his opinion of the absence of the association between
CPCP and non-chromosomal anomalies including
congenital anomalies. However; we showed the that
finding CPC should promote further details scanning
looking for associated anomalies, which highlight the
controversies we mentioned earlier.?

Trisomy 18 and CPC has been mentioned in many
articles,*¢ not surprisingly we found in 8.7% of the
CPC cases, and the laterality was not a significant
factor.

We believe that CPC might not be the contributing
factor on the high rate of IUGR, IUFD, and miscarriage
in our cohort, as other factors contributed (mainly other
significant anomalies with significant deference as
shown above). However, we also think with substantial
certainty that presence of CPC should be regarded as a
crucial factor in a more comprehensive detailed exam,
follow up and care.

The strengths of our study are the following:

-Cases were seen in a specialized fetal-maternal unit,
where the ultrasound examinations done by well-trained
fetal medicine physicians.

-The number of cases was high for the outcomes we
concluded.

The Limitations were the following:

-The retrospective nature of the research.

-No control group to compare and calculate the
statistical risks for each outcome.

CONCLUSIONS

Choroid plexus cysts are benign ultrasound findings, yet
their presence carries a non-resolved controversy. Finding
of CPC should alert the clinicians for comprehensive,
detailed ultrasound examination in a specialized center.
Isolated CPC tends to resolve with favorable outcome in
most cases. Further case-control research is warranted.
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THE FACTORS AFFECTING PROGNOSIS IN PATIENTS
WITH JEJUNOILEAL ATRESIA

Galdall (';SLAS\ G Ouladl e HIAY) & 3y%all Jal gl
Abdul Jalil Mustafa, MD

ABSTRACT

Objective: The study of morbidity and mortality in patients with jejuno-ileal atresia and prognostic factors
significantly affected.

Methods: A retrospective study of 80 patients diagnosed with jejuno-ileal atresia at the Children's Hospital of
Damascus University between 2006 and the end of 2010.

Results: Eighty patients were diagnosed with jejuno-ileal atresia (55 jejunum atresia and 25 ileum atresia), of
which 48 were males and 32 females. The number of preterm infants was 33 (25 of them were jejunum atresia), and
the average birth weight was 2499.5 g (2347.8 in jejunum atresia and 2833.2 g in ileum atresia). Atresia type: (15
patients type I, 1 type Il, 29 type llla pattern, 18 patients I11b pattern, 19 patients IV pattern), associated malformations
in 13 patients (12.5%). The management of the patients differed between the jejunal and ileal atresia. In the jejunal
atresia performed resection-anastomosis in 2 patients, removal of a diaphragm in 3 patients, tapering in 25 patients,
plication in 19 patients and stoma in 6 patients. Resection-anastomosis in 16 patients with ileal atresia and stoma
in 6 patients. The average time for oral intake was 6.57 days, and the length of stay in the hospital ranged from 6 to
40 days at an average of 19.06 days. Deaths in 38 patients 47.5% (8 patients with ileal atresia and 30 with jejunal
atresia). Death was mainly associated with kind of atresia (jejuanal or ileal), and the type of atresia (I, 11, llla, I11b,
1V). Some factors contributed to an increase in mortality, such as low birth weight, prematurity, generalized infection
and incomplete application of TPN.

Conclusions: Survival has improved in patients with jejuno-ileal atresia in developed countries, but this does
not occur in developing countries, the high mortality rate is still seen and many factors are involved in increased
morbidity and mortality in these countries, including kind of atresia, congenital anomalies, generalized infection and
incomplete application of TPN and neonatal intensive care.
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THE CLINICAL STUDY AND SURGICAL MANAGEMENT
OF THE SIGMOID VOLVULUS
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ABSTRACT when its presented as a surgical emergency with the

clinical features of acute large bowel obstruction and

Objective: Sigmoid volvulus is defined as torsion of
the sigmoid colon around its mesenteric axis, which
leads to acute large intestine obstruction, which, if left
untreated, often results in life-threatening complications,
such as bowel ischemia, gangrene, and perforation. The
aim of this study was to analyze sigmoid colon volvulus

strangulation, and to define its correlation to age, sex
predilection, risk factors, methods of investigations and
various modalities of surgical treatment.

Methods: This is a prospective study of 25 patients
presented with the features of strangulated sigmoid
colon volvulus at Al-Karama Teaching Hospital
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(surgical casualty) from March 2014 to March 2018.
Eighteen patients (72%) were males and seven
patients (28%) were females. The age of the patients
ranged from 20-70 years. The main risk factor was
chronic constipation, laxative dependency and high
fiber diet. The main presenting symptoms and signs
were absolute constipation, generalized abdominal
distension, tenderness, tachycardia and fever. The
patients were investigated by plain abdominal X-ray
and haematological investigations.

Results: Among the 25 patients, 13 had distended
gangrenous sigmoid colon volvulus, 9 out of the
remaining 12 patients were discovered to have distended
non gangrenous sigmoid colon volvulus, of the rest 3
patients, 2 were found to have ileosigmoid knotting,
and the last patient had a perforated gangrenous
sigmoid colon volvulus. Four patients were developed
postoperative complications and one patient died.

Conclusions: Volvulus of the sigmoid colon is more
predominant in males. Middle age individuals seems to
be the most affected group by sigmoid colon volvulus.
Majority of patients with sigmoid colon volvulus have
history of chronic constipation, laxative dependency
and high fiber diet.

INTRODUCTION

Sigmoid volvulus, first described by Von Rokitansky
in 1836, has increased in frequency during the past
several decades. It is defined as abnormal twisting
of sigmoid colon around its mesentery resulting in
complete or partial obstruction. which, if left untreated,
often results in life-threatening complications, such as
bowel ischemia, gangrene, and perforation.*?

The disease is more prevalent in the Middle East,
Africa, India, Turkey, and South America.® Sigmoid
volvulus is acquired in majority of the cases, typically
in elderly patients with chronic constipation, abdominal
pain, and distention of sudden onset.

The sigmoid colon is part of the hindgut, which is
part of the primitive gut, develops during the fourth
week of gestation. The hindgut develops into the large
bowel distal to the mid transverse colon, as well as the
proximal anus and the lower urogenital tract.*
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The cause of sigmoid volvulus is not known.
Primary predisposing factors include a long
congenital sigmoid with a short mesenteric base,
chronic constipation, high fiber regimen, acquisitive
mega colon, anticholinergic drugs, sedatives, and
anti-Parkinson agents.®

Rotation nearly always occurs in an anticlockwise
direction, and the degree of rotation varies from 180
degree to complete rotation. The loop may rotate
half a turn, in which event spontaneous rectification
sometimes occurs. After the loop has rotated one and
a half turn, the veins will be compressed and the loop
become greatly congested. If it rotates more than one
and a half turn, the blood supply is cut off entirely and
the loop becomes gangrenous.®

Sigmoid volvulus is a good example of closed
loop obstruction, allowing entry of some intestinal
from more proximal bowel, but preventing their
egress, and if the ileocaecal valve is competent, a
double closed loop obstruction results, with huge
distention.”®

Clinical presentations include abdominal pain,
constipation and abdominal distention. In older
patients receiving psychotropic medications, pain is
not usually common, although it would be associated
with significant abdominal distention.® The diagnosis is
usually confirmed with abdominal X-ray examination,
enema, sigmoidoscopy, Computerized Tomographic
(CT) and blood test.*°

To the best of our knowledge, this could be the first
attempt to gather information about risk factors and
management of Sigmoid Volvulus among sample of
iarqi patients.

Diagnostic difficulties, however, are not uncommon.
Non-specific nature of symptoms and clinical
presentation make the diagnosis of sigmoid volvulus
challenging at times.** Although surgical exploration
itself is an accepted mode of diagnosing acute abdomen,
accurate preoperative diagnosis will reduce mortality
and morbidity.* Post-operative mortality ranges from
6% to 60%.
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Factors associated with poor prognosis include
advanced age, delay in diagnosis, and presence
of intestinal infarction, peritonitis and shock at
presentation.*2

Despite significant progress in the treatment of this
disease, no consensus has been reached.** Emergency
surgery isthe appropriate treatment for those who present
with diffuse peritonitis, intestinal perforation or ischemic
necrosis.***> Nonoperative treatment is adopted if there
is no evidence of these conditions. Barium enema, rectal
tubes, rigid and flexible sigmoidoscopy as therapeutic
methods have been adopted by clinicians.'®’

Colonoscopy, besides being a therapeutic measure,
allows the evaluation of colonic mucosa and therefore
the presence or absence of signs of ischemia,®® and is
effective in more than 70% of patients.®

METHODS

A prospective study of 25 patients presented with
the features of strangulated sigmoid colon volvulus at
Al-Karama Teaching Hospital (surgical casualty) from
March 2014 to March 2018.

Inclusion criteria: All the patients admitted in
surgical ER as acute large bowel obstruction with the
clinical suspicion of sigmoid volvulus and underwent
surgical procedures, during the study period.

Exclusion criteria: All large bowel obstruction
representing as emergency other than sigmoid volvulus
is excluded.

The cases are subjected to a detailed clinical
examination, and essential investigations namely
sigmoidoscopic examination and X-ray of erect
abdomen. And if possible CT scan of abdomen and
pelvis was used in diagnosis.

A detailed history was obtained and examination
was done. The history of presenting illness, past illness,
related to bowel disorders, diet habits and constipation
was taken and the detailed findings at physical
examination were recorded.
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The X-rays were taken in all cases. Plain X-ray of
abdomen in erect posture was of great diagnostic aid.
This confirmed the diagnosis of sigmoid volvulus in
most instances pre-operatively. The highly distended
Omega loop could be demonstrated in 99% of cases.
Operative findings, treatment, complications, mortality
and results of various types of operations and follow
ups were recorded.

Pre-operatively the patients were administered
intravenous solutions, mostly 5% dextrose in normal
saline. While feasible and desirable on clinical
grounds, other electrolyte solutions were administered.
In all patients general anesthesia was administered.
Antibiotic prophylaxis injection ceftriaxone (I g) plus
metronidazole (500 mg) was given at the time of
induction of anesthesia to bring down wound infection
rate post-operatively.

Post-operatively all the patients received Dextrose
Saline, 5% Dextrose and blood if required, Inj.
ceftriaxone was given intravenously every 12 hours. In
addition, 1.V. metronidozole solution was administered,
every 8 hours for seven to ten days in case of gangrenous
bowel. Patients were kept nil orally till the return of
bowel sounds and during this period nasogastric suction
was carried out. Average hospital stay was 14 days.
Patients were followed up for colostomy closure after
their discharge.

RESULTS

In our study, we had 25 patients presented with the
clinical features of strangulated sigmoid colon volvulus.
There were 18 (72%) male and 7 (28%) female patients,
with the male to female ratio was 2.5:1.

The study showed that, the age distribution of
patients ranged from 20-70 years and the mean age was
45 years. The highest incidence was in the 40-49 years
age group, in which we had 12 patients (48%). On the
other hand, the 70-79 years age group showed the least
incidence, 1 patient (4%), Table 1.

In respect to the risk factors that predispose to
sigmoid colon volvulus; 20 patients (80%) gave history
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of chronic constipation, laxative dependency, and high
fiber diet, while 3 patients (12%) were institutionalized
with neuropsychiatric disorders, and 2 patients (8%)
had undergone previous abdominal surgery, Table 2.

Age No. of the patients Percentage
20-29 2 8%
30-39 5 20%
40-49 12 48%
50-59 3 12%
60-69 2 8%

>70 1 4%

Table 1. Age distribution of patients with sigmoid
colon volvulus.

In our sample of patients, the main presenting
symptoms and signs were absolute constipation in 23
patients (92%), generalized abdominal distension in
23 patients (92%), abdominal pain and tenderness in
22 patients (88%), fever and tachycardia in 18 patients
(72%), The least encountered symptoms and signs
were nausea and vomiting, (9 patients, 36%).

Risk factors NQ' o Percentages
patients
Chronic constipation, laxative
P . . 20 80%
dependency and high fiber diet
Institutionalization and
N 3 12%
neuropsychiatric disorders
Previous abdominal surgery 2 8%
Total 25 100%

Table 2. Risk factors for the development of sigmoid
colon volvulus.

Plain abdominal X-ray and haematological
investigations were taken for all patients. The X-ray
showed characteristic features in 20 patients (80%),
having the appearance of omega sign of the dilated
colon with the apex of the loop under the left hemi-
diaphragm, and the convexity of the loop points
towards the right upper quadrant. Of the remaining
5 patients, 2 (8%) showed distended ileal loops in a
distended sigmoid colon, and one patient (4%) showed
free air under diaphragm, while the last 2 patients had
inconclusive findings. Regarding the hematological
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investigations, 21 patients (84%) had leukocytosis.
Sixteen of them demonstrate a WBC count >15000\
cc, while in the remaining 5 patients (20%) the WBC
count was <15000\cc. The first group discovered later
to have an underlying strangulation, gangrene and\or
perforation, Table 3.

Presenting symptoms and signs No. | Percentage
Absolute constipation 23 92%
Generalized abdominal distension | 23 92%
Abdominal tenderness 22 88%
Tachycardia and fever 18 72%
Nausea and vomiting 9 36%

Plain abdominal X-ray No. | Percentage
Omega sign 20 80%
Dl_stended |I(_aal Io_ops ina ) 8%

distended sigmoid loop

Free air under diaphragm 1 4%

Hematological investigations No. | Percentage
Leukocytosis >15000\cc 16 64%
Leukocytosis <15000\cc 5 20%

Table 3. The presenting symptoms and signs.

Regarding surgical modalities of treatment among
the 25 patients, 13 patients (52%) had distended
gangrenous sigmoid volvulus, all of them were treated
by sigmoidectomy; combined with double barrel
colostomy in 7 patients (28%), Hartmann’s procedure
in 4 patients (16%) and colostomy and mucus fistula in
2 patients (8%). Nine of the remaining 12 patients had
distended non gangrenous sigmoid volvulus, all of them
underwent sigmoidectomy associated with; double
barrel colostomy in 4 patients (16%), Hartmann’s
procedure in 2 patients (8%), colorectal end-end
anastomosis in 2 patients in whom the colon was not
loaded with feces (8%), and colostomy and mucus
fistula in 1 patient (4%).

Of the rest 3 patients, 2 (8%) were found to have
ileosigmoid knot, the first one with gangrenous sigmoid
colon and small bowel, managed by sigmoidectomy and
double barrel colostomy with resection and end-end
anastomosis of the small bowel (4%), the second one had
gangrenous small bowel only, treated by sigmoidopexy
with resection and end-end anastomosis of the small
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bowel (4%). The last patient had perforated sigmoid
colon volvulus, sigmoidectomy and Hartmann’s
procedure was done for him (4%).

Thus, of the whole 25 patients included in our sample
and who were submitted to an emergency surgery, 16
patients (64%) were found -intraoperatively- to have
gangrenous bowel. Of the remaining 9 patients, 7 cases
(28%) demonstrated a questionably viable, dusky bowel
intraoperatively. All of the patients who were left with
colostomies, were followed 6-8 weeks later by closure
of the colostomy.

Regarding the post-operative complications, 2
of the patients (8%) had atelectasis, while 1 patient
(4%) developed wound infection and 1 patient (4%)
was complicated by anastomotic leak. The other 2
patients had undergone sigmoidectomy and end to end
anastomosis. All of them where treated conservatively
and improved later on, so morbidity was (16%) as
shown in Table 4 below.

Mortality rate was 4%, where one male patient died in
the third post-operative day because of sepsis, as he had
an emergency surgery for gangrenous sigmoid volvulus,
with sigmoidectomy and Hartmann’s procedure.

DISCUSSION

Sigmoid volvulus has wide geographic variations,
more common in the low socio economic group. High
altitude, fiber rich diet all attributed to it.?° During the
period of our study, there were 58 cases of large bowel

obstruction admitted at the emergency department,
among these, 25 patients had sigmoid colon volvulus,
with an incidence of (43.1%) of large bowel obstruction,
and (5%) of all mechanical intestinal obstruction, which
is nearly similar as reported by others.

Anderson and Lee in 1981,2 reported that 5.6%
of their cases of intestinal obstruction were caused by
sigmoid volvulus. The sex incidence was, 18 males
(72%) and 7 females (28%), with a ratio of 2.5:1. This
indicate the male predominance in sigmoid volvulus
that has been reported by Boulvin attributed the low
incidence in females to their capacious pelvis and lax
abdominal wall.??2 Bhatnagar and Sharma in a study
of 84 patients with sigmoid colon volvulus showed an
incidence of 2.2:1 male predominance.?®

In our study, the age of the patients ranged from 20-
70 years and the mean age was 45 years, this coincide
with other studies done in the Eastern society, in which
the mean age was 40 years, but it does not agree with
western studies, in which the mean age was 72 years.?®
Thus in our country it is a disease of middle age group,
while in western countries it is a disease of elderly.?
This may be attributed to the fact that not very many
people in our country reach this age group.

In the majority of patients in our study, the
main risk factor was chronic constipation, laxative
dependency and high fiber diet (80%), while history of
institutionalization and neuropsychiatric disorders and
previous abdominal surgery were encountered with less
frequencies (12% and 8%, respectively).

Characteristic No. %
Sigmoidectomy/double barrel 13 52%
Sigmoidectomy/Hartmann’s procedure 6 24%
Type of surgery Sigmoidectomy/colostomy and mucu_s fistula 2 8%
Colorectal end-end anastomosis 2 8%
Colostomy and mucus fistula 1 4%
Sigmoidopexy end to end anastomosis 1 4%
Atelectasis 2 8%
. Wound infection 1 4%
Complications :
Anastomotic leak 1 4%
Total 4 16%

Table 4. Type of surgery and complications in study patients.
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These results were compatible with the eastern studies
in which colonic hypertrophy associated with high fiber
diet is a major risk factor for developing sigmoid colon
volvulus,?” but they differ from most western studies in
which sigmoid volvulus occur often in institutionalized
and debilitated elderly individuals with neurologic and
psychiatric conditions such as Parkinson’s disease and
schizophrenia,?®? in one report, 40% live in nursing
homes and institutes.?® This difference could be attributed
to the lower percentage of institutionalized individuals
and the more frequent ingestion of the high fiber diet in
the eastern society as compared to the western one.

Regarding the clinical presentation, the main
presenting symptoms and signs were absolute
constipation (23 patients, 92%), abdominal distension
(23 patients, 92%), pain and tenderness (22 patients,
88%) and fever and tachycardia (18 patients, 72%).
Nausea and vomiting were less observed (2 patients,
8%). These results are compatible with other studies
done in the eastern countries,® but are somewhat
different from the western studies, in which there is less
incidence of abdominal tenderness (70%) and fever and
tachycardia (11%).¢

With respect to the investigations, plain abdominal
X-ray will confirm the diagnosis in up to 80% of the
patients,?® this coincide with our study in which 20
patients (80%) showed the characteristic Omega sign,
2 out of the remaining 5 had distended ileal loops in
a distended sigmoid loops, this is characteristic of
ileosigmoid knot.*°

Among the remaining 3 patients, one had free air
under diaphragm (indicative of perforation), and
two patients had inconclusive X-ray signs. In respect
to haematological investigations, leukocytosis is
suggestive of the presence of gangrenous bowel,*? and
this agrees with the finding of leukocytosis (>15000\cc)
in 16 of our patients, who were discovered later to have
an underlying strangulation and gangrene.

Regarding the treatment of our patients, all of
them were suspected clinically to have an underlying
strangulation, and therefore underwent emergency
surgery rather than non operative treatment. 23 cases
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(92%) were proved intra-operatively to have gangrenous
bowel. The majority were managed by sigmoidectomy,
combined with various types of colostomies in patients
who had established gangrenous sigmoid colon, or
a sigmoid colon with questionable viability after
operative detorsion (22 patients, 88%). In our study
sample, Paul-Mikulicz procedure was the preferred one,
as it does not necessitate a second laparotomy to be
closed. Sigmoidectomy and colorectal anastomosis was
done in only two patients (8%), who had viable sigmoid
colon at laparotomy which was not loaded with feces.
These results coincide with:

- Jagetia A. et al. (1998) who stated that, as sigmoid
volvulus is associated with high morbidity and
mortality and high recurrence following non-operative
decompression, therefore definitive surgery is required
for its management.*

- Mokoena TR and Madiba TE (1995) in a study of
90 cases of sigmoid volvulus, advocate resection in all
patients.%

- Baker DM, et al. (1994) said that, if emergency
surgery is necessary, a colostomy rather than primary
anastomosis is indicated.®

- Bagarani M, et al. (1993) concluded that, the
treatment of choice in sigmoid colon volvulus seems to
be resection, with primary anastomosis in patients with
viable colon and colostomy in patients with strangulated
colon.®

Concerning the morbidity and mortality rates in
our study, they were highest when intraoperative
strangulation was encountered, the former was (16%)
and the latter was (4%). These results are nearly similar
to other studies:

- Mokoena and Madiba (1995) in their study of
90 cases, reported a (20%) morbidity rate and (12%)
mortality rate, (80%) of which was in the emergency
operating group.?’

- Ahsan and Rahman (1967) reported a (7.9%)
mortality rate after resection of strangulated sigmoid
colon volvulus.*

CONCLUSIONS

\Volvulus of the sigmoid colon is more predominant
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in

males. Middle age individuals seems to be the most

affected group by sigmoid colon volvulus. Majority of
patients with sigmoid colon volvulus have history

of

chronic constipation, laxative dependency and high

fiber diet. The main presenting symptoms and signs in
patients having strangulated sigmoid colon volvulus
are abdominal tenderness, tachycardia and fever in
addition to huge abdominal distension and absolute
constipation.
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ABSTRACT

Within the body, there are many different systems that
work together to ensure proper and optimal functioning.
One of these systems is that of the gut-brain axis. The
digestive system is a complex system in which feedback
is required. Due to a variety of communication networks,
the gut-brain axis is able to provide feedback and
regulate many aspects of the digestive system. Here a
review of the function of the digestive system will occur.
Then a review of the gut-brain axis and the specific
communication pathways will be explored. Next, the
hormonal regulation of food intake will be explored.
Then, a discussion of the gut microbiome and its role in
the gut-brain axis will occur. In particular, the ways in
which the gut microbiome is able to influence the brain
will be explored. Finally, a discussion of the role of the
gut microbiome in the gut-brain axis will be explored.

INTRODUCTION

Throughout the body, there are a variety of different
organ systems that function together to allow for the

celad¥ I Lol jsae b e laa) g e

occurrence of many different functions. Signals are sent
from the brain to the various organs and tissues which
allow for the proper functioning. However, in order
for the system to function optimally, it is important for
feedback to occur. It is also necessary for the various
different systems to communicate with each other to
ensure that proper signaling is occurring. One system
in particular which plays a large role in metabolism
and in the regulation of other processes is that of the
gastrointestinal tract.*

The gastrointestinal tract is the main way in which
we obtain nutrients from food. The first step occurs
in the mouth where the food is mixed with saliva,
mechanically broken down by chewing and then
swallowed.? After ingestion food travels along the
esophagus into the stomach. Once in the stomach
chemical digestion occurs. The bolus of food is mixed
with gastric juices which are highly acidic and contain
enzymes which break down the food forming a soupy
substance called chyme. This chyme is then carried into
the small intestine where further absorption occurs.®
In particular, both fats and proteins are digested. The

*Layla M. Thamer, MD, Psychiatry Hospital, Kingdom of Bahrain. E-mail:layla.thamer@gmail.com.
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final part of digestion is the removal of water and the
concentration of the wastes to be excreted, this occurs
in the colon. Within the colon, there are bacteria which
further digest any remaining waste products before
excretion of the waste product occurs.*

Because of the complicated nature of digestion,
there are many different ways in which it is regulated.
One of the main ways is through the gut-brain axis.
By definition, the gut-brain axis is defined as the link
between the central nervous system (CNS) and the
enteric nervous system (ENS). The ENS is also known
as the intrinsic nervous system and is one of the primary
branches of the autonomic nervous system (ANS). The
ENS is comprised of the neurons which regulate the
function of the gastrointestinal tract. While the ENS is
able to function independently from the sympathetic
nervous system (SNS) and the parasympathetic nervous
system (PNS), both the SNS and the PNS can alter the
ENS. Because of its independent function and ability
to regulate the ENS is sometimes referred to as the
second brain.® The ENS is formed from precursor cells
which move along the vagus from the neural crest, and
eventually differentiate within the gut. The ENS can
be thought of as a peripheral extension of the limbic
system.®

Gut-Brain Axis

The gut-brain axis allows for communication from
the brain to the gut and from the gut to the brain. It is
comprised of both direct pathways of communication
and indirect pathways in communication. It allows for
communication of the endocrine system, the immune
system, and the ANS with the gut.

Communication between these systems occurs
through the conversion of sensory information into either
hormonal, neural or immune signals. These signals are
then relayed back and forth allowing for communication
between the gut and the CNS and other pathways.
Within the gastrointestinal tract, there are more than
500 million neurons. Through communication with the
CNS regarding the required macronutrients and caloric
content, the gastrointestinal tract is able to produce a
varying amount of hormones to adequately provide
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the body with the required nutritional compliment.’
Throughout the gastrointestinal tract there are specific
nutrient sensing mechanisms which then send signals
to the brain. The brain then receives this information
and responds to the information by altering energy
consumption and expenditures. This then allows for
the maintenance of homeostasis both before and after
eating food.

Within the gastrointestinal tract, hormones are
released by the enteroendocrine cells. It is these cells
which communicate and are responsible for signaling
within the gut-brain axis. They are located in the
epithelium and are open to direct exposure of the gut
contents.® Because the majority of nutrient absorption
happens in the stomach and the small intestine it is
essential that these organs contain a large number of
nerves to allow for quick response to nutrient changes.
The nerves originate from the splanchnic and vagal
nerves. In addition, there is a higher number of afferent
fibers compared to efferent fibers.®

Fibres which originate from the vagal nerve can be
found in the lamina propria of intestinal villi. These
fibers terminate on the basolateral side of EECs and
there are receptors for hormones such as ghrelin and
leptin. In addition to these receptors neurons of the ENS
also contain receptors and through crosstalk and lead
to the activation of afferent fibers within this system.°

After ingestion of food, the sensory information
is transmitted from the afferent fibers to the nucleus
tractussolitarius (NTS). These signals are then
converted and sent to the hypothalamus. Secretion
of gut hormones such as Peptide YY, glucagon-like
peptide-1,and pancreatic polypeptide lead to appetite
suppression. In contrast secretion of ghrelin can lead
to increased appetite. Signaling from the NTS has
been linked to feelings of fullness. Previous research
hasshown that deficiency of receptors within the NTS
neurons, such as melanocortin-receptor 4 has been
linked to increased rates of obesity. This is likely due to
decreased feelings of fullness which in turn contributes
to increased calorie intake.’? In terms of regulation
of food intake two hormones, leptin and ghrelin have
shown to play an important role.
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Hormonal regulation of food intake

As mentioned above, increased levels of ghrelin lead
to increased appetite whereas increased levels of leptin
lead to decreased appetite. Unlike ghrelin which is a
fast-acting hormone, leptin is a long-acting hormone.
Both hormones can be secreted in response to signals
from the gut. They then bind to receptors and lead to
signals within the hypothalamus which then leads to
activation of either the leptin receptor or the ghrelin
receptor. While leptin is produced mostly by adipose
tissue, ghrelin is a hormone that is secreted by the
stomach. Leptin binds to the leptin receptor (LEPR).
It is released by the adipose tissue into the circulatory
system as a result of changes in energy stores. Previous
research has shown that in patients with a higher BMI
that circulating levels of leptin were significantly higher
than in those individuals with lower BMI.*

In contrast to leptin which is secreted by the
adipose tissue, ghrelin is secreted by the stomach, the
gastrointestinal tract and the pancreas. Additionally,
cells producing ghrelin have also been found within the
pituitary. Within the stomach, the secretion of ghrelin
is determined by nutrient status. Before consumption
of food, the pre-prandial state, there is an increase in
the secretion of ghrelin as the stomach is empty. This
leads to feelings of hunger and usually results in the
consumption of food.*® In contrast, after the consumption
of food, the post-prandial state, there is a decrease in the
secretion of ghrelin, as feelings of hunger are no longer
required.'®

Gut microbiome

One major component of the gut-brain axis which
is just now starting to be appreciated is that of the gut
microbiome. The microbiome is made up of a variety
of different species of bacteria, fungi, and other
microorganisms. While bacteria are often thought of as
being something negative, the gut microbiome plays an
essential role in maintaining the health of the individual.
In particular, the gut microbiome plays a vital role in
both digestion and in the maintenance of the immune
system. While there is continued debate on the specific
composition of healthy microbiome research has shown
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that a healthy microbiome includes an increased level of
butyrate-producing organisms, has increased hydrogen
production and allows for the development of an
ecosystem which is methanogenic/acetogenic and does
not have high levels of hydrogen sulfide.!” In contrast,
a less favourable microbiome contains higher levels of
pro-inflammatory bacteria such has Bacteroides which
have previously been implicated in the development and
progression of inflammatory bowel disease.'® By having
a healthy gut microbiome this leads to the production
of key metabolites which aid in maintaining optimal
health of the individual.

The gut microbiome and the brain

There are many different ways that the gut bacteria
can influence the brain. This can occur through the
production of bacterial components, through bacterial
proteins, through bacterial enzymes, through the
production of hormones, and through direct stimulation
of afferent neurons of the ENS system.* First, bacteria
produce components such as lipopoly-saccharides
(LPS). These molecules can provide a protective effect
to the organism by causing stimulation of the immune
system.? However, an imbalance in the production of
bacteria can lead to excessive production of LPS and
can lead to the occurrence of excessive inflammation.
Previous research has shown that in patients with
alcohol dependence they often have increased intestinal
permeability, higher levels of blood LPS and the presence
of low-grade systemic inflammation. Additionally,
increased intestinal permeability has been linked to
higher scores for risk of depression in patients with
alcohol dependency issues. As well as the composition
of the gut microbiota was altered in individuals with
alcohol dependency compared to normal individuals.?

Secondly, bacterial proteins are able to interact with
the organism. There is some cross-reactivity between
both human receptors and bacterial receptors. This
can lead to the occurrence of auto-immune conditions
such as Celiac disease. Previous research has shown
that changes in the gut microbiome can lead to the
development of Celiac disease.?? Similar to proteins,
bacterial enzymes can also interact with molecules in
the body. For example, some bacterial enzymes can
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produce toxic metabolites. However, the majority of the
bacterial metabolites, such as short-chain fatty acids are
beneficial and are essential to the health and wellbeing
of humans. Short-chain fatty acids are produced through
fermentation by anaerobic bacteria in the intestine by
using dietary fiber as the substrate. In general, high
levels of short chain fatty acids are thought to contribute
positively to host energy metabolism. It is for this reason
that it is essential to consume adequate levels of dietary
fiber.?

Furthermore, bacterial can also produce both
neurotransmitters and hormones which are identical
to that of the human form. For example, Lactobacillus
species are able to produce both acetylcholine and
gamma-aminobutyrate  (GABA). Whereas other
species of bacteria can produce serotonin, dopamine,
and norepinephrine. In addition to being able to act on
the host, these neurotransmitters can lead to enhanced
bacterial growth.r* However, currently, there is no
specific research to indicate that increased production of
these neurotransmitters by bacteria in the gut modulate
the activity of neurons. Therefore, more research is
necessary in order to determine the specific role of
the production of these neurotransmitters by bacteria.
However, it is speculated that due to the proximity to
the ENS that production of these neurotransmitters
impacts and modulates the ENS system.?

One final way that gut bacteria can influence the
host is through direct stimulation of afferent neurons
of the ENS system. Previous research hasshown that
the intrinsic primary afferent neurons are targets
of bacterial metabolites, which then leads to the
transmission of bacterial signals to the brain by the
vagus nerve.”® In addition to transmission of signals
through the vagus nerve, bacterial signals to the brain
can also be transmitted through alternative routes to the
CNS. Due to this communication, a pharmacological
approach to manipulating bacterial levels in order to
fight disease has been undertaken. As such probiotics
are currently under development to help alleviate a
variety of different disease and imbalances.'® However,
as probiotics introduce new species of bacteria into the
system, it is essential to have a complete understanding
of how these bacteria may alter the entire ecosystem. It
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is for this reason that probiotics can exhibit a wide range
of different effects depending on the individual that is
taking them.?

Gut microbiome and the gut-brain axis

Historically the gut-brain axis referred only to
sighaling between the gut and the brain. However,
recently the term has also been revised to include the
gut microbiome. As mentioned above there are many
different ways that the gut microbiome can influence
the brain. With respect to the signaling within the
gut, bacterial species are able to directly interact with
epithelial cells within the gut. This interaction can lead
to the creation of signals which can then be interpreted
by the brain. However, more research is necessary in
order to fully understand the role of the gut microbiome
and how it may specifically influence the gut-brain
axis.?” Additionally, new research has indicated that the
microbiome and the gut-brain axis may play a role in
the development of disease.?

Conditions associated with the gut-brain axis

Since the discovery of the gut-brain axis, there have
been many conditions which have been associated with
imbalances in the axis. While bacteria are thought to
play a significant role in the development of diseases,
alterations in the gut-brain axis and the biochemistry of
this axis can also lead to the formation of many different
disease states. These conditions include inflammatory
bowel disease (IBD), psychological disorders,diabetes,
and obesity.

Inflammatory bowel disease and psychological
disorders

Previous research has indicated that the gut-brain
axis may play a role in not only the development of
inflammatory bowel disease (IBD), but also in the
development of other conditions. Research has shown
that individuals with IBD have an altered microbiome
and that correction of this alteration can lead to significant
improvement in symptoms of IBD. Additionally,
amongst patients with IBD, there is a significant increase
in the risk of development of psychological conditions
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such as depression. In a recent study of patients with
chron’s or ulcerative colitis, there was nearly a 6 times
increase in the risk of abnormal anxiety scores. Therefore
this indicates that there may be a link between IBD and
psychological conditions.?® Additional research has
shown that altered gut microbiome composition occurs
in individuals with depression and schizophrenia.*

In patients with schizophrenia, there is an increase
in inflammation and increase gut barrier permeability.
It is thought that these changes may be the result of
alterations in the gut microbiome. In germ-free animal
studies, it was found that lack of a microbiome led to a
decrease in the expression of sub-unit 2a of N-methyl-
d-aspartate (NMDA\) and a reduction in production of
brain-derived neurotrophic factor (BDNF). With respect
to schizophrenia, a decrease in the functioning of the
NMDA receptor is thought to be one of the key events
in the development of schizophrenia.

Additionally, the altered expression of BDNF is
thought to be the key underlying mechanism in the
cognitive dysfunction observed during schizophrenia.
Therefore these observations highlight the potentially
crucial role of the gut microbiome and the gut-brain axis
in the development of schizophrenia.®* With respect to
depression in certain animal models, it has been shown
that specific probiotic combinations can produce similar
effects to that of antidepressants through the regulation
of the immune and neuroendocrine systems. Therefore,
understanding the microbiome changes and how they
lead to the development of depression could lead to the
discovery of alternative therapies.*

Obesity and diabetes

Previous research has implicated both the gut-brain
axis and the gut microbiota in the development of
obesity. In terms of hormone signaling within the gut-
brain axis as mentioned above alternations in either
leptin or ghrelin signaling have been demonstrated
to occur during obesity. Furthermore, a relationship
between ghrelin and insulin has been found, indicating
that ghrelin levels may play arole in the developmentand
progression of type 2 diabetes of which insulin resistance
is a defining chracteristic.*® Additionally, alterations are
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specific groups of bacteria such as Ruminococcaceae
have been found to occur in individuals with obesity.**

Previously transplantation of the gut microbiome
from an obese individual to a lean individual lead to
the occurrence of significant weight gain within the
lean individual .*® Similar studies in animal models have
shown that transplantation of the obese microbiome to
lean individuals can lead to the development of obesity
within these animals.®* However, further correlational
studies in humans are necessary to corroborate the
findings. With respect to type 2 diabetes, is has been
shown that ENS signaling is significantly disrupted
which leads to the occurrence of both hyperglycemia
and insulin resistance. During both type 2 diabetes
and obesity there is low-grade inflammation. This
inflammation can, in turn, lead to altered gut barrier
function resulting in increased gut permeability. This
increased permeability allows for the movement of
bacterial metabolites to other areas of the body. While
previous research has shown that gut inflammation
contributes to the development of type 2 diabetes,
however, more research is necessary to fully understand
the mechanisms.*’

CONCLUSIONS

Overall, when it comes to the regulation of the gut,
new research is beginning to unravel the complex
mechanisms of the gut-brain axis. The gastrointestinal
tract is essential for the acquisition of nutrients
for the host. As such the gut-brain axis allows for
communication between both the gastrointestinal tract
and the brain. This allows for modification of rates
of absorption and allows for metabolic homeostasis
to be maintained. Through communication, specific
hormones and enzymes can be realized which allow for
the breakdown and absorption of specific nutrients. Due
to the complexity of the system, imbalances at any partin
the gut-brain axis can lead to the occurrence of disease.
As shown here the hormonal balance is essential to the
proper functioning of nutrient absorption. Increases in
either leptin or ghrelin signaling can significantly alter
weight gain or weight loss. Additionally, the microbiome
plays an important role in influencing the gut-brain
axis. While bacteria are essential to the proper function
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of the gastrointestinal system and provide essential
metabolites, imbalances can lead to the occurrence
of disease. Conditions such as IBD, psychological
disorders, obesity, and diabetes have all been shown to
occur with some form of microbial imbalance. However,
while it is now becoming understood that bacteria play
a vital role in the regulation of the gut-brain axis and in
the development of disease more research is necessary
to fully elucidate and determine the specific role of
the gut microbiome. Only by fully understanding the
function and regulation of the microbiome can we begin
to develop pharmacological solutions to help improve
the overall health and wellbeing of all individuals.
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HERPES SIMPLEX ENCEPHALITIS AS A FATAL DISEASE
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ABSTRACT virus-1 DNA. Unfortunately the diagnosis was late,
and even with acyclovir the patient died after 2 weeks.
Herpes simplex encephalitis must be suspected in a
patient with disoriented with coma or seizures, and MRI
gives the best view for direction the management.

Herpes simplex encephalitis (HSE) is a fatal infectious
disease with high mortality if misdiagnosed or untreated.
1t can presents with acute features such as a headache,
fever, seizures and confusion. It sometimes suspected
as meningitis before MRI, and then the patient loses a

chance for survival because of late diagnosis, and late INTRODUCTION
treatment as a result. The combination of clinical history
and examination, brain computed tomography scan, Infection with HSE can cause acute viral encephalitis

magnetic resonance imaging (MRI), and cerebrospinal and various neurological disorders, including meningo-
fluid (CSF) analysis have been used to establish the encephalitis. It can be fatal if not treated. It can
diagnosis. Here, we are presenting a rare case of  associate with high mortality. It is the cause of acute
HSE presenting as confusion, fever and disorientation viral encephalitis in 50-70% of cases where a virus can

with nonspecific CSF analysis, then seizures, and be identified.?
typical MRI findings consistent with HSE and CSF
polymerase chain reaction positive for herpes simplex Both HSV-1 vs HSV-2 can cause encephalitis (HSE),

*Fatima Alhamed Alduihi, MD, Resident in The Department of Internal Medicine, Aleppo University Hospital, Aleppo, Syria. E-mail:duihi88@hotmail.com.
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but studies refers to HSV-1 as a major reason for more
than 80% of cases in all adults.® It correlated with high
morbidity, even with treatment, and after treatment.
survivor patients will suffer from neural disorders
later, and most of them died through the first year after
infection.* Diagnostic delay is associated with poorer
prognosis, because it affects the beginning of treatment,
thus leading to deterioration in the patient's overall
status.® Acyclovir is the drug of choice for treatment
that decreases mortality and morbidity in acute HSV
encephalitis.® The outcome depends on the period from
the beginning of symptoms, and starting acyclovir
treatment.’

CASE PRESENTATION

A case report of a 46-years-old male who presented
to the hospital by his relatives with a history of fever
>39°, exacerbations of disoriented and headache with
vomiting the last 7 days. He was suspected as an
infection and they presented him to the hospital when
he started lethargy two days ago. There was a history of
low-grade fever at beginning which advanced. No night
sweats or weight loss, and no last inflammations in
neck. He has influenza the last two weeks. The patient
complains at the beginning only from some feeling of
fatigue and fever with headache.

Physical examination revealed a sick man, partial
coma. He was disoriented with low mobility response.
He did not have neck stiffness or other meningeal
signs. The chest X-ray was normal. Gl asgow score
was 12. He advanced seizures in the hospital before
he goes in a coma. Investigations carried out included
complete blood count, hemoglobin 13.6 g/dl, white
blood cell 14.01x10%ul. The C-reactive protein (CRP)
was normal. A CT-scan was performed on admission,
and before lumbar puncture, there’s no edema or
hemorrhage. A lumbar puncture was also performed.
The CSF results were as follows: 7 cells/mm?3with
lymphocyte predominance (95%), Glucose 62 mg/dl,
and Total protein 76 mg/dl.

MRI scan was performed which showed hyper-
intense depiction on the temporal lobes on 2 sides in
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FLAIR sequence, asin Figure 1, T2WI asin Figure 2. A
CSF sample was sent to PCR, and was positive for HSV
type 1 (6693 copies/ml). Therapeutic regimen of the
patient included acyclovir 15 mg/kg/8 h, levetiracetam
500 mg/12 h, and dexamethasone. Unfortunately; the
patient was late, and the delay of treatment gives so
poor prognosis, he died after 17 days with heart arrest.

DISCUSSION

Clinical manifestations, signs and symptoms,
imaging studies (including CT brain and MRI), and CSF
(analysis and cultures) are the keys of right diagnostic
in encephalitis.

Fever, consciousness disorders, disorientation, as
in our case, behavioral disorders, language disorders,
seizures and focal neurologic deficit constitute the typical
signs and symptoms of HSV encephalitis.2® Urgently
performing a brain CT scan should be considered in
suspected cases of HSV encephalitis, prior to lumbar
puncture, when one or more of the following are present:
evidence of obstructive raised intracranial pressure,
Glasgow Coma Scale (GCS) <13, fall in GCS >2, focal
neurological signs, abnormal posturing, papillo-edema,
and immune-compromise.t® According to the diagnostic
criteria for encephalitis® that explained in Table 1, and
to the laboratory and imaging study, the diagnosis of
encephalitis suspected.

Our patient established the major criteria and 4
minor criterion. HSV CSF PCR test is the gold standard
method for the diagnosis of HSV encephalitis.? Most
usual radiologic features in HSV encephalitis are
as follows: (1) hypodense lesions of temporal lobes
and orbitofrontal regions, sometimes with petechial
hemorrhage on brain CT scanning (2) hypointensity
in T1 and hyperintensity in T2 images on brain MRI
scanning.®

According to the study conducted by Chow et
al. in patients with manifestations of encephalitis
and temporal lobe abnormalities on MRI scan, the
presence of bilateral temporal lobe involvement and
lesions outside the temporal lobe, insula, or cingulate
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Major criteria (required):

Minor criteria (2 required for possible encephalitis; >3 required for
probable or confirmed?®encephalitis):

presentation.
Patients presenting to medical attention
with altered mental status (defined
as decreased or altered level of
consciousness, lethargy or personality
change) lasting >24 h with no
alternative cause identified.

1. Documented fever >38°C (100.4°F) within the 72 h before or after

2. Generalized or partial seizures not fully attributable to a preexisting
seizure disorder.
3. New onset of focal neurologic findings.

4. CSF WBC count >5/mm?.

5. Abnormality of brain parenchyma on neuroimaging suggestive of
encephalitis that is either new from prior studies or appears acute in onset.
6. Abnormality on electroencephalography that is consistent with
encephalitis and not attributable to another cause.

Table 1. Diagnostic criteria for encephalitis and encephalopathy.

Figure 1. MRI scan was performed which showed
hyper-intense depiction on the temporal lobes on 2
sides in FLAIR sequence.

were less frequently seen in patients with HSV
encephalitis.** Temporal lobe is included bilateral in
our patient. It is possible that joint use of antiviral and
corticosteroid medications may become the standard for
the treatment of HSV encephalitis.®® Our patient was
treated with acyclovir set of the symptoms according
to Erdem et al.® Our patient was male and he was in a
state of delay for initiation of acyclovir, and at last, he
died.
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Figure 2. MRI scan was performed which showed
hyper-intense depiction on the temporal lobes on 2
sides in T2W sequence.

CONCLUSIONS

Herpes simplex encephalitis is a fatal infection needs
a high induced from the physician. It must be suspected in
every patient presents with altered mental status (defined
as decreased or altered level of consciousness, lethargy
or personality change) lasting >24 h with no alternative
cause identified, with fever >38°C and seizures or other
neural disorders. The initiation of acyclovir can saves
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the life time, so with a patient established the criteria of
encephalitis, start acyclovir, even before the result of PCR.
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Medical Case

Pneumoperitoneum from a gastric perforation
Baza il Aot jlia z la i) PRIEN

A two-and-a-half-year-old boy was brought to the emergency department after he had a seizure during a febrile
upper respiratory illness. An adult who witnessed the seizure was concerned that the boy had stopped breathing
and initiated chest compressions and rescue breathing. The boy regained consciousness after approximately
1 minute. On physical examination, he was awake and interactive, and a neurologic examination showed no
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deficits. He appeared uncomfortable, and his abdomen was distended, tympanitic, and tender. Radiography

of the abdomen showed pneumoperitoneum. No rib fractures were noted. Exploratory laparoscopy revealed

a perforation on the posterior wall of the stomach, without intraperitoneal fluid or other small or large bowel
abnormalities. The gastric rupture was thought to have been caused by barotrauma from acute gastric distention
during the resuscitation attempt. The perforation was repaired surgically. The patient remained in the hospital for

3 days, and no additional gastrointestinal issues or seizures were observed. He recovered
uneventfully from surgery and the upper respiratory illness. At a follow-up visit 6 months later,
he was growing and developing well.
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N Engl J Med 2019,;381:75. July 4, 2019. Images in Clinical Medicine
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Translated by Samir Aldalati, MD
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Medical Case

Nonbacterial thrombotic endocarditis
AR s A il clgdl) Al

A previously healthy 48-year-old man presented to the emergency department with acute onset of pain in
both flanks. During the preceding 6 months he had had an unintentional weight loss of approximately 5 kg.
Numerous splinter hemorrhages were observed on the fingernails of both hands (Panel A). No cardiac murmur
was heard, but the abdomen was tender and the spleen was palpable below the left costal margin. Blood cultures
were drawn, and antibiotic treatment was initiated for suspected bacterial endocarditis. A transesophageal
echocardiogram showed mobile echogenic foci on the tricuspid and mitral valves. Computed tomography of
the abdomen revealed a mass in the neck of the pancreas, multiple liver lesions, and multiple hypodensities in
the spleen and kidneys, which were consistent with infarcts (Panel B). Examination of a biopsy specimen of
a liver lesion revealed pancreatic adenocarcinoma. Blood cultures and serologic tests for organisms known to
cause culture-negative infective endocarditis were negative. A diagnosis of nonbacterial thrombotic endocarditis
associated with metastatic pancreatic cancer was made. Anticoagulation therapy with low-molecular-weight
heparin was initiated, as was chemotherapy. The patient’s flank pain, peripheral stigmata of endocarditis,
and cardiac-valve thrombi resolved. However, 7 months after diagnosis, he died from
complications of progressive pancreatic cancer.

el ddl Led) DA Ganall (53 Gaon L ipealall b ola ol Al CilanY) sl Tl (5515 4] Gl 4 48 spee Ja) aaly

Ak dpny anilly Tadly o (A JSA) ol WIS 8 HUBY) dilie 5 Aplad iy g Bingl A8 S ke dexie i (335 (el

Aoy ) gn p2 £ ey pped e Cimas g pml) Fanliml ilal) Can usmane Jlas 355 o el (IS ol (f Y] e
sanal 52150 A 355 5 syl e (Y1) Apall 5 roely il oo il L odn Calic Calgally Ll dypnl) il

50



Journal of the Arab Board of Health Specializations Vol. 20, No. 2, 2019

g 3= ApaS calaf corbySull 31 ‘;_5 A deag caall Cugaall ‘_,,A.:H\ gl )@_Li Lasd “;;L“J\ ehual\‘, oyl Ealia ebual\ sle
et Al Al @YY e s3salall clejall pand ekl (B JSl) e Ll ae oilan oSy Jladall b ASESH) daadls saaxie
A Al LS &3l b (g Gl Qlgdll cud o K s Slumaiall aall &) 5 hlidls dleadll GhHLEAY) il CulS LAl Sy
addie Gplued) alasiuly fiaall saliaall dalleally e ol &5 L alpySall o Bl Jadise cagia s (o Calad Qlgl) il i

Basage CulS Al Al Jlg) ae alalll gy ddamall BV ¢y palal) o VJS]\ b Al dadlaall ) 8Lyl Aiisll ()l
cedfiall GubySall ey e Aasl SUAL Ay panddill (e ‘)e_n.::j A 22 Ghanyall Al el LA Gllaall e
John B. Fournier, M.D, Yale University School of Medicine, New Haven, CT
Jjohnbfournier@gmail.com
Edward J. Testa, B.S., Tufts University School of Medicine, Boston, MA
N Engl J Med 2019,;380:e48. June 20, 2019. DOI: 10.1056/NEJMicm1804137
Translated by Samir Aldalati, MD
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The use of antimicrobial susceptibility testing
in pediatric cystic fibrosis pulmonary exacerbations
Lsal) claball Gueatl) HLES) aladin
JULY) die panl) CRB A g5 qugdl) el

Cogen JD, et al.
J Cyst Fibros 2019 May 28.

Background: Although antimicrobial susceptibility testing (AST) frequently guides cystic fibrosis (CF) pulmonary
exacerbation (PEx) management, its clinical utility is unclear. This study examined associations between AST and
antimicrobial switching during PEx treatment and time and occurrence of next PEx as treatment outcomes.
Methods: This retrospective cohort study utilized Pediatric Health Information System data. Children and adolescents
aged 1-18 years admitted for a PEx from 2011 to 2016 were studied. Antimicrobial switching was defined as any
intra-admission change in intravenous (IV), oral, and/or inhaled antimicrobials. Time to next PEx was defined as the
time between index PEXx hospital discharge and subsequent hospital admission requiring 1V antimicrobials. Odds
of antimicrobial switching >5 days after treatment initiation were determined by generalized linear mixed models,
and associations between AST and time to next PEx were studied using Kaplan-Meier curves and Cox proportional
hazards regression.

Results: AST occurred in 2518 (39%) of 6451 PEx at 36 hospitals and was associated with increased odds of
antimicrobial switching (OR 1.33, 95% CI 1.16-1.52; p=0.001) and increased hazard of future PEx (HR 1.32,
95% CI 1.16-1.50; p<0.001). However, antimicrobial switching was not associated with a longer time to next PEX.
Conclusions: AST was associated with both increased probability of antimicrobial regimen change and increased
PEx hazard. There was no evidence that antimicrobial regimen change was associated with clinical benefit as assessed
by time to next PEx. However, these results indicate residual indication bias remained after adjustment for available
disease covariates. Additional studies of the clinical value of AST are warranted.
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Assessment of retinal thickness as a marker of brain masculinization
in children with congenital adrenal hyperplasia
Sl sl At algS ASudd) ASlaw anlli
Nl (Bl atail) hajiy Gubaall JULY) Se

Onal H, et al.
J Pediatr Endocrinol Metab 2019 Jun 12.

Objective: To investigate the relationship between brain masculinization and retinal thickness in children with
congenital adrenal hyperplasia (CAH).

Methods: Forty-five patients with CAH aged between 4 and 18 years and 30 age-matched healthy controls were
included in this prospective study. Macular area was examined with optical coherence tomography (OCT); central
subfield thickness (CST), cube volume (CV) and macular retinal thickness (MT) were measured in each subject. A
gender identity questionnaire (GIQ) was used for the evaluation of gender happiness index.

Results: Girls with CAH had a higher CV (p=0.002) and MT (p=0.003) than healthy girls. No significant difference
was found between boys with CAH and healthy boys regarding the retinal thickness measurements. Mean CST, CV
and MT were significantly higher in boys than in girls in the control group (p=0.013, p<0.001, respectively), but there
was no significant difference in those parameters between girls and boys with CAH. The gender happiness index was
not different between healthy boys and boys with CAH, but was significantly lower in girls with CAH than healthy
girls (p=0.01).

Conclusions: As retina is part of the brain, our finding appears to be a morphological evidence of the excess androgen
exposure on brain structures in girls with CAH. In addition, we suggest using retinal thickness measurements as a
marker of prenatal excess androgen exposure in future studies.
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How sensitive are dipstick urinalysis and microscopy in making
diagnosis of urinary tract infection in children?
el paadlly dipstick (uwadd) Jailydy Jsad) (and dulua
JUkY) die Adad) Jand) L) (aduis b

Maduemem KE, et al.
Int J Prev Med 2019 May 17;10:62.

Background: Urinary tract infection (UTI) is a common reason for referral to the emergency department (ED)
especially in unwell infants. Upper UTIs are particularly at risk of significant complications later in life. Rapid
dipstick urinalysis and microscopy are often used in unwell children as a screening tool to guide early diagnosis and
treatment. This study aims to evaluate the sensitivity of dipstick urinalysis and microscopy in the diagnosis of UTI.

Methods: A retrospective review of children aged 16 years and below with positive urine culture (UC) over a 3-year
period was done. The results of urine dipstick and microscopy were compared with the positive UC and sensitivities
calculated.

Results: Dipstick urinalysis and microscopy of 262 children were studied. Female-to -male ratio of 1.8:1. Median
age was 0.79 (range: 0.02-15.95) years. The sensitivity of nitrite, blood, and leukocyte esterase (LE) were 0.54,
0.74, and 0.86 (95% confidence interval [CI]=0.46-0.62, 0.68-0.80, and 0.82-0.91), respectively. The sensitivity
of pyuria of >100 cells/mm3 was 0.92 (95% CI=0.89-0.95). The presence of any of the 3 dipstick parameters
increased the sensitivity to 0.97 (95% CI=0.95-0.99). The lowest sensitivity 0.49 (95% CI=0.40-0.58) was found
with combined positive LE and nitrite. There was a significant comparison between positive LE dipstick test and
pyuria (P=0.000004).

Conclusions: Dipstick urinalysis may not be reliable in ruling out UTI in children. However, considering both
positive dipstick and pyuria will be more useful in making the diagnosis.
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Clinical analysis of pediatric primary

external auditory canal cholesteatoma

) g eal gl o) g VAT (g pead) Sl
JUkY) xic AU Laaud) 5L A

He G, et al.
Int J Pediatr Otorhinolaryngol 2018 Dec 11;118:25-30.

Objective: Pediatric primary external auditory canal cholesteatoma (EACC) is a rare disease. The present study
aimed to explore the clinical features and prognosis of this disease.

Methods: Clinical data of 41 ears with pediatric primary EACC were collected, and the clinical characteristics and
prognosis were analyzed in this retrospective study.

Results: A total of 35 patients (median age of 13 years) were recruited in this study. Of these, 13 suffered on the
left side and 16 on the other side, while 6 suffered on the bilateral ears. A total of 35 ears had hearing loss, 26 had
otalgia, 15 had otorrhea, 12 had tinnitus, and 4 had pruritus. The median course of the disease was 1 month. The
bone destruction of the external auditory canal (EAC) was located on the inferior wall of 20 ears, the posterior wall
of 22 ears, the superior wall of 15 ears, and the anterior wall of 15 ears. According to Shin’s stages, 24 ears were
in stage I, 2 in stage Il, 15 in stage Il1. A total of 40 ears underwent transcanal cholesteatoma removal (TCR) and 1
underwent both TCR and tympanoplasty. Finally, 33 ears were followed up postoperatively, and only 1 ear presented
recurrence.

Conclusion: The posterior wall of the EAC is the most commonly affected wall, and the involvement of multiple
walls is common. Due to the remodeling of the EAC bone in pediatric patients, the high stage lesions can be treated
by minimally invasive surgical debridement combined with a close follow-up postoperatively.
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Home environment and diseases in early life are associated with allergic rhinitis
rnadl) CY) gl WgBe g A6 Ay pandl Jaliall J3A Gy Aadiial) did)

Kang X, etal.
Int J Pediatr Otorhinolaryngol 2018 Dec 14;118:47-52.

Objective: Risk factors in relation to allergic rhinitis (AR) remain unclear despite considerable interest. This study
aimed to analysis the relationship between home environment and diseases in early life and AR.

Methods: In a case-control survey, 242 AR patients and 258 healthy persons responded to questionnaires designed to
capture pre-pregnancy/pregnancy diseases, maternal medication usage, diseases in early life of participants, family
allergic history and home environmental factors. Forty risk factors potentially connected with AR were investigated
and analyzed with chi-square test and logistic regression.

Results: There was no correlation between mother’s disorders such as periodontitis, chronic rhinitis, diabetes
etc. and AR (p>0.05). A logistic regression analysis showed that neonatal jaundice (p<0.001), respiratory system
infection (p<0.001), diarrhea (p<0.01), eczema (p<0.01) in the early life and home environmental factors such as
house decoration (p<0.01), mold environment (p<0.001), keeping flowers and plants (p<0.001), passive smoking
(p<0.01) were associated with AR.

Conclusion: Diseases in early life and home environment are closely associated with AR.
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Obstetrics And Gynecology
ol Lahyedly gl

Postoperative infections in women undergoing hysterectomy for benign indications
e Gl aa) Jlaiind ddasd ciledaldl) pludl sie dafad) any cliliy)

Carrubba AR, et al.
Minerva Ginecol 2019 May 30.

Background: There is limited data on the incidence of postoperative infections following hysterectomy by route of

surgery. We hypothesize that vaginal hysterectomy has lower rates of postoperative infection than laparoscopic and
abdominal hysterectomies.
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Methods: Aretrospective cohort study and independent hand review of charts of participants undergoing hysterectomy
at five hospitals from September 2011 through May 2015 was performed. Cases were identified using International
Classification of Diseases, Ninth Revision, Clinical Modification codes and were reviewed by the investigators.
The primary outcome was the development of Clostridium difficile infection, urinary tract infection, surgical site
infection, or yeast vaginitis within 60 days following surgery.

Results: In total, 2,742 women underwent hysterectomy: abdominal 17.5% (AH), laparoscopic 65.8% (LH),
and vaginal 16.7% (VH). The composite postoperative infection rate for the four specified variables was
8.5% (232). In comparing surgical route, AH was most commonly associated with CDI (0.6%, p<0.001), SSI
(6.0%, p=0.001), and yeast vaginitis (1.9%, p<0.001), while VH was most commonly associated with UTI
(8.1%, p=0.002). After controlling for demographic and operative factors, multivariable analysis showed
that hysterectomy route was not associated with infection. Independent predictors for postoperative infection
were increasing age, American Society of Anesthesiologists physical status classification, operative time, and
hospital type.

Conclusions: Infectious complications after hysterectomy are uncommon, accounting for 8.5% of cases. Multivariable
analysis showed that demographic and operative variables were more likely to serve as independent predictors of
development of infection than hysterectomy route.

gl e anll Sl (568 Gonlgdl Ayl 038 8 5 . as )l Jlalfiod dalys 2y SUEY) Cisaa P Alin Gilidare 2a g :dad) LA
Lol s e pall Jlatin) ge A5Gl Aahall sy LY e B8 Y s e B
2015 DUl ing 2011 Jsbl G 55 DA Ciliia dsed b anll Jlalind Sliayye UL A3 Ansas daaly T bl o 1) 3k
S L opfall) e degena e lnaley Alsall ol pells ((Aanldl) 43al)) ICD Gl allall Casiatl) Cava VAl apa3 5
Gl dse ol ol sl dad) 3 ol ol «Clostridium difficile dsaall ciliha) adlyny G sk o8 dus jaal) dus )l gl
Aaball e Lag 60 520 DA ileally Jige el 5 alal
il e %16.7 5 phal ki ye %65.8 (bl e e %17.5 aay Juafiol dlead sluill e 2742 Ciaad JleaYl il
ohal e Juainll o aball Gyl 4)lie; Laag) L (agpe 232) %8.5 GV Lo sil) cihyuriall dabal) aey 4S5l ) ¥ ane il
Slealy Jagall calilly (0.001=p <%6.0) aball 320 it <(0.001>p %0.6) dunaall Cilithaall adiay (Y1 wo a5 51 5
Sl ¢ pa) Jelal .(0.002=p %8.1) Al Jaudl & iy we Gl JSY) 58 Jgall ye Jlatin) IS Ly ¢(0.001>p <%1.9)
Y Gigang sl Jualind dlae (& Subaall abad) Gphll G ABle d5as ate dalyadly Al dalgall il Japal) aey paiall 2320
o il s Aaball e ¢ a3l o LY £80eY) manll a2l Alal) ot caiipal) sanll o (a1 Aliie Jalse canl ()80 dea e
Aaball oy Lo Y] Sigas B ysa Akl B
e Julaill jelal L dadd Al (e %8.5 s JS Cum Aadld e sl Jlalind dlee aay Aptyl GUDUAY) jden el
cardiaall aball Byl Galy Aaladl ey QLY skl e 350 JalsnS a8l 8 Labally Lol clpid) of clyiad)
Is Foley catheter use during a trial of labor
after cesarean associated with uterine rupture?
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Katz Eriksen JL, et al.
Am J Perinatol 2019 May 30.

Objective: We sought to assess the safety of transcervical Foley catheter (TCF) placement for cervical ripening in
women undergoing induction of labor (IOL) after prior cesarean by evaluating the risk of uterine rupture.
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Study design: We performed a secondary analysis of the Maternal-Fetal Medicine Unit’s Cesarean Section Registry,
a prospective observational cohort study. We included women with a history of <2 low-transverse cesarean
deliveries who underwent IOL at >24 weeks of gestational age with a live singleton fetus without major anomalies.
We excluded those who received prostaglandins or laminaria. We performed multinomial logistic regression to
calculate adjusted odds ratios (aORs) for uterine rupture and dehiscence. Relevant confounders included prior
vaginal delivery, pregnancy-induced hypertension, chorioamnionitis, and cervical effacement and dilation on
admission.

Results: Atotal of 2,564 women were eligible. Unadjusted analysis demonstrated no increased risk of uterine rupture
with TCF (1.9 vs. 0.9%; p=0.10) but an increased risk of uterine dehiscence (1.9 vs. 0.6%; p=0.02). After adjustment,
TCF was not associated with an increased risk of uterine rupture (aOR: 2.02; 95% confidence interval [CI]: 0.71-
5.78) or uterine scar dehiscence (aOR: 1.32; 95% ClI: 0.37-4.72).

Conclusion: Foley catheter is a safe tool for mechanical dilation in women undergoing IOL after prior
cesarean.
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Creatine kinase is associated with blood
pressure during pregnancy
Jaall A adll Jaiia pa LS il Sl (g gina ABDS

Horjus DL, et al.
J Hypertens 2019 Jul;37(7):1467-74.

Objective: Hypertensive disorders in pregnancy pose a major burden during pregnancy and are also associated with
an increased risk for hypertension later in life. Plasma creatine kinase activity is identified in the general population
as an independent risk factor for hypertension. We hypothesize that plasma creatine kinase activity is similarly
associated with blood pressure during pregnancy.

Methods: Women who participated in the “Amsterdam Born Children and their Development-study™ were eligible
for the current study. The associations between plasma creatine kinase activity and blood pressure measurements
during pregnancy, and between plasma creatine kinase activity and hypertensive disorders in pregnancy (gestational
hypertension, HELLP, preeclampsia and eclampsia) were evaluated using multiple linear regression and logistic
regression models.
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Results: In 3619 pregnant women, plasma creatine kinase activity was significantly associated with all blood
pressure outcomes. This was most pronounced for the mean SBP throughout pregnancy, with a regression coefficient
of 3.48mmHg (CI 1.67-5.28, P<0.001) per 1-unit logCK. With respect to the hypertensive disorders in pregnancy,
we found a significant association between severe gestational hypertension diagnosed before 34 weeks of gestation
(OR 9.16, CI 1.32-63.86, P=0.025) per 1-unit logCK activity. HELLP and preeclampsia were not significantly
associated.

Conclusion: Our data show that plasma creatine kinase activity measured in early pregnancy is associated with
blood pressure during pregnancy and associated with severe gestational hypertension diagnosed before 34 weeks of
gestation, whereas no significant association was found between creatine kinase and other hypertensive disorders in
pregnancy.
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Removal of a retroperitoneal foreign body
by laparoscopic surgery
Ohall B dafal) e Glgbiall GlR e aad) A1)

Shinichiro S, et al.
Gynecol Minim Invasive Ther 2019 Apr-Jun;8(2):86-8.

Migration of intrauterine devices (IUDs) into the abdominal cavity is rare. In this report, we describe a patient
in whom a levonorgestrel intrauterine system (LNG-1US) device was initially misplaced outside of the uterus,
likely due to stenosis of the cervix following a conization procedure for carcinoma in situ. The patient presented
with persistent abdominal pain and vaginal bleeding. The LNG-IUS was not visible on physical examination and
ultrasound imaging, requiring intraoperative abdominal radiography and postoperative computed tomography for
localization. Once localized, we proceeded with the removal of the foreign body in the retroperitoneal space by
laparoscopy. Misplacement of an IUD such as LNG-IUS outside of the uterus after a conization procedure should be
suspected in women with persisting symptoms, and this possibility should be diligently assessed.
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Gynecological associated disorders and management
Wi g Ailodtl) il aay)

Jia X, etal.
Int J Urol 2019 Jun;26 Suppl 1:46-51.

Background: Chronic pelvic pain syndrome is complex and involves multiple organ systems. The gynecological
aspects of chronic pelvic pain syndrome can be divided into four different areas: intra-abdominal, vaginal, pelvic
floor muscles and sexual pain. This article provides an overview of gynecological evaluation in patients with chronic
pelvic pain and reviews the most common gynecological diagnoses and their management.

Methods: An extensive review of the literature including guidelines from the International Continence Society, the
European Association of Urology, and the International Association for the Study of Pain was performed.

Results: Gynecological evaluation of patients with chronic pelvic pain begins with a thorough history and
physical examination. Laboratory tests, imaging studies and diagnostic procedures can be used as adjuncts to
make a diagnosis. Treatment modalities include physical therapy, medications, trigger points injections, and
surgery.

Conclusion: Common gynecological diagnoses of chronic pelvic pain include endometriosis, adenomyosis,
vulvodynia, high tone pelvic floor dysfunction, and genitopelvic pain/penetration disorder. Gynecology is one of the
many systems that can be associated with chronic pelvic pain. Managing patients with chronic pelvic pain requires a
multimodal and multidisciplinary approach.
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Surgery

dalyall

Impact of body mass index on short- and long-term outcomes
after isolated first-time surgical aortic valve replacement for aortic stenosis

YY) By byuad gilill) o and) ABS b il
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Bruno VD, et al.
J Cardiothorac Vasc Anesth 2019 Feb 13.

Objective: To ascertain whether body mass index (BMI) has a clinical effect on short- and long-term postoperative
outcomes after surgical aortic valve replacement in patients with severe aortic stenosis.

Design: Single-center, retrospective study.

Setting: Tertiary referral hospital.

Participants: The study comprised 1,561 patients who underwent isolated first-time aortic valve replacement
between 2005 and 2012.

Interventions: Fourteen underweight patients were removed from the analysis. The remaining patients were divided
into the following 4 groups according to their BMI: 418 as normal weight (>18.5 to <25 kg/m?), 629 as overweight
(>25 to <30 kg/m?), 342 as obese (>30 to <35 kg/m?), and 158 as very obese (=35 kg/m?). Early mortality and
postoperative complications were compared, and long-term survival rates were investigated.

Measurement and main results: Thirty-day mortality was higher in the normal weight group but did not
reach statistical significance (p=0.054), and the incidence of postoperative complications was not different for
cerebrovascular accident (p=0.70), re-sternotomy for bleeding (p=0.17), sternal wound infection (p=0.07), and
dialysis (p=0.07). With a mean follow-up time of 4.92+2.82 years, survival rate was better in the overweight group.
A Cox proportional hazard model found BMI inversely correlated with long-term mortality when analyzed in a
univariable fashion (hazard ratio 0.95; p=0.009), but this apparent protective effect disappeared when adjusted for
preoperative covariates (hazard ratio 0.98, 95% confidence interval 0.96-1.004; p=0.12).

Conclusion: Once adjusted for preoperative characteristics, obesity does not represent an independent predictor for
long-term survival rates. There was a higher incidence of 30-day mortality in the normal weight group compared
with the overweight and very obese groups. The incidence of deep sternal wound infection was higher in very obese
patients.
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Immunosuppressed patients with crohn’s disease
are at increased risk of postoperative complications
dalall sy DI 4lle yshd 953 Lelia culafial) (g8 813 s

Abou Khalil M, et al.
J Gastrointest Surg 2019 Mar 18.

Background: The impact of immunosuppressants on postoperative complications following colon resections
for Crohn’s disease remains controversial. This study aimed to compare postoperative outcomes between
immunosuppressed and immunocompetent patients with Crohn’s disease undergoing elective colon resection.
Methods: Analysis of 30-day outcomes using a cohort from the American College of Surgeons National Surgical
Quality Improvement Program colectomy-specific database was performed. The database is populated by
trained clinical reviewers who collect 30-day postoperative outcomes for patients treated at participating North-
American institutions. Adult patients who underwent an elective colectomy between 2011 and 2015 were included.
Immunosuppression for Crohn’s disease was predefined as use of regular corticosteroids or immunosuppressants
within 30 days of the operation. Patients who received chemotherapy within 90 days of surgery, and patients who
had disseminated cancer, preoperative shock, or emergency surgery were excluded. Primary outcome was infectious
complications.

Results: Three thousand eight hundred sixty patients with Crohn’s disease required elective colon resection and met
the inclusion criteria. Of these, 2483 were immunosuppressed and 1377 were immunocompetent. On multivariate
analysis, the odds of infectious complications [OR 1.25; 95% CI (1.033-1.523)], overall surgical site infection [1.40;
(1.128-1.742)], organ space surgical site infection [1.47; (1.094-1.984)], and anastomotic leak [1.51; (1.018-2.250)]
were significantly higher for immunosuppressed compared to immunocompetent patients with Crohn’s disease.
Conclusions: Patients with Crohn’s disease who were on immunosuppressant medications within 30 days of elective
colectomy had significantly increased rates of infectious complications, overall surgical site infection, organ space
surgical site infection, and anastomotic leak compared to patients who were not on immunosuppressive agents.
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Incidence and treatment of leak at the gastrojejunostomy in Roux-en-Y gastric bypass
Y JSéy dadal danall 32 10AY o quedl) <N gy G

Vidarsson B, et al.
Surg Obes Relat Dis 2019 May 13.

Background: Leak at the gastrojejunostomy (GJ) after Roux-en-Y gastric bypass is a rare but life-threatening
complication.

Objectives: To assess incidence, risk factors, treatment, and outcome of leaks at the GJ after Roux-en-Y gastric
bypass in a nationwide cohort.

Methods: Leaks at GJ within 30 days postoperatively in 40,844 patients (age 41 yr, females 76%, and body mass
index of 42.4 kg/m?) between 2007 and 2014 in the Scandinavian Obesity Surgery Registry were assessed. Register
data and outcomes were verified by reviewing patient charts. Logistic regression was done to estimate odds ratios
(ORs) for significant risk factors.

Results: Leak at the GJ was registered in 262 (0.6%) patients, with 44% diagnosed within the first 3 postoperative
days. Risk factors were male sex (OR 1.5 [1.1-1.9]), age >49 years (OR 1.9 [1.3-2.7]), diabetes (OR 1.4 [1.1-1.9]),
conversion to open surgery (OR 3.9 [2.2-6.9]), and operative time >90 minutes (OR 2.6 [1.8-3.8]). In most patients,
the leak resulted in a severe complication. Reoperative surgery was done in 85%, with the placement of a feeding
gastrostomy in 24%. Stents were used at some time point in 31% of leaks. Of all patients with leaks, 25% required
intensive care, 4% developed multiorgan failure, and 1% died. Median duration of stay for patients with leaks was 22
days, versus 2 days for others (P<0.001).

Conclusion: GJ leaks occurred in .6% of patients. Risk factors were male sex, age >49 years, diabetes, operative time
>90 minutes, and conversion to open surgery. Surgical reintervention was common. Mortality was 1%.
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Recurrence of rectal anastomotic leakage following
stoma closure: assessment of risk factors
438))) 5y bad) Jalge ani :Araidioal) 3y Wall (e uSU opudl)

Kitaguchi D, et al.
Colorectal Dis 2019 Jun 14.

Aim: In patients with a previous history of rectal anastomotic leakage (AL), the surgical indications and timing for
closure of a diverting stoma closure have to be carefully judged. Even if AL has apparently healed before stoma
closure, re-leakage may occur after closure. The aim of this study was to determine the incidence and risk factors for
recurrent anastomotic leakage following stoma closure. We also examined the treatment strategies aimed to minimize
the risk of recurrent anastomotic leakage.

Methods: From January 2009 to December 2016, 1,008 patients underwent sphincter-saving surgery (low anterior
resection: LAR; all-sphincter-preserving rectal resection with hand-sewn coloanal anastomosis: CAA; and
intersphincteric resection: ISR) for primary rectal cancer with curative intent at our hospital. A total of 69 patients
with AL with a Clavien-Dindo grade of I11 or more who subsequently underwent closure of a diverting stoma were
retrospectively reviewed for this study.

Results: The incidence of recurrent leakage after stoma closure in this series was 13% overall with an incidence of
25% in the CAA/ISR group, and 5% in the LAR group. Significant risk factors included hand-sewn anastomosis
(P=0.0257) compared to stapled anastomosis, ischemia at the anastomotic site as the cause of initial AL (P<0.001),
and a shorter interval between confirmation of healing and stoma closure (P=0.00952).

Conclusion: Ischemia at the anastomatic site was the main risk factor for recurrent leakage, particularly after CAA/
ISR. Additional treatment options before stoma closure should be considered to avoid re-leakage in such cases.
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Cardiovascular Diseases
ddle ) dndall alyeY)

Cerebral thrombolysis in patients with ischemic
stroke and heart failure

sl Jﬂjbdﬂ\uaﬁmuabﬁ.\b#hﬂ\ 3AA0 Ja

Sobolewski P, et al.
Neurol Neurochir Pol 2018 Aug 17.

Background: Heart failure (HF) is common among patients with ischemic stroke (1S), however its impact on outcome
after iv-thrombolysis has not been fully determined. Moreover, definition of HF has been recently modified, but
majority of stroke studies classified patients regarding an old HF criteria. Thus, the aim of our study was to evaluate
the relationship between both, newly and formerly defined HF and the long-term outcome, mortality and the presence
of hemorrhagic complications in patients with acute IS treated with iv-thrombolysis.

Methods: We retrospectively evaluated data from 328 Caucasian patients with IS consecutively treated with iv-
thrombolysis. HF was defined according to old and new definition; long-term outcome was assessed with modified
Rankin Scale (mRS) score and mortality rate on 90th days after IS.

Results: The incidence of HF did not differ between patients with favorable (mRS 0-2) and unfavorable (mRS 3-6)
functional outcome respectively for the old and for the new definition (10.4% vs. 15.5, p=0.17; 17.4% vs. 18.1%,
p=0.88) and between those who survived and died within 90 days after IS (11.7% vs. 20.0%, p=0.27; 17.2% vs.
25.0%, p=0.38, respectively). Multivariate analysis showed no impact of HF diagnosis on outcome (p=0.94) or
mortality (p=0.64).

Conclusion: The presence of systolic HF, defined according to an old and a new definition, does not determine safety
and efficacy of cerebral iv-thrombolysis in patients with IS.
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Tenecteplase versus streptokinase thrombolytic therapy
in patients with mitral prosthetic valve thrombosis
streptokinase s tenecteplase aladiuly 35810 Adlal) dallaal) 45,84
rial) Al aleal) o JUAY g sic

Kathirvel D, et al.
Indian Heart J 2018 Jul - Aug;70(4):506-510.

Objective: Prosthetic valve thrombosis (PVT) is a dreadful complication of mechanical prosthetic valves.
Thrombolytic therapy (TT) for PVT is an alternative to surgery and currently making a leading role. This study
compares TT with tenecteplase (TNK) and streptokinase (SK) head to head in patients with mitral PVT.

Methods: In this single center, observational study, patients with mitral PVT diagnosed by clinical data, transthoracic
echocardiography, transesophageal echocardiography, and fluoroscopy were included. After excluding patients with
contraindications for thrombolysis, they were randomly assigned to receive either SK or TNK regimen. Patients were
monitored for success or failure of TT and for any complications.

Results: Among 52 episodes (47 patients with 5 recurrences) of mechanical mitral PVT, 40 patients were
thrombolyzed with SK and 12 patients were thrombolyzed with TNK. Baseline characteristics including demographic
profile, clinical and echocardiographic features, and valve types were not statistically significant between the groups.
Complete success rate was 77.5% in SK group and 75% in TNK group (p=0.88). Partial success rate, failure rate, and
major complications were not statistically significant between the two groups. Within 12h of therapy, TNK showed
complete success in 33.3% of patients compared to 15% in SK group (p-value <0.02). Minor bleeding was more
common in TNK group.

Conclusion: Slow infusion of TNK is equally efficacious but more effective than SK in the management of mitral
mechanical PVT. 75% to 77.5% of PVT patients completely recovered from TT and it should be the first line therapy
where the immediate surgical options were remote.
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Pulmonary Diseases

Pericytes in chronic lung disease
Lajal) L) bl A Adaiaal) LYIAY)
Shammout B, et al.
Adv Exp Med Biol 2019;1147:299-317.

Pericytes are supportive mesenchymal cells located on the abluminal surface of the microvasculature, with key roles
in regulating microvascular homeostasis, leukocyte extravasation, and angiogenesis. A subpopulation of pericytes
with progenitor cell function has recently been identified, with evidence demonstrating the capacity of tissue-resident
pericytes to differentiate into the classic MSC triad, i.e., osteocytes, chondrocytes, and adipocytes. Beyond the
regenerative capacity of these cells, studies have shown that pericytes play crucial roles in various pathologies in the
lung, both acute (acute respiratory distress syndrome and sepsis-related pulmonary edema) and chronic (pulmonary
hypertension, lung tumors, idiopathic pulmonary fibrosis, asthma, and chronic obstructive pulmonary disease). Taken
together, this body of evidence suggests that, in the presence of acute and chronic pulmonary inflammation, pericytes
are not associated with tissue regeneration and repair, but rather transform into scar-forming myofibroblasts, with
devastating outcomes regarding lung structure and function. It is hoped that further studies into the mechanisms of
pericyte-to-myofibroblast transition and migration to fibrotic foci will clarify the roles of pericytes in chronic lung
disease and open up new avenues in the search for novel treatments for human pulmonary pathologies.
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Thiol-based drugs in pulmonary medicine: much more than mucolytics
Ay yaall GalaY) b 8 thiol Jesll Aladaial) 4949)
Ll eNla 3 e S

Cazzola M, et al.
Trends Pharmacol Sci 2019 May 27.

Thiol-based drugs are considered as mucolytics because they decrease the viscosity and mostly decrease the elasticity
of bronchial secretions by reducing disulfide bonds in proteins. However, they can also act as antioxidant drugs
directly through free sulfhydryl groups that serve as a source of reducing equivalents, as well as indirectly through
the replenishment of intracellular glutathione (GSH) levels. Modulation of neurokinin A levels may also be related to
the effect of thiol drugs on oxidative stress. Moreover, thiol-based drugs interfere with inflammatory pathways and
modulate human bronchial tone. They might also be considered as therapeutic agents against some types of infection
because they reduce bacterial adhesion to the respiratory epithelial cell surface and inhibit biofilm formation, causing
biofilm disruption and thereby improving the efficacy of antibiotic therapy.
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Gastroenterology
. <
Successful treatment of an esophageal perforation that occurred
during endoscopic submucosal dissection for esophageal cancer
using polyglycolic acid sheets and fibrin glue
£ ep Olapmad datilly Aalial) cand foduil) Alas VA £ (g pa U Alat Aaalil) Aallaal)
45y b ABlalg polyglycolic s (e dagiua aladinl e

Seehawong U, et al.
Clin J Gastroenterol 2018 Aug 31.

A 74-year-old female, who was diagnosed with superficial esophageal cancer, underwent endoscopic submucosal
dissection (ESD) at another hospital, but a perforation occurred during the procedure. The perforation was closed
with endoscopic clips, and the ESD was halted. The patient was referred to our hospital, and ESD was retried. There
was severe fibrosis around the lesion, and injections into the submucosal layer were difficult. In addition, it was
not possible to identify the submucosal layer, and making an oral-side incision caused a large perforation along the
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incision line. As continuing the submucosal dissection with an endoknife was considered difficult, the lesion was
finally resected with hybrid ESD using a snare. The perforation was closed using polyglycolic acid (PGA) sheets and
fibrin glue. Endoscopy performed 6 days later showed that the defect had been closed, and no contrast leakage was
detected. Follow-up endoscopy conducted 3 months after the ESD showed ulcer healing at the dissection site and
scar formation, but no residual tumor or esophageal stricture was noted. Our experience suggests that the use of PGA
sheets with fibrin glue is a feasible, safe, and effective way of treating large esophageal perforations during ESD.
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Sacral nerve modulation for irritable bowel syndrome
gl plaal) Aajdlia ¥l A giandl quanl) B bl
Fassov J, et al.
Neurogastroenterol Motil 2019 Feb 21:e13570.

Background: Irritable bowel syndrome (IBS) is among the most common gastrointestinal disorders, and a substantial
proportion of patients have an insufficient response to treatment. In a single-blinded study, sacral nerve modulation
(SNM) significantly reduced symptoms of IBS. The aim of the present double-blinded, randomized, placebo-
controlled study was to evaluate the effect of SNM for IBS.

Methods: We included patients with diarrhea-predominant or mixed IBS and a minimum baseline IBS-specific
symptom score of 40 points (Gastrointestinal Symptom Rating Scale-IBS version). Patients underwent a 6-week
period of SNM. In the first 4 weeks, the patients were randomized 1:1 to have the neurostimulator set subsensory or
OFF for 2 weeks and then the opposite for another 2 weeks. Patients and investigators were blinded to settings. In the
remaining 2 weeks, the stimulation was set suprasensory. IBS-specific symptoms and quality of life were assessed
with validated questionnaires and bowel diaries.

Results: Twenty-one patients were randomized and eligible for analysis. The IBS-specific symptom score was reduced
with borderline significance during stimulation (subsensory-OFF median change -1 (-26, 9), OFF-subsensory median
change 8 (-11, 36); P=0.0572). Pain was significantly reduced during stimulation (subsensory-OFF median change
-1.5 (-4, 1), OFF-subsensory median change 1 (-4, 3); P=0.0188), along with the number of daily bowel movements
(subsensory-OFF median change 0 (-1.8, 0.2), OFF-subsensory median change 0.2 (-0.5, 1.1); P=0.0373). The
median placebo effect was 14% (0, 55).

Conclusion and inferences: Sacral nerve modulation for IBS seems promising but should be considered experimental
until larger multicenter studies have been performed.
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Neurology
Lypanll ) yeY)

Atypical clinical manifestations of herpes zoster oticus:
diagnostic usefulness of magnetic resonance imaging
Baildl) ;AN AUl Sall Ladgaill e Ay pedd) cfppladl)
bl Gl gl Ay i)

Choi JW, et al.
J Neurovirol 2019 Jul 5.

Typical symptoms of Ramsay Hunt syndrome (RHS) consist of painful vesicular eruptions in the external ear,
unilateral facial palsy, and/or vestibulocochlear deficit. When RHS patients show atypical clinical manifestations,
correct diagnosis can be delayed, and ideal treatment timing for antiviral therapy may be missed. The aim of this study
is to describe RHS patients with atypical clinical manifestations and evaluate the usefulness of magnetic resonance
imaging (MRI) for early differential diagnosis. We retrospectively reviewed the clinical data and investigated the
findings of internal auditory canal (IAC) MRI of seven patients diagnosed with RHS presenting “atypical” clinical
manifestations between January 2013 and December 2016. Regardless of symptomatic presentations, IAC MRI
demonstrated post-contrast enhancement of cranial nerve (CN) VII, CN VIII, and IAC dura in patients with atypical
clinical manifestations. In cases with multiple lower CN palsy, enhancement along the involved nerve was observed
on IAC MRI. When RHS was complicated by acute parotiditis, diffuse enhancement of the parotid gland was
demonstrated. The present study shows that in IAC MRI of RHS patients with atypical clinical manifestations, post-
contrast enhancement was not confined to the facial nerve but also observed in CN VIII and IAC dura regardless of
the symptoms, which may facilitate early diagnosis of RHS.
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Hematology And Oncology
Ayl a2l syl

Pulmonary complications in pediatric and adolescent patients following
allogeneic hematopoietic cell transplantation
pall Balgall AubAl) LNAY g5 dslaad Cumialdl) cpialyally QALY die dyp3l) cilldiaay)

Broglie L, et al.
Biol Blood Marrow Transplant 2019 Jun 12.

Pulmonary complications after hematopoietic cell transplantation (HCT) can lead to significant morbidity and
mortality. Limited evaluation of the true incidence of these complications in children and subsequent outcomes of
these complications has not been recently evaluated. In April of 2018, the National Heart, Lung, and Blood Institute
(NHLBI), the Eunice Kennedy Shriver National Institute of Child Health and Human Development (NICHD), and the
National Cancer Institute (NCI) co-sponsored a meeting of experts to describe the status of pulmonary complications
in children after HCT, to identify critical gaps in knowledge, to explore avenues for research, advance care and
optimize outcomes. The Center for International Blood and Marrow Transplant Research (CIBMTR) was used to
evaluate the cumulative incidence of pulmonary complications in children and their respective survival. 5,022 children
received allogeneic HCT from 2010-2016 were included in this analysis and 606 developed pulmonary complications
within the first year after HCT. Pneumonitis occurred in 388 patients, 125 patients developed pulmonary hemorrhage,
and 200 patients developed lung graft-versus-host disease (GVHD). For those developing pulmonary complications
within one year, overall survival 100 days after diagnosis of pulmonary complications was 49% (95% CI 43-54%)
for patients with pneumonitis, 23% (95% CI 16-31%) in patients with pulmonary hemorrhage, and 87% (95% CI 81-
91%) in patients with pulmonary GVHD. This study demonstrates the approximate incidence of these complications,
their significant effects on survival and can serve as baseline for future research.
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Interplay between thyroid cancer cells and macrophages: effects on 1L-32
mediated cell death and thyroid cancer cell migration
Adaadal) el 15 pmst) clalldly Goal Uap WA ¢ Aalsial) 483
A8)al) Ailapuad) LAY B30 32- S sLYY damlsial ol cigall b

Sloot YJE, et al.
Cell Oncol (Dordr) 2019 Jun 14.

Purpose: Interleukin 32 (IL-32) is a pro-inflammatory cytokine of which different isoforms have been identified.
Recently, 1L-32 has been shown to act as a potent inducer of cell migration in several types of cancer. Although
previous research showed that IL-32 is expressed in differentiated thyroid cancer (TC) cells, the role of IL-32 in
TC cell migration has not been investigated. Furthermore, tumour-associated macrophages (TAMs) may play a
facilitating role in cancer cell migration. The aim of this study was to explore whether the interaction between TC
cells and TAMs results in increased expression of IL-32 in TC cells and to investigate whether this affects TC cell
migration.

Methods: TPC-1 cells were co-culture with TC-induced or naive macrophages. Next, transcriptome analysis on
TPC-1 cells was performed and supernatants were used for stimulation of TPC-1 cells. IL-32f and IL-32y were
exogenously overexpressed in TPC-1 cells using transient transfection, after which an in vitro gap closure assay was
performed to assess cell migration, and the expression of migratory factors was assessed using RT-gPCR.

Results: We found that TC-induced macrophages induced IL-32 expression in TC cells and that TAM-derived
TNFa was the main inducer of IL-32f expression in TC cells. Overexpression of IL-32f and IL-32y did not
affect TC cell migration, but increased cell death. Finally, we found that IL-32P overexpression led to increased
MRNA expression of the pro-survival cytokine IL-8, while the expression of other migratory factors was not
affected.

Conclusions: From our data, we conclude that TAM-derived TNFa induces IL-32f in TC cells. Although IL-32f3
does not affect TC cell migration, alternative splicing of 1L-32 towards the IL-32f isoform may be beneficial for TC
cell survival through induction of the pro-survival cytokine IL-8.
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Endocrinology

Effectiveness and safety of selenium supplementation

for type 2 diabetes mellitus in adults
@S] g Iall BN Jaalll pdase Gl die agaiibiadly dasfal) Agdlaall Adlug Axllad

Strozyk A, et al.
J Hum Nutr Diet 2019 May 30.

Background: The role of selenium (Se) in the management of type 2 diabetes mellitus (T2DM) remains unclear. We
systematically assessed the effectiveness and safety of Se supplementation in adults with T2DM.

Methods: MEDLINE, EMBASE and the Cochrane Library were searched up to April 2018 for randomised controlled
trials (RCTs) evaluating the effectiveness of Se against a comparator on DM-related outcomes.

Results: Four RCTs (241 participants) were included. In individual RCTs, Se supplementation significantly
reduced fasting insulin levels [mean difference (MD)= -3.6 pIU mL™; 95% confidence interval (CI)=-6.36 to -0.84;
MD= -5.8 ulU mL?; 95% CI= -9.23 to -2.37], homeostasis model of assessment-estimated insulin resistance (HOMA -
IR) (MD=-1; 95% CI=-1.79 to -0.21; MD= -1.6; 95% CI, -2.58 to -0.62) and homeostasis model of assessment-
estimated B cell function (HOMA-B) (MD= -13.6; 95% CI=-23.4 to -3.8; MD=-22.6; 95% CI=-36.39 to -8.81). No
effects of Se were noted on most of the other outcomes of interest. None of the RCTs assessed the mortality, diabetes-
related complications, non-high-density lipoprotein (non-HDL), blood pressure and health-related quality of life. The
impact on HDL and fasting plasma glucose (FPG) was ambiguous. Only one adverse event (nausea) was reported as
a reason for discontinuing the intervention; however, among the studies, the reporting was not accurate. Furthermore,
only one RCT reported increase in FPG level in the Se group (MD=36.38 mg dL* ; 95% CI= 15.3957.37-).
Conclusions: Currently, there is no evidence to support the effectiveness of Se supplementation in the T2DM
population.
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Selenium supplementation in patients with subclinical hypothyroidism
affected by autoimmune thyroiditis
Gl Bl ) guall udape dio agaidly dasal) Agdlaal)
I e lial) 5 Glgally Cbaall g pmd) cial

Pirolal, et al.
Endocrinol Diabetes Nutr 2019 Jun 10.

Objective: The purpose of this prospective study was to assess the effects of selenium supplementation on TSH and
interferon-y inducible chemokines (CXCL9, CXCL10 and CXCL11) levels in patients with subclinical hypothyroidism
due to Hashimoto’s thyroiditis.

Patients and methods: Patients with subclinical hypothyroidism due to Hashimoto thyroiditis were prospectively
enrolled in the SETI study. They received 83mcg of selenomethionine/day orally in a soft gel capsule for 4 months
with water after a meal. No further treatment was given. All patients were measured thyroid hormone, TPOAD,
CXCL9, CXCL10, CXCL11, iodine, and selenium levels at baseline and at study end.

Results: 50 patients (43/7 female/male, median age 43.9+11.8 years) were enrolled, of which five withdrew from the
study. At the end of the study, euthyroidism was restored in 22/45 (48.9%) participants (responders), while 23 patients
remained hypothyroid (non-responders). There were no significant changes in TPOAb, CXCL9, CXCL10, CXCLI11,
and iodine levels from baseline to the end of the study in both responders and non-responders. TSH levels were re-
tested six months after selenomethionine withdrawal: 83.3% of responding patients remained euthyroid, while only
14.2% of non-responders became euthyroid.

Conclusions: The SETI study shows that short-course supplementation with selenomethionine is associated to
a normalization of serum TSH levels which is maintained 6 months after selenium withdrawal in 50% of patients
with subclinical hypothyroidism due to chronic autoimmune thyroiditis. This TSH-lowering effect of selenium
supplementation is unlikely to be related to changes in humoral markers of autoimmunity and/or circulating CXCL9.
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Psychiatry

ouiil] ball

Associations between depression symptoms, psychological
intervention and perinatal complications
Bally Adnsaall 358l & DAYy dpeadll) ANl Apliisy) (oY) (o A8al)

Hompoth EA, et al.
J Clin Psychol Med Settings 2019 May 29.

Antenatal and postpartum depression has been associated with maternal, child and family-unit complications. Our aim
was to assess the impact of a depression screening and intervention program on perinatal complications. This study
included 2042 women. They were screened on the Edinburgh Postnatal Depression Scale (EPDS), three times during
pregnancy and once after childbirth. If their EPDS score was above the cut-off score, psychological intervention
was offered. Significant relationships were found between depression scores and perinatal complications, such
as protracted cervical dilation, protracted descent, preeclampsia, intrauterine growth restriction, low birthweight
and cesarean section. Depression scores were higher in the intervention group, compared to the non-intervention
group, but decreased after the consultations. The cesarean section rate was significantly lower in the consultation
group. A rapid screening process can provide an adequate tool to identify women who are more likely to have such
complications due to depression.
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Rheumatology And Orthopedics
Alaall (alaly dugiyl) (yial el

Sirukumab for the treatment of rheumatoid arthritis
@S Jualiall Gl el Axllaa A sirukumab e

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

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

Areas covered: SRK is a IgGlk human anti-IL-6 monoclonal antibody which binds to IL-6 and prevents IL-6
mediated downstream effects. Initial trial results in phase Il studies in patients with RA seemed promising, showing
improved results in patients with moderate to severe RA. Data derive from the phase Il study and the various
SIRROUND studies (phase I11).

Expert commentary: The available data show that SRK 50 mg every 4 weeks or 100 mg every 2 weeks will be
effective in treating the RA population, with clinical improvements as early as week 2 and sustained over time. The
adverse event profile seems to be similar to TCZ, except for an increased mortality post open-label studies due to
infections and cardiovascular events, our knowledge of which will be deepened with post-marketing surveillance and
registry data.

il degially Jualiall 8 LA (e sls Ciad Calagind 3 8elS el 8y Al daglls aailiady (IL-6) 6-CuSslmy) Capey
(Jladll (8l Jaliall Gleill (impe vie auly J< toCilizUMab axdivg RA (g5l Jualial) el el lal dlaiall o)l dleaidl)
SITUKUMAD leteia Gy skl cind JI5 Lo 68 Ao il 3y Congind A (5,891 Jalsall (ians 35ms) ALYl

bl iy 6- Syl agy @iy ((IgG 1K) 608 sl saliaal) Alpusil) s s Ayl Jaal) e SITUKUMAD yiny s Jand) (3Uas
GV 8 et Eygan Cupglal Cam ey il (gl Jualiall gl g i 11 sdall chladys (e 201 Jalyall cpelal . Ledand iy )
.(SIRROUND) 11 skl & samie cluhyag I yshall & by e gilidl) cualiind gl Jualiall lgil (pe sy Ao il
e dallee 8 Al 55S5 ae ol IS (3e 100) S bl 4 US (3e 50) sirukumab alasis) of 88l siall el el 1 i) (galas
e153 go Ll e)sall 13 (latial) ALl Cale el sl g pe Gl ey Cpesand ay (g Gt Cigan e (gl Jualiall gl
3 Garall 2yl o lillaee Gadie) iy dagite cluly 6 dle sl Al Gaalsally DT daii il gl saly) ¢ Ll tocilizumab
Bl Glilaray (3 guill

Clinical utility of bone markers in various diseases
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Vlot MC, et al.
Bone 2018 Jun 16.

Measurements of bone markers (BMs) in peripheral blood or urine are a pivotal part of bone research within modern
clinical medicine. In recent years the use of BMs increased substantially as they can be useful either to diagnose
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bone (related) disease and to follow its natural history, but also to monitor the effects of interventions. However, the
use of BMs is still complicated mainly due to (pre)analytical variability of these substances, limited accessibility of
assays, variable cut-off values in different countries and laboratories and heterogeneous results with regard to clinical
implications of measuring BMs in several studies. This review will provide the clinician with a practical guide,
based on current evidence, in which circumstances to test which bone markers for optimal diagnostic purposes, in
order to improve patient care in different areas of bone diseases including Paget’s disease, primary osteoporosis,
tumor induced osteomalacia, hypophosphatemic rickets, van Buchem disease, chronic kidney disease, rheumatoid
arthritis, neoplasma/multiple myeloma, type 2 diabetes mellitus and primary hyperparathyroidism. The clinician
should consider fasting state, recent fractures, aging, menopausal status, concomitant liver and kidney disease when
ordering and interpreting BM measurements as these factors might result in misleading BM concentrations. We found
that BMs are clearly useful in the current diagnosis of tumor induced osteomalacia, van Buchem disease, Paget’s
disease and hypophosphatemic rickets. In addition, BMs are useful to monitor disease activity in chronic kidney
disease, Paget’s disease and are useful to monitor treatment adherence in osteoporosis.
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Urology And Nephrology
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Avascular osteonecrosis in kidney transplant recipients: Risk
factors in a recent cohort study and evaluation
of the role of secondary hyperparathyroidism
L b yshadl) Jalge 4Kl £ 55 udape 2 le ) alial) A
s8N @) cihla Jalid ad e iy Aaa Al

Felten R, et al.
PLo0S One 2019 Feb 22;14(2):e0212931.

Avascular osteonecrosis (AVN) is a bone complication that indicates poor functional prognosis. Modern
immunosuppressive and steroid-sparing drugs have significantly lowered the occurrence of AVN after kidney
transplantation (KT). However, recent data on its incidence rates and risk factors are lacking. Using a large, recent

78



Journal of the Arab Board of Health Specializations Vol. 20, No. 2, 2019

cohort, we sought to investigate AVN incidence and risk factors, with a special focus on mineral and bone disorders.
We conducted a cohort study in 805 patients who underwent KT between 2004 and 2014. AVN was identified in
32 patients (4%): before KT in 15 (1.8%) and after KT in 18 (2.2%) cases, including one patient with both. In the
group with post-KT AVN, the median time intervals from KT to 1) first symptoms and 2) AVN diagnosis were
12 months [1-99] and 20 months [4-100], respectively. Being overweight/obese, having pre-transplant diabetes or
hyperparathyroidism at transplantation, developing acute rejection, and receiving higher cumulative corticosteroid
doses were associated with AVN occurrence. Multivariate analysis revealed that BMI > 26 kg/m? and higher
cumulative corticosteroid doses were predictive of AVN. In conclusion, overweight/obesity is a strong risk factor for
AVN. Despite a low maintenance dose, the use of corticosteroids-mostly for treatment of acute rejection-remains an
independent risk factor.
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Ophthalmology
el el

Improvement of the MRI and clinical features of Asian Graves’
ophthalmopathy by radiation therapy with steroids
el lieY) ala B uphaliial) Guill pgaill Cilagagag Al Cligagall Cpuad
Clasig piadly Lo ladl) Apdlaal) aladiuly Gugaad) s Graves’ sl b

Ma Z, et al.
Jpn J Radiol 2019 Jun 14.

Purpose: Toevaluate the effectiveness of radiation therapy and steroids for Asian patients with Graves’ ophthalmopathy
using the clinical activity score (CAS), and changes in external ocular muscles and eye proptosis determined by
magnetic resonance imaging (MRI).

Materials and methods: We retrospectively reviewed 48 patients who received combined orbital radiation and
systemic glucocorticoids in our hospital. MRI was performed both before and 1 month after treatment in all patients.
We calculated the areas of five extraocular muscles and the degree of proptosis on transverse sections, and we
evaluated the activity of the disease using CAS before and 1 month after treatment and toxicity.
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Results: The areas of external ocular muscles, the length of eye prominence and CAS were significantly improved by
the combination of orbital radiation and steroids. The change in the area of the medial rectus muscle had a significant
correlation with the change in CAS (P<0.05). Graves’ ophthalmopathy progressed again in 4 of the 48 patients;
however, there were no patients with serious side effects in a median observation period of 41.5 months.
Conclusion: Treatment with the combination of orbital radiation and systemic glucocorticoids is subjectively and
objectively effective for Asian Graves’ ophthalmopathy without severe toxicity.
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Dermatology
Agalall el Y|

Association between atopic dermatitis and cardiovascular disease
Lle gl Aptal) (alpally slil) alad) Calgal) oy ABal)
Ivert LU, et al.
Acta Derm Venereol 2019 Jun 14.

The associations between atopic dermatitis (AD) and cardiovascular disease (CVD) are debated. The aim of this
study was to investigate the association between AD and coronary artery disease or ischaemic stroke in a nationwide,
register-based, case-control study (104,832 AD cases, 1,022,435 controls) based on linkage of Swedish national
register data between 1968 and 2016. Patients were classified as having severe AD if they had received systemic
pharmacotherapy for AD or had been treated in a dermatological ward with AD as the main diagnosis. Other AD
was classified as non-severe. After multivariable adjustments for comorbidities and socioeconomic status, overall
AD was associated with angina pectoris (adjusted odds ratio (aOR) 1.13, 95% confidence interval (Cl) 1.08-1.19),
but among males with severe AD this association was not found, compared with the general population. Male non-
severe AD was associated with myocardial infarction (OR 1.15, 95% CI 1.07-1.23). Severe AD was associated with
ischaemic stroke, with similar estimates in men and women (aOR 1.19, 95% CI 1.07-1.33). Subgroup analyses among
women indicated smoking as an important risk factor among severe cases. Diabetes mellitus, hyperlipidaemia, and
hypertension were more prevalent in severe AD than in controls, and hyper-lipidaemia and hypertension were also
more prevalent in non-severe AD than in controls. In conclusion, in this study, AD was associated with CVD, and this
should be kept in mind, especially when managing patients with severe AD.
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Otorhinolaryngology
syaindly ca¥ls o3 el

Predictors for hemorrhage following pediatric adenotonsillectomy
JUkY) xie clualilly G5 sl Jlatin el b R 4.l Jajsd)

Burckardt E, et al.
Int J Pediatr Otorhinolaryngol 2018 Nov 29;117:143-147.

Objective: Todeterminerisk factors and trends for posttonsillectomy hemorrhage (PTH) following adenotonsillectomy
(T&A) at a single children’s tertiary referral hospital.

Methods: Charts from all patients 2-12 years old undergoing T&A alone at a single children’s hospital from
January 1, 2010 through December 31, 2015 were reviewed. Data was collected on patient demographics, indication
for procedure, time of year, academic affiliation of surgeon, surgical technique and method, post-operative pain
medication prescribed, and readmission for PTH. Univariate chi-square analyses and logistic regression along with
multivariable stepwise logistic regression were used to identify predictors of PTH. SPSS version 24 was used for
statistical analyses with p<0.05 indicating statistical significance.

Results: There were 2565 children undergoing T&A during the study period. One hundred seventy-three (6.7%)
patients were readmitted, of which 53 (30.6%) were due to PTH. Univariate analyses identified children at the
highest age quartile of the study, 7.7212.97- years old (odds ratio [OR]=5.775, 95% confidence interval [CI]=2.248-
14.837, p<0.001) and children with a BMI z-score of 2 or greater (OR=3.391, 95% CI=1.4977.680-, p=0.003) were
at increased risk for PTH. Multivariable analyses also identified both the highest age quartile and BMI z-score of 2
or greater to be a risk factor for PTH.

Conclusion: In children undergoing T&A, age greater than 7.72 years old and BMI z-score of 2 or greater are
significant risk factors for PTH. Replication of these findings in a more highly powered trial is needed.
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To evaluate the role of H. pylori in patients with chronic recurrent tonsillitis

S Cpazall cfi gl gl aje die Anlad) Lglal) adifa g0 s
Mani S, et al.
Indian J Otolaryngol Head Neck Surg 2019 Jun;71(2):254-8.

The usual indication for surgical resection of tonsils is chronic recurrent tonsillitis. Literature also does not indicate
the reason behind the fact that only part of the population suffers from recurrent chronic tonsillitis in spite being
exposed to similar conditions. This was a prospective study, in which 50 tonsil biopsy samples obtained from chronic
tonsillitis patients. Specimens were analysed with rapid urease broth test, HelicotecUT PLUS assay and Toluidine
blue staining for presence of Helicobacter pylori. The age ranged from 4 to 34 years. The median age for patients
with chronic recurrent tonsillitis was 9.5, 23 (46%) patients were male while 27 (54%) were female, presence of H.
pylori by rapid urease broth test, HelicotecUT PLUS assay and Histopathology was 4%. Our analysis revealed that H.
pylori did not significantly colonize the tonsils and does not play a role in the pathogenesis or development of chronic
tonsillitis. The heterogeneity in study population and methodology may have contributed to the non significant results.
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