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ABSTRACT

Objective: Hepatitis C virus is a global and major
cause of chronic liver disease. Most of the infected
HCV carriers are asymptomatic. HCV has six major
genotypes according to its viral genome, numbered one
to six. HCV is more common among patients with end-
stage renal disease (ESRD) that require hemodialysis
compared to the general population. ESRD patients
with one genotype HCV infection have a high risk of
developing infection with another HCV genotype (super
infection) from dialysis centers. Many reasons appear
to be involved including: many centers are administered
by untrained staff of infection control and a lot of
contaminated equipment with HCV in dialysis centers.
The aim of this work was to investigate the super
infection with two genotypes of hepatitis C virus (HCV)
in patients with end-stage renal disease, who presented
to dialysis centers in Syria, and the causes that lead to
this super infection.

Methods: During one year (from January 2018 till
January 2019), we examined 25 ESRD patients who
were under hemodialysis by using Roche MagNA
pure (automated extraction). RNA samples were
tested together with negative controls on Roter-Gene
machine using Sacace Real Time HCV genotype. The
target population includes patients who underwent
hemodialysis in dialysis centers in Syria.

Results: Of the 25 patients enrolled in this study
(4 patients) 16% have two genotypes {genotypes la-4
found in 3 patients (12%), and genotypes 1b-4 found in
one patient (4%)}, from 3 different hemodialysis centers.

Conclusions: There were an increasing infection
with HCV among ESRD patients who underwent
hemodialysis and the possibility to have infection
with more than one genotype of HCV (super infection)
during dialysis session. There are many reasons
associated with HCV transmission within a facility that
could be avoided by routine monitoring for infection in
the facilities, follow CDC recommendations for HCV
screening of hemodialysis patients, train the dialysis
stuff routinely in a program for preventing infection.

INTRODUCTION

Hepatitis C virus (HCV) is a global and major cause

of chronic liver disease. Current estimates suggest
that between 130 and 170 million people worldwide
are infected with HCV, and more than 350,000 people
die from HCV-related illnesses each year. Most of the
infected HCV carriers are asymptomatic.*

HCV is an enveloped RNA virus with a high degree
of genomic variability. HCV has six major genotypes
according to its viral genome,? numbered one to six.
Most of HCV patients in Syria have infected with
genotype 4.3

HCV is a blood-borne pathogen, and transmission
modes of the disease are parenteral and to a lesser extent
sexual. Another important ways of transmission include
intravenous drug misuses, needle stick injury and
sharing tooth brushes/razors.* Patients in hemodialysis
units have an increased risk for contracting HCV, and
high prevalence rates found in hemodialysis units
around the world.>

HCV is more common among patients with end-
stage renal disease (ESRD) who require hemodialysis
compared to the general population.*® The ESRD
patients with one genotype HCV infection have a
high risk of developing infection with another HCV
genotype (super infection) from dialysis centers.® Many
reasons appear to be involved including: many centers
are administered by untrained staff of infection control
and a lot of contaminated equipment with HCV in
dialysis centers.* There are a few studies in this field
and they have insufficient data to determine the exact
percentage.®

The aim of this cross-sectional study is to investigate
the super infection with two genotypes of HCV in
ESRD patients who presented to dialysis centers in
Syria, and the causes that lead to this super infection.
There are no previous studies in Syria about this topic.
This research could lead to more efforts to be done to
limit the incidence of HCV transmission in this group
of patients.

METHODS

This study is a cross-sectional study conducted
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in dialysis centers during a year (from January 2018
till January 2019) in Damascus, Syria. The target
population includes patients who underwent dialysis in
renal replacement therapy units in Syria. All of patients
signed the free and informed consent form, responded
to a sociodemographic and behavioral questionnaire,
and submitted a 5-milliliter sample of venous blood.

Detection, genotyping and the RNA-HCV viral
load: The HCV viral load of all 25 ESRD patients was
not presented at the beginning of hemodialysis. After
agreeing and signing a consent form by each participant,
5 ml of venous whole blood was obtained.

Each participant was interviewed and answered a
comprehensive questionnaire. It includes questions
on: gender, age, place of birth, marital status, working
department, current position, having intravenous
drug antecedents, weather needle stick injured,
surgical intervened, underwent blood transfusion
or hemodialysis. It also includes lifestyle habits
such as sharing tooth brushes, razors or piercing.
Circumcision status, household of family member
with HCV, history of dealing of HCV infected
patients, history of occupational injury from HCV
infected patient.

Five milliliters sample of blood (5 ml) was
collected from the patients before hemodialysis
session using a vacuum tube containing EDTA
(ethylenediaminetetraacetic acid), and was immediately

centrifuged. The viral RNA was extracted from 200 ul
sample of plasma using Roche MagNA pure (automated
extraction). The assay was performed according to the
manufacturer’s instructions. RNA samples were tested
together with negative controls on Roter-Gene machine
using Sacace Real Time HCV genotype. Statistical
analysis was carried out using Microsoft Access
Database.

RESULTS

Of the 25 patients enrolled in this study, 4 patients
(16%) have two genotypes {genotypes la-4 found in 3
patients (12%), and genotypes 1b-4 found in one patient
(4%)}, from 3 different dialysis centers around Syria.

DISCUSSION

This study reveals an increasing infection with HCV
among ESRD patients who underwent hemodialysis,
and the possibility to have infection with more than
one genotype of HCV (super infection) during dialysis
session. There are many reasons associated with HCV
transmission within a facility including: the dialysis
machine may have a role in transmission of HCV and
that is not well understood,**? blood transfusion during
dialysis, the duration of hemodialysis.

In a study for Nguyen DB, et al showed that failure
to properly clean and disinfect priming receptacles
between patients, handling blood specimens near
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Figure 1. The incidence of HCV among hemodialysis patients.
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medication preparation area and clean supplies, use
of a mobile cart to deliver injection medications, and
failure to clean and disinfect high-touch surfaces on
dialysis machines between patients. Failure to clean and
disinfection of equipment and environmental surfaces,
adherence to hand hygiene and glove use, vascular access
care, and medication preparation and administration.
Other facility factors likely contribute to the failure
of maintaining optimal infection control practices.
Examples that have been determined to be significant
include small or cluttered treatment areas that do not
allow adequate space and separation between dialysis
stations, quick turnovers between shifts and rushed
treatment schedules that do not allow adequate time
for cleaning and disinfection, high staff turnover, and
staff lacking infection control training and supervision.
All of these factors can contribute to non-adherence to
proper infection control practices.’* All ESRD patients
on dialysis should be screened for anti-HCV antibodies
at the time of admission to dialysis center to detect any
infection with HCV. They have to test HCV-RNA-PCR
(polymerase chain reaction) if the anti-HCV antibodies’
result is positive, and if the HCV-RNA-PCR’s result is
positive, they should take treatment, but if the anti-HCV
antibodies test is negative, they should be monitored
every 6 months for anti-HCV antibodies.

Apatientwho has previous healed infection with HCV
(i.e., achieved sustained viral response), his/her anti-
HCV antibodies may still positive, and in this situation
he/she should do screening viaHCV-RNA-PCR to detect
any new infection. Any detected HCV infection must
be reported to local public health agencies. In addition,
anti-HCV negative patients should have a monthly ALT
monitoring, and an HCV detecting test should be done
if any unexplained increase in ALT occurs.®

False negative anti HCV-antibodies results are
common in dialysis patients, and that could be related
to immune dysfunction in such patients. In order to
prevent these results, we lowered the threshold to
distinguish between anti HCV core-positive and anti
HCV core-negative in this study in a way that does
not compromising test specificity.** Considering the
relapse hypothesis, the authors speculate that HCV
viral load was not presented in the serum at the time of

testing for 25 patients, because of either treatment or
disappearance of HCV-RNA to extra-vascular sites. In
a study for Teresa CA and her colleagues showed that
regarding the hypothesis of re-infection, the patients
could be infected with multiple HCV strains, and one
strain would prevail as the viremic virus. After the end
of a successful treatment, one displaced strain would
become predominant and influence the outcome of
therapy although some studies have described super
infection in intravenous drug users and hemodialysis
patients, this event is uncommon and probably cannot
explain the switch in genotype between the patients.® It
can be differentiated between the re-infection and super
infection by using the nucleic acid-based techniques.®®

The disadvantage of this study is that a few numbers
of patients were enrolled, so we cannot make a precise
percentage of HCV transmission among ESRD
patients.

Solutions to prevent transmission of HCV in dialysis
facilities; adherence to recommended infection control
and practicing are needed, training the dialysis staff
routinely in a program for preventing infection,
follow CDC recommendations for HCV screening of
hemodialysis patients, evaluate the facility routinely for
infection. The previous recommendation steps should
be done at all dialysis facilities to prevent transmission
of HCV among their patients.

CONCLUSIONS

We investigate the super infection with two genotypes
hepatitis C virus (HCV) infection in 25 patients with
ESRD and found that 4 of 25 patients (16%) have two
genotypes from 3 different dialysis centers around
Syria. There were an increasing infection with HCV
among ESRD patients who underwent hemodialysis
and the possibility to have infection with more than
one genotype of HCV (super infection) during dialysis
session. There are many reasons associated with HCV
transmission within a facility that could be avoided
by routine monitoring for infection in the facilities,
Follow CDC recommendations for HCV screening of
hemodialysis patients, train the dialysis stuff routinely
in a program for preventing infection.
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ABSTRACT

Objective: Hypocalcemia is a well-recognized
complication of thyroid surgery. The aim of this study
was to determine the incidence of hypocalcemia after
thyroid surgery and find out the risk factors involved
regarding the patient age, gender, muscular build,
clinical diagnosis, extent of surgery, ligation of the
inferior thyroid artery, and pathology report.

Methods: This prospective study was carried out

on 50 patients who underwent thyroid surgery for
various thyroid diseases at the surgical department of
Al-Karama Teaching Hospital in the period between
January 2017 to July 2018. Serial serum calcium
measurements were recorded as well as details of
the operation, patient age and gender, ligation of the
inferior thyroid artery or not, pathological report.
Hypocalcemia was considered transient if it was
resolved within 6months and permanent if it persist
after 6 months and the patient was maintained on

*Mohammed Hillu Surriah, M.B.Ch.B-C.A.B.S, Specialist of General and Laparoscopic Surgery, Al-Karama Teaching Hospital, Baghdad, Iraq.
*Amine Mohammed Bakkour, M.B.Ch.B -F.I.B.M.S, Specialist of General Surgery, Al-Karama Teaching Hospital. E-mail: drmohammedhs@yahoo.com
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supplementation therapy of calcium and vitamin D.

Results: Author found that the incidence of post-
thyroidectomy hypocalcemia was 30% and in the
majority of the cases (24%) was transient, while it was
permanent in only (6%) of cases and had occurred
mainly after total thyroidectomy and in cases with
ligation of the inferior thyroid artery.

Conclusions:  Author  concluded that post
thyroidectomy hypocalcemia is a relatively common
complication but it is transient in the majority of the
patients. Its incidence is related to the extent of the
surgery and can be reduced by the good preparation of
the patient preoperatively.

INTRODUCTION

Hypocalcemia is defined as serum corrected calcium
level below 8 mg/dl. Permanent hypocalcemia is
defined as persistent hypocalcemia after 6 months of
thyroidectomy.

Theodore Kocher may be credited for refining the
systems for thyroidectomy what’s more diminishing
that occurrence about post-operative discharge. He
additionally perceived the vitality of protection for
parathyroid organs.! Post-operative hypocalcemia is
a champion among the troubles for thyroidectomy, its
recurrence will be a more prominent sum as a relatable
point following total thyroidectomy over after other a
more noteworthy sum preservationist thyroidectomy.?
The reported recurrence rate of transient hypocalcemia
ranges from 1.6-9.3%, following subtotal thyroidectomy
likewise from 6.9-42% at that point a short time later
out and out thyroidectomy. On differentiate, immutable
hypocalcemia requires been accounted already,
0.2-3% from guaranteeing patients after subtotal
thyroidectomy, moreover secured close by 0.4-29%
in patients following total thyroidectomy.? It regularly
shows itself in the essential 24 hours post-operatively,
on the other hand inside the 2 to 5 days after task;
nonetheless, greatly rarely those beginning might
be put off 2-3 weeks.® Done most by far patients it is
transient that decides precipitously likewise best couple
patients make enduring hypocalcemia.* Completed 80%
for cases it decides in with respect to 12 months.® The
peril about this obfuscating depends on the degree for

medical procedure, the nature of the hidden disease and
the information of the working authority.

Moreover, specific careful issues require help
experienced already, instances of dreary thyroid sickness,
extensive goiter, anatomic varieties, retrosternal on the
other hand without a doubt mediastinal zone what’s
more damage of the parathyroid organs. Hypocalcemia
is more incessant in broad thyroidectomy when
contrasted with minor resections of the thyroid organ,
in the ligation of the sub-parathyroid supply route and
has been identified with the specialist’s understanding.®

The body of a youthful grown-up human contains
around 11009 (27.5mol) of calcium. Ninety-nine percent
of the calcium is in the skeleton. The serum calcium,
regularly around 10 mg/dl (5 meg/l-2.5 mmol/l) was
halfway bound to protein and incompletely diffusible.
Serum calcium is dispersed among three structures
which is protein bound (40%), complexed to phosphate
and different anions (10%) and ionized (half).”

METHODS

This observational study was conducted on 50 patients
operated for thyroid diseases in the surgical department
of Al-Karama teaching hospital from January 2017
to July 2018. Patients, who had undergone total, near
total or subtotal thyroidectomy by bilateral exploration
were included in the study. The patients with concurrent
lymph node dissection and pre-existing hypocalcemia
were excluded.

Preliminary work up included complete clinical
examination, biochemical assay of hormone profile.
Ultrasound imaging of the thyroid gland and neck
in general was done routinely. Aspiration cytology
was performed from all solitary nodules and nodules
showing suspicious features on clinical examination
or ultrasound imaging. Plain helical computerized
tomography was done when clinical evidences of
mediastinal extension were noted. Hyperthyroidism was
controlled before operation. Vocal cords were assessed
by indirect laryngoscopy prior to operation.

Operation was performed by members of surgical
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team noted under general anesthesia, good muscle
relaxation and endotracheal tube.

On the operating table, patients should be supine, and
it must be tilted up (15°) at the end of head to lower
venous engorgement. A gel pad is put transversely
under the shoulder, and the neck to be extended to
make the gland clearer and to provide tension to skin. A
gently curved skin incision was done midway between
the thyroid cartilage notch and the suprasternal notch.
Flaps of skin, subcutaneous tissue and platysma were
raised to the superior thyroid notch and down wards
to the suprasternal notch. The sternothyroid muscle is
mobilized off thyroid gland lobes with being careful to
be near the muscle and outside capsule.

The lateral mobilization was done by the capsular
dissection technique to identifying parathyroid glands
and recurrent laryngeal nerves. Total, near total, or
subtotal resection of each lobe was performed, absolute
haemostasis can be maintained by vessels ligation and
by thyroid remnants suture to the tracheal fascia. The
cervical fascia and pre-tracheal muscles were sutured
and the wound was closed. Randomized clinical trials
have proven that routine drainage to deep cervical space
is not necessary. Vocal cords were reassessed after
extubation by direct laryngoscopy.

Hypocalcemia was diagnosed when serum calcium
level dropped below 8 mg/dl. Patients with transient
hypocalcemia received oral calcium supplementation
(1 g three or four times/day).

Patients who developed neuromuscular symptoms
received intravenous infusion of calcium gluconate, 10
ml of 10% calcium gluconate (equivalent to 8.4 mg or

2.3 mmol calcium) was administrated (1 mg elemental
calcium/kilogram body weight/h). Serum calcium was
estimated to screen for the parathyroid insufficiency at
the first review (4-6 weeks following surgery).®

Patients who developed complications were reviewed
monthly for 12 months or more. Hypocalcemia is
defined as serum corrected calcium level below 8
mg/dl. Permanent hypocalcemia is defined as persistent
hypocalcemia after 6 months of thyroidectomy.

RESULTS

A total of 50 patients aged from 20 to 70 years
underwent a thyroidectomy in the period between
January 2017 to July 2018 at the surgical department
of Al-Karama teaching hospital, 46 were females and
4 were males. Most of patients (70%) had simple
multinodular goiter, 12% had Grave's disease, 8% had
toxic nodular goiter, 6% had thyroiditis, and 4% had
cancer, Table 1.

Hypocalcaemia
Thyroid disease Total
Yes No

Multinodular goiter/simple 7 28 35
Toxic nodular goiter 2 2 4
Thyroiditis 2 1 3
Grave’s disease 2 4 6
Cancer 2 0 2
Total 15 35 50

Table 1. Distribution of the occurrence of
hypocalcaemia by the type of thyroid disease.

Total thyroidectomy was performed for 10% of
patients, near total thyroidectomy for 22% of patients,

Type of surgery MNG CA Thyroiditis | Grave's Toxgo?t%‘:“'ar Total
Total thyroidectomy 0 2 (4%) 0 2 (4%) 1 (2%) 5 (10%)
Near total 0 . . . )
thyroidectomy 5(10%) 0 1 (2%) 3 (6%) 2 (4%) 11 (22%)
Subtotal 0 . ] . 5
thyroidectomy 30 (60%) 0 2 (4%) 1(2%) 1 (2%) 34 (68%)
Total 35 2 3 6 4 50

Table 2. Distribution of cases according to the type of the surgical procedure and thyroid disease.
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and subtotal thyroidectomy for 68% of patients, as
shown in Table 2 .

Among the 5 patients with total thyroidectomy, 4%
was diagnosed as CA, 4% as Grave's disease and 2%
as toxic nodular goiter. While among those with near
total thyroidectomy 10% was from MNG group, and
2% with thyroiditis, 6% with Grave's disease and 4%
with toxic nodular goiter.

Finally; for subtotal thyroidectomy, 60% had MNG,
while 4% was had thyrpoiditis, 2% was diagnosed as
Grave’s disease, and another 2% as toxic nodular goiter.
Around 30% of patients developed hypocalcaemia
postoperatively; in 24% of them it was transient,
and in 6% was permanent. There was 1 out of the 3
patients who developed permanent hypocalcaemia had
underwent total thyroidectomy, and the other one had
underwent near total thyroidectomy, and the last patient
had underwent subtotal thyroidectomy, Table 3.

All the patients with CA had post thyroidectomy
hypocalcemia, while 66.66% of patients with

thyroiditis had hypocalcemia, 33.33% of those with
Grave’s disease had hypocalcemia, 50% of those
with toxic nodular goiter had hypocalcemia and only
20% of those with simple multi-nodular goiter had
hypocalcemia.

There were 11 patients out of the 12 (91.66%) who
developed transient hypocalcemia were females, and 2
patients out of the 3 (66.66%) who developed permanent
hypocalcaemia were females also. While one patient
out of 12 (8.3%) who develop transient hypocalcemia
were male and one patient out of the 3 (33.3%) who
developed permanents hypocalcemia were male also, as
shown in Figure 1.

All of the patients who underwent total and near
total thyroidectomy, 16 patients had underwent bilateral
ligation of the inferior thyroid artery, 10 patients of
them (66.6%) had hypocalcemia, while 15 patients out
of the 34 who underwent subtotal thyroidectomy had
underwent a unilateral ligation of the inferior thyroid
artery, and only 5 of them (33.4%) had hypocalcemia
postoperatively. All the 4 patients who developed

Hypocalcaemia ) Number & % of
Type of surgery No hypocalcaemia tient
Transient Permanent |ZAULELS
Total thyroidectomy 3 (6%) 1 (2%) 1 (2%) 5 (10%)
Near total thyroidectomy 4 (8%) 1 (2%) 6 (12%) 11 (22%)
Subtotal thyroidectomy 5 (10%) 1 (2%) 28 (56%) 34 (68%)
Total 12 (24%) 3 (6%) 35 (70%) 50 (100%)

Table 3. Distribution of cases according to the type of the surgical procedure
and the occurrence of hypocalcaemia.
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Figure 1. Distribution of hypocalcaemia and gender.
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hypocalcemia following total thyroidectomy were of
normal or under normal muscular build, with only one
patient out of the 5 who had hypocalcemia following
near total thyroidectomy was obese and of a short neck,
and one patients out of the 6 who had hypocalcemia
following subtotal thyroidectomy were obese and of a
short neck also.

DISCUSSION

Postoperative hypocalcemia is a relatively common
complication of thyroid surgery, and is known as
a major cause of postoperative morbidity but most
often it is a transient event that occurs after extensive
thyroid surgery. The result of this study showed that the
incidence of post-thyroidectomy hypocalcaemia is 30%
and that it was transient in the majority of the cases.

One third of the patients who had transient
hypocalcemia (33.3%) and two thirds of the patients
who had permanent hypocalcemia (66.6%) belong
to the 31-40 years age group, which is nearly similar
to the results of Chaudhary, et al study.! Most of the
patients who had transient hypocalcemia (91.7%), and
most of the patients who had permanent hypocalcemia
(66.7%) were females, which is similar to the results of
Thomusch, et al study.®

Regarding the type and extent of the surgical
procedure, we found that the incidence of transient
hypocalcaemia was 60% after total thyroidectomy,
36.3% after near-total thyroidectomy, and only 14.7%
after subtotal thyroidectomy. The incidence of permanent
hypocalcemia was 20% after total thyroidectomy, 9%
after near-total thyroidectomy and only 2.9% after
subtotal thyroidectomy. These figures are consistent
with those reported in other studies (Chaudhary, et al
and Nair et al, and Wingert DJ, et al), which showed
that the extent of resection and surgical technique has
a greater impact on the rate of post-thyroidectomy
hypocalcaemia.t101

Regarding the ligation of the inferior thyroid artery,
the current study found that (66.6%) of the patients
who underwent bilateral ligation of that artery had
post-thyroidectomy hypocalcaemia, while (33.4%)

12

of the patients who underwent a unilateral ligation
of that artery had hypocalcaemia, so making that
procedure as an important risk factor. This result was
due to the inadvertent excision of parathyroid gland
in total thyroidectomy and belong to the 31-40 years
age group the interference with the blood supply of the
parathyroid gland in case of truncal inferior thyroid
artery ligation.21?

Regarding the clinical and the pathological
diagnosis, the current study found that all the patients
with CA had post thyroidectomy hypocalcemia, while
66.66% of patients with thyroiditis had hypocalcemia,
and only 33.33% of those with Grave’s disease had
hypocalcemia, and 50% of those with toxic nodular
goiter had hypocalcemia and only 20% of those with
simple multi-nodular goiter had hypocalcemia. These
findings are in agreement with other studies showed
that the thyroid cancer is a risk factor for inadvertent
parathyroid excision.®*** This was due to the radical
removal of thyroid tissue, excessive dissection and
truncal ligation of inferior thyroid A.

Regarding the muscular built of the patient, author
found that only 13.3% of the patients who had post-
thyroidectomy hypocalcemia were obese and of a short
neck, so making that parameter is not so significant.

All these factors might lead to unintentional removal
of parathyroid gland and subsequent hypocalcaemia.!>1®

CONCLUSIONS

It was concluded that post-thyroidectomy
hypocalcemia is relatively common phenomenon,
especially after extensive thyroid surgery, but it is
transient in most of the cases. Its incidence is related
to the extent of the surgical procedure, especially if
this was associated with ligation of the inferior thyroid
artery, and it can be only reduced using the correct
surgical procedures.
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RESULTS OF PULMONARY THROMBO-ENDARTERECTOMY IN
TREATING CHRONIC THROMBOEMBOLIC PULMONARY HYPERTENSION
AT ASINGLE CENTER IN THE MIDDLE EAST
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ABSTRACT

Obijective: Pulmonary thrombo-endarterectomy (PEA) is the treatment of choice for chronic thromboembolic
pulmonary hypertension (CTEPH), but is only performed in few Middle-Eastern centers. We reviewed our 10 years:
experience with PEA in order to define the risks and functional and prognostic results in patients with CTEPH.

Methods: Eighteen patients (mean age 37.2+9.2 years) underwent standard PEA surgery. All patients were in
functional class Il or 1V states pre-operatively. According to Jamieson classification, 14 patients had type | or 1l
CTEPH lesions, and 4 patients had type 11l or IV CTEPH lesions.

Results: One patient died early post-operatively due to acute right ventricular failure, but there were no other
perioperative complications. Systolic pulmonary artery pressures (SPAP) decreased before leaving hospital from
80.1+£21.6 mmHg to 45+14 mmHg (p=0.033), and arterial oxygen saturations (SpO2) increased from 91+7% to
96+5% (p=0.028). Three months post-operatively, SPAP decreased further to 41+18 mmHg and SpO2 increased to
97+4%. These changes were accompanied with advancing 88.8% of patients by more than one NYHA functional
class. Eleven patients were followed for 30.8+46.2 months, with survival rates reaching 81.8% at 5 years.

Conclusions: PEA in our experience was a relatively low-risk procedure, and resulted in satisfactory long-term
outcomes, with significant improvements in hemodynamics, symptoms and prognoses.
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COMPARISON OF T HELPER 17 (TH17) CELL FREQUENCIES AND
INTERLEUKIN 17 (1L-17) LEVELS IN THE PERIPHERAL BLOOD BETWEEN
BREAST CANCER PATIENTS AND WOMEN WITH BENIGN BREAST
TUMORS AND THEIR CORRELATION WITH TUMOR PROGRESSION

sl a3l 8 (1L-17) 17 Ssh iy 58555 (Th17) 17 sac L) 253010 LAY dans 45)laa

sl sk e LagiBle s i) Baseal) ahyg¥) Ciliaypes @il (jlaju Ciliayye die
Maram Bilal, MD; Jumana Al-Saleh, MD; Faihaa Abo Fakher, MD
23 gl slonid 3 ellall Wilen . (I plye .
ABSTRACT

Objective: T-helper 17 (Th17) cells represent a particular subset of T helper lymphocytes characterized by high
production of interleukin 17 (IL-17) and other inflammatory cytokines. While a role for Th17 cells in promoting
inflammation and autoimmune disorders has been extensively demonstrated, it is still controversial whether and how
Th17 cells influence tumor immunity. In this study, we examined the proportion of Th17 cells and the concentration
of a related cytokine (IL-17) in peripheral blood from Syrian patients with breast cancer.

Methods: The study included 69 patients with breast tumors. They were divided into 2 categories: patients affected
with benign breast tumors (n=28) with age range (26-79) years, and breast cancer patients (n=41) with age range
(22-74) years. Th17 cells were evaluated in peripheral blood by flow cytometry and reported as a percentage of total
CD4+ cells, and ELISA method has been used for estimation IL-17 levels in serum of studied groups. The present
study also assessed the association of cell percentage and IL-17 levels with clinico-pathological parameters.

Results: Breast cancer samples had significantly higher concentrations of IL-17 compared with benign breast
tumor samples, and this elevation was correlated with angiogenesis and metastasis. However, no significant
difference of Th17 cell percentages was found between the two studied groups. Similarly, no significant association
was recognized between Th17 frequency and clinico-pathological factors.

Conclusions: We observed significantly increased levels of IL-17 in serum of breast cancer patients, and a
significant association between these levels and both angiogenesis and metastasis. The present findings suggest that
IL-17 could be involved in the aggressiveness of breast tumors.
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RELATIONSHIP BETWEEN N-TERMINAL PRO BRAIN NATRIURETIC
PEPTIDE LEVEL AND ST-SEGMENT RESOLUTION AFTER REPERFUSION
IN PATIENTS WITH ACUTE MYOCARDIAL INFARCTION

ST 4xladll =i asdsall Haall g'cml\ Al ggia AR
Alad) dplsl) dlianll cLiia) aye g2l 4ygyill Bale) 2
Walid Bsata, MD; Qasem Almashhour, MD
296! alaa ol mwld o Ablin @add wddy .
ABSTRACT

Objective: To investigate the association between plasma NT-proBNP levels at admission and ST-segment
resolution (STR) after reperfusion in patients with ST-segment elevation myocardial infarction (STEMI).

Methods: This study included 102 patients with ST-segment elevation myocardial infarction (STEMI), who were
admitted to coronary care unit at Aleppo University Heart Hospital between 1 Mars 2011 until 1 October 2011
were treated by lysis in less than 6 hours from symptoms onset, and randomly selected blood sample was taken on
admission to measure plasma NT-proBNP. Maximal ST-segment elevation was measured on the worst ECG lead
before and 60-90 minutes after reperfusion. Patients were categorized as STR(—) (<50% STR) or STR(+) (>50%
STR).

Results: Of the 102 patients included, 75 (73.5%) were STR(+). The STR(—) group had higher median levels of
NT-proBNP: 413 (59-3000) vs 79 (27-2450) pg/ml, p<0.001. On multivariate analysis, none of the following factors
including age, gender, diabetes mellitus, hypertension, smoking and infarct location had a significant association
with ST-segment resolution. only NT-proBNP level and the period between symptoms onset and therapy initiation
were independent predictor factors for STR. STR(—) patients had a higher in-hospital major cardiac events (mortality,
cardiogenic shock, malignant arrhythmias) than STR(+) group, (37% vs 13%, respectively), p=0.01. Patients with
Timi flow grade (0 or 1) in coronary angiography had higher median levels of NT-proBNP: (320 vs 130 and 97)
pg/ml for Timi flow grade 2 and 3, respectively.

Conclusions: We found a strong association between high levels of NT-proBNP at admission and incomplete
STR in our study, suggesting that NT-proBNP may be useful to predict the prognosis in acute myocardial infarction
patients at the first evaluation.
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COMPARISON OF TWO TREATMENT REGIMENS
FOR HELICOBACTER PYLORI ERADICATION

Al Ayglall adiha SEAY Guadle aallad 45 )lae
Mohanad Sarminy, MD; Bashir Badawi Mobayed, MD; Lina Ghabreau, MD
98 Ll 3 paie (G9- pbdny D (ota pw iga

ABSTRACT

Obijective: The importance of Helicobacter pylori (Hp) infection lies in its close relationship with chronic gastritis,
peptic ulcer disease and stomach cancer. This research aims to determine the effectiveness of two regimens in Hp
eradication, and its effect on clinical manifestations.

Methods: A prospective study in Aleppo University Hospital consisted of eligible patients who underwent upper
gastrointestinal endoscopy with biopsy from the stomach to detect Hp using Giemsa staining. Hp positive patients
received either sequential (group one), or levofloxacin-based triple therapy (group two), with follow-up endoscopy
with biopsy after at least one month to detect Hp eradication.

Results: This research was conducted on 70 patients, Hp was positive in 67 patients (95.7%). The most common
indication for endoscopy was abdominal pain (50%). The most common endoscopic finding in the first group was
gastritis (70.8%), and in the second group hiatal hernia (40%). Patient’s compliance in both groups was 95%. Side
effects occurred in 66.6% and 15% of patients in the first and second group, respectively. Most patients reported
improvement in symptoms post-treatment. Eradication rate was 0% in the first group, and 10% in the second group.

Conclusions: Although most clinical symptoms have improved in patients who have used sequential or levofloxacin-
based triple therapy, but both regimens have failed to eradicate the infection, possibly because of increased bacterial
resistance, which requires detailed study of the sensitivity of the antibiotics used in the treatment.
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Rat Bite Fever

A previously healthy 36-year-old woman presented to the infectious diseases clinic with a 3-day history of fever,
arthralgias, myalgias, and headache. She reported no recent travel or new sexual contacts. She stated that she
had been bitten on her left hand by a pet rat approximately 10 days before presentation. Physical examination

revealed a maculopapular rash on the feet (Panel A) and hands (Panel B), with pustule formation (Panel C).
The right ankle, left knee, and left wrist were swollen and tender to palpation. The patient was admitted to the
hospital, and empirical treatment with intravenous ceftriaxone was initiated. Cultures of a blood sample obtained
at presentation were positive within 24 hours for Streptobacillus moniliformis, a gram-negative bacillus commonly
found in the oropharyngeal flora of rats. A diagnosis of rat bite fever was made. With ongoing treatment, the fever
and arthralgias resolved within 3 days and 6 days, respectively. The patient was discharged on hospital day 7 and
completed a course of treatment with oral amoxicillin. She remained well at follow-up 3 months later.
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Medical Case

Posterior-Wall Myocardial Infarction
QAL SIS aad) 8 ¢ Ldda)

A 60-year-old woman who was a current smoker presented to the emergency department with acute chest
pain. The troponin | level was 51 ng per liter on a high-sensitivity assay (reference value, <18 ng per liter).
An electrocardiogram (ECG) showed sinus rhythm with ST-segment depressions in leads V1 through V4,
with a positive terminal T wave and a large R wave in leads V2 and V3 (Panel A), an appearance suggestive
of posterior-wall ischemia. An ECG performed with the use of posterior leads (Panel B) revealed ST-segment
elevation in leads V7, V8, and V9 (Panel C). Emergency coronary angiography was performed. Occlusion of
the proximal left circumflex coronary artery and the first obtuse marginal artery was visualized (Panel D, arrow)
and treated with the placement of a drug-eluting stent (Panel E). Posterior-wall myocardial infarction can be
challenging to diagnose because of the absence of ST-segment elevation on a standard 12-lead ECG. Posterior-
lead placement is an important diagnostic tool if ischemia is suspected in the posterior wall.
The patient’s subsequent clinical course was uneventful, and she was discharged while receiving
medical therapy for secondary prevention. At the 3-month follow-up, the patient remained well.
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Pediatrics
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Serum bile acids profiling by liquid chromatography-tandem mass
spectrometry (LC-MS/MS) and its application
on pediatric liver and intestinal diseases
haliall A Chdal) uld A8 e Juaal) (B dyghiuall Gasasdl Gilgias yaad
JULY) die plaally Al Gl A ailisdiy (LC-MS/MS) Jiluadl qulpdind) aa

Fu X, etal.
Clin Chem Lab Med 2019 Oct 22.

Background: A method for bile acid profiling measuring 21 primary and secondary bile acids in serum samples
was developed and validated with liquid chromatography-tandem mass spectrometry (LC-MS/MS). Sample
preparation included spiking with internal standards followed by protein precipitation, centrifugation, drying
under nitrogen gas and reconstitution. Extracted samples were injected onto a Phenomenex Kinetex C18 column
(150 x 4.60 mm, 2.6 pm).

Methods: Data was collected with LC-MS/MS G in negative ion mode with multiple reaction monitoring (MRM)
and single reaction monitoring (SRM). The analytical run time was 12 min.

Results: The method showed excellent linearity with high regression coefficients (>0.99) over a range of 0.05 and
25 uM for all analytes tested. The method also showed acceptable intra-day and inter-day accuracy and precision.
As a proof of concept, the analytical method was applied to patients with neonatal intrahepatic cholestasis caused by
citrin deficiency (NICCD), biliary atresia (BA), and necrotizing enterocolitis (NEC), and distinct bile acids profiles
were demonstrated.

Conclusions: The method could be poised to identify possible biomarkers for non-invasive early diagnosis of these
disorders.
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Stratifying asthma severity in children using cough sound analytic technology
Slad) cgeal Julad 408 JMA e JUkY) die gyl Bad sl

Swarnkar V, et al.
J Asthma 2019 Oct 22:1-14.

Introduction: Asthma is a common childhood respiratory disorder characterized by wheeze, cough and respiratory
distress responsive to bronchodilator therapy. Asthma severity can be determined by subjective, manual scoring
systems such as the Pulmonary Score. These systems require significant medical training and expertise to rate clinical
findings such as wheeze characteristics, and work of breathing. In this study, we report the development of an
objective method of assessing acute asthma severity based on the automated analysis of cough sounds.

Methods: We collected a cough sound dataset from 224 children; 103 without acute asthma and 121 with acute asthma.
Using this database coupled with clinical diagnoses and Pulmonary Scores (PS) determined by a clinical panel, we
developed a machine classifier algorithm to characterize the severity of airway constriction. The performance of our
algorithm was then evaluated against the PS from a separate set of patients, independent of the training set.

Results: The cough-only model discriminated no/mild disease (PS 0-1) from severe disease (PS 5,6) but required
a modified respiratory rate calculation to separate very severe disease (PS >6). Asymptomatic children (PS 0) were
separated from moderate asthma (PS 2-4) by the cough-only model without the need for clinical inputs.
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Mini-doses of glucagon to prevent hypoglycemia
in children with type 1 diabetes refusing food
adl) jSaw (al (e Agligll 0 g2 LSM) (e Auadiie cile s g llac)

aladall (paad)l) o Sl e lal) cpa Jg¥) Jaall) udape JUikY) ais
Tinti D, et al.
Acta Diabetol 2019 Oct 31.

Aims: Hypoglycemia in small children with type 1 diabetes is difficult to manage if nausea, vomit or food refusal
occurs. If oral carbohydrate cannot be used, there is a hypothetical risk of severe hypoglycemia. The present article
describes the effect on glucose of small doses of subcutaneous glucagon to revert hypoglycemia and prevent severe
events in small children with type 1 diabetes using a continuous glucose monitoring.

Methods: We analyzed 4 episodes of impending or mild hypoglycemia in 3 children with type 1 diabetes who refused
to eat carbohydrates. Using a standard U-100 insulin syringe, children received one «unit» (10 pg) of glucagon
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subcutaneously for every year of age up to 15 units (150 ug). If the blood glucose did not increase within 30 min,
the initial dosage was repeated at that time. Instructions were given by phone from the physician. At the following
visit data from continuous glucose monitoring devices, insulin pump and glucometer were downloaded and reviewed
retrospectively from the physician.

Results: Blood glucose from continuous glucose monitoring after one and 2 h was 127+80 mg/dl and 165+78 mg/dl,
respectively. After a glucagon injection, there was a single recurrence of hypoglycemia, requiring another shot. The
glucagon was well tolerated, except for nausea, present before the injection. None of the children were taken to our
hospital because of concerns for hypoglycemia.

Conclusion: Mini-doses of glucagon given subcutaneously were effective and safe in preventing frank or impending
hypoglycemia in type 1 diabetes children refusing food.
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The utility of echocardiography in pediatric patients
with structurally normal hearts and suspected endocarditis
Al el A (s8Y)) Aigal) (358 zlsaTl il o guat B3
QAL Aaal) Auil) 963 JUkY) e QB Gilid qlgilly

Kelly P, et al.
Pediatr Cardiol 2019 Oct 31.

The objective of this study was to evaluate the utility of transthoracic echocardiography (TTE) in children with
structurally normal hearts suspected of having infective endocarditis (IE). We hypothesized that the diagnostic yield
of TTE is minimal in low-risk patients with normal hearts. We performed a retrospective chart review of TTEs
performed for concern for endocarditis at a pediatric tertiary care referral center in Portland, Oregon. Three hundred
patients met inclusion criteria (<21 years old, completed TTE for IE from 2005 to 2015, no history of congenital
heart disease or endocarditis). We recorded findings that met the modified Duke criteria (MDC) including fever,
positive blood culture, and vascular/immunologic findings; presence of a central line; whether or not patients were
diagnosed with IE clinically; and if any changes to antibiotic regimens were made based on TTE. Ten patients (3%)
had echocardiograms consistent with IE. When compared to the clinical diagnosis of IE, the positive predictive value
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(PPV) of one positive blood culture without other major/minor MDC was 0. Similarly, the PPV of two positive blood
cultures without other major/minor criteria was 0.071. Patients should be evaluated using the MDC to assess the
clinical probability of IE prior to performing a TTE. Patients with a low probability for IE should not undergo TTE
as it has a low diagnostic yield and patients are unlikely to be diagnosed with disease.
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The spectrum of acute central nervous system symptoms
during the treatment of childhood acute lymphoblastic leukaemia
dalle JMA Balad) 438l Apant) Alagd) (alel cisk
JUlY) aie aladl gglialll (bl el

Banerjee J, et al.
Pediatr Blood Cancer 2019 Nov 1:27999.

Background: Children with central nervous system (CNS) toxicity during therapy for acute lymphoblastic leukaemia
(ALL) are at risk for treatment modifications, long-term sequelae and even higher mortality. A better understanding
of CNS symptoms and their complications improves the potential to prevent and treat them.

Methods: Patient files from 649 children treated with Nordic Society of Pediatric Hematology and Oncology ALL92
and ALL2000 protocols in Finland were reviewed retrospectively for any acute CNS symptom. Detailed data on
symptoms, examinations and treatment of the underlying CNS complications were collected from the medical
records. Disease-related and outcome data were retrieved from the Nordic leukaemia registry.

Results: Altogether, 13% (86) of patients with ALL had acute CNS symptoms. Most symptoms (64%) occurred during
the first 2 months of therapy. Posterior reversible encephalopathy syndrome was the most frequent complication
(4.5%). Cerebrovascular events were diagnosed in 10 cases (1.6%), while methotrexate-related stroke-like syndrome
(SLS) was observed in only one patient (0.2%). CNS symptoms due to systemic or unclear conditions, especially
sepsis, were important for differential diagnosis. CNS leukaemia was associated with CNS symptoms (hazard ratio
[HR]=4.03; P=0.003), and epilepsy was a common sequel of CNS complications (19%).

Conclusions: Acute CNS symptoms are common during ALL therapy, occurring mainly during the first 2 months of
treatment. Patients with CNS leukaemia at diagnosis are at a higher risk for CNS toxicity. Despite intensive CNS-
directed methotrexate treatment, SLS was diagnosed extremely rarely in our series.
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Pregnancy outcomes in Korean women with ankylosing spondylitis
LosS (B hacdall a8 Qlgdl) il e die Jaad) ilis

Park EH, et al.
Korean J Intern Med 2019 Sep 26.

Background/aims: Because ankylosing spondylitis (AS) mainly affects sacroiliac joints, special attention should be
given to normal labour and pregnancy outcomes. Here, we investigate pregnancy outcomes in Korean women with
AS.

Methods: Based on data from the Korean Health Insurance Review and Assessment Service claims database since
July 2007, maternal complications were compared between women with AS and 1:10 matched general population by
maternal age and year of delivery. Additionally, the 27 deliveries from 21 patients with AS who were seen at a tertiary
hospital were retrospectively evaluated using 1:4 matched control group by maternal and gestational age.

Results: In the population-based cohort, there were 1,293 deliveries in 996 patients with AS. Higher maternal age
and more comorbidities were reported than in the general population. However, compared to age and delivery-
year matched population, only the rate of Caesarean section (CS) was higher in women with AS (odds ratio, 1.52;
95% confidence interval, 1.36 to 1.70). Incidence of other maternal complications was comparable between women
with AS and control subjects. In the hospital-based cohort, the CS rate was higher in women with AS (44.4% vs.
20.4%, p=0.002). Causes of CS was not different in both groups, including previous uterine surgery. There were no
significant differences in foetal outcomes, including growth restriction, foetal malformations and Apgar score.
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Conclusions: CS deliveries were performed more often in women with AS. However, other maternal complications
and offspring complications were similar between women with AS and healthy control subjects.
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Aspirin, low molecular weight heparin, or both in preventing pregnancy complications
in women with recurrent pregnancy loss and factor V Leiden mutation
Jaadl o L) cilliay) e Llgl & LagdS ol usad) ¢ sl Glaldia cpslugd) «Cpnad) aladin)
Leiden (walddl Jaladl 55dkag 5, Siall culaland) e ey o ludl) aie

Karadag C, et al.
J Matern Fetal Neonatal Med 2019 Sep 25:1-161.

Objective: The aim of this study was to compare the effects of low molecular weight heparin (LMWH), LMWH plus
low dose aspirin, or low dose aspirin only on pregnancy outcomes in recurrent pregnancy loss (RPL) patients with
factor V Leiden mutation (FVLM).

Materials and methods: A total of 2764 RPL patients were evaluated in for the etiology of RPL. Mutations in factor
V Leiden homozygous and heterozygous were determined. Subsequently, 196 of these patients were diagnosed with
FVLM and included in the study; of these 174 completed the study. At the sixth week of gestation of subsequent
pregnancy participants were randomly distributed into three groups. Group A (n=61) was composed of patients with
an oral dose of 100 mg aspirin daily, Group B (n=59) consisted of patients using 40 mg enoxaparin and 100 mg orally
aspirin daily, and Group C (n=54) included patients using 40 mg enoxaparin daily during pregnancy.

Results: Among the 174 patients who completed the study, the live birth and miscarriage rates were similar for the
three groups (p=0.843 and p=0.694, respectively). There was no significant difference among the groups in rates of
eclampsia, placental abruption, intrauterine fetal growth restriction and gestational diabetes mellitus. The number
of preeclamptic patients was significantly higher in Group A than Groups B and C. The levels of preterm birth was
significantly higher in Group A than Groups B and C.

Conclusion: Using low dose aspirin, LMWH plus aspirin, or LMWH alone yielded comparable live birth rates in
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RPL patients with FVLM. However, LMWH decreased the risk of preeclampsia in this group of patients. LMWH
might therefore have a preventive role regarding preeclampsia.
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Identification of risk factors for postpartum urinary
retention following vaginal deliveries
o) alial) Gigaad b ghadl) Jalge yaas
Llgal) 38N el A alial) aay

Lamblin G, et al.
Eur J Obstet Gynecol Reprod Biol 2019 Oct 9;243:7-11.

Objective: Postpartum urinary retention (PUR) is an uncommon complication of vaginal delivery, defined as a
failure to void spontaneously in the six hours following vaginal birth. The objective of this study was to identify risk
factors for PUR in order to provide prompt management.

Study design: A retrospective, comparative, case-control study, including two groups of 96 patients who delivered
vaginally, was conducted at the Women and Children’s University Hospital in Lyon, France. Patients were selected
based on data extraction from the medical records of the obstetrics and gynecology department. The first group
included patients with postpartum urinary retention and the second group, without PUR, was selected randomly,
respecting 1:1 matching criteria, paired according to the year of delivery and patient’s age at delivery.

Results: Logistic regression analysis found that instrumental delivery (OR 13.42, 95%CI [3.34;53.86], p=0.0002),
absence of spontaneous voiding before leaving the delivery room (OR 6.14, 95%CI [2.56;14.73], p<0.0001), no
intact perineum (OR 3.29, 95%CI [1.10;9.90], p=0.03) and vulvar edema or perineal hematoma (OR 8.05, 95%ClI
[1.59;40.67], p=0.01) were independent risk factors associated with PUR.

Conclusion: The present study identified risk factors for PUR that should be taken into consideration as soon as
delivery is over in order to implement appropriate management. Future studies are needed to assess the contribution
of early systematic bladder scanning in patients with risk factors for early diagnosis of PUR.
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Cranberry, D-mannose and anti-inflammatory agents prevent
lower urinary tract symptoms in women undergoing prolapse surgery
i) Ll G2l e Llgl B lgiidd Saliaall Jalgally D-mMannose « gl cigil) g
g,iul.'cd\ bgagl) dajal claaldl) ¢ ludl) e

Russo E, et al.
Climacteric 2019 Nov 1:1-5.

Objective: We assessed the effect on lower urinary tract symptoms (LUTS) of a supplement containing cranberry,
D-mannose and anti-inflammatory molecules in postmenopausal women undergoing surgery for cystocele.

Study design: Forty postmenopausal women were randomized 1:1 to an active group receiving the nutritional
supplement twice a day for 2 weeks starting from surgery, or to a control group receiving surgery only. Primary
outcomes were the effectiveness in the postoperative LUTS and urinary tract infections (UTI). LUTS were investigated
by a validated questionnaire (ICIQ-FLUTS) at baseline and at week 4. Secondary outcomes were the safety and
tolerability of the supplement and other perioperative outcomes.

Results: No significant differences were found in perioperative outcomes and in incidence of UTI. After surgery,
women treated with the supplement experienced significantly better scores on the filling domain of the questionnaire.
A non-significant decrease in voiding scores was also found. No adverse events were detected.

Conclusion: The use of an oral supplement containing cranberry, D-mannose and anti-inflammatory molecules
decreases the perception of LUTS in postmenopausal women after anterior colporraphy. Our data suggest that
perioperative use of nutritional supplements may be useful in the management of postoperative LUTS.
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In vitro fertilization is associated
with the onset and progression of preeclampsia
glay) 08 L Jskiy sa aa gladl (2 uaddl) bald))

Gui J, etal.
Placenta 2019 Sep 23;89:50-57.

Objective: We aimed to estimate the risk of preeclampsia (PE) associated with in vitro fertilization (IVF) and
potential predisposing factors responsible for the observed association.

Methods: This retrospective cohort study included 114485 pregnant women who delivered at the Nanjing Maternity
and Child Health Care Hospital between 2013 and 2018. Of the 114485 women, 4601 (4%) conceived through IVF
(IVF group) and 109884 (96%) conceived spontaneously (SC group). We performed logistic regression analysis to
evaluate the risk of PE following IVF compared to spontaneous conception (SC). Then, we used propensity score
matching analysis to compare the clinical characteristics and pregnancy outcomes between IVF patients with and
without PE.

Results: There were 1339 PE cases in the total study population, with a significantly higher incidence of PE in IVF
relative to spontaneous pregnancies (6.1% vs. 1.0%, p<0.01). Severe PE was more prevalent in singleton IVF-PE
group than in singleton SC-PE group (40% vs. 24.1%, p=0.025). Placenta accreta was more common in singleton
preeclamptic patients with IVF than without IVF (12.5 vs. 2.6%, p=0.003). Placental hypoxia was more prevalent in
twin IVF pregnancies with PE than without PE (6% vs. 12.2%, p=0.045). Moreover, the IVF-PE group showed more
frequent first-trimester bleeding (31.6% vs. 10.5%, p=0.024) compared to the control group.

Conclusion: IVF is associated with the onset and progression of PE. Defective placentation and placental insufficiency
may predispose IVF patients to PE and may manifest as first-trimester bleeding.
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Surgery

Galyal

Safety and efficacy of a novel shunt surgery combined
with foam sclerotherapy of varices for prehepatic portal hypertension
@M (Msal) uleas aa Galilly Aygal) Aala Lllady Lo
Al g8 ) el g p i) N

Zhang Z, et al.
Clinics (Sao Paulo) 2019;74:e704.

Objectives: This pilot study investigated the safety and efficacy of a novel shunt surgery combined with foam
sclerotherapy of varices in patients with prehepatic portal hypertension.

Methods: Twenty-seven patients who were diagnosed with prehepatic portal hypertension and underwent shunt
surgeries were divided into three groups by surgery type: shunt surgery alone (Group A), shunt surgery and
devascularization (Group B), and shunt surgery combined with foam sclerotherapy (Group C). Between-group
differences in operation time, intraoperative blood loss, portal pressure decrease, postoperative complications,
rebleeding rates, encephalopathy, mortality rates and remission of gastroesophageal varices were compared.
Results: Groups A, B and C had similar operation times, intraoperative bleeding, and portal pressure decrease. The
remission rates of varices differed significantly (p<0.001): one patient in Group A and 6 patients in Group B had
partial response, and all 9 patients in Group C had remission (2 complete, 7 partial). Two Group A patients and one
Group B patient developed recurrent gastrointestinal bleeding postoperatively within 12 months. No postoperative
recurrence or bleeding was observed in Group C, and no sclerotherapy-related complications were observed.
Conclusions: Shunt surgery combined with foam sclerotherapy obliterates varices more effectively than shunt
surgery alone does, decreasing the risk of postoperative rebleeding from residual gastroesophageal varices. This
novel surgery is safe and effective with good short-term outcomes
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Effect of the closure of mesenteric defects
in laparoscopic Roux-en-Y gastric bypass
A lal) cligddl) g8 ) il
RBI e Y JSal) @l anall Hilaall eha) el b

Samur JS, et al.
Surg Obes Relat Dis 2019 Aug 13.

Background: Internal hernias (IH) are a recognized problem in laparoscopic Roux-en-Y gastric bypass (LRYGB)
that can cause intestinal obstruction. The routine closure of the mesenteric defects (MDs) to prevent IH in the LRYGB
remains controversial.

Objectives: The main objective of our study was to evaluate the risk of reopening at the level of both MDs, the
Petersen space, and the intermesenteric gap.

Setting: University hospital.

Methods: Prospective cohort of patients with a history of LRYGB, all with closure of both MDs, and in whom
another intra-abdominal surgery was performed after the LRYGB, between January 2013 and December 2018.
The status of both MDs was recorded. All analyses were performed with Stata version 15 software with a level of
significance of .05.

Results: A total of 76 patients were included. The average time that elapsed between the LRYGB and the surgery
that evaluated the state of the MDs was 22.8 months. The patients lost on average 34.7 kg, with a minimum of 8 kg
and a maximum of 76 kg. The indications for the interventions were cholelithiasis (68.3%), recurrent abdominal pain
(13.2%), intestinal obstruction (11.8%), malabsorption syndrome (7.3%), and bilateral inguinal hernia (2.4%). At the
time of surgery, 52 patients (68.4%) had a completely closed Petersen space; 58 patients (76.3%) had a completely
closed intermesenteric defect. Both MDs were closed in 36 patients (47.4%), and 33 patients (43.4%) had at least 1
of the MDs open.

Conclusion: The closure of MDs eliminated the risk of IH in half of the operated patients of LRYGB in this series.
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Thyroidectomy as treatment of choice for differentiated thyroid cancer
Sebadall oAl Glayw eVl b Jial zilas 5,4 Jlatial

Giuffrida D, et al.
Int J Surg Oncol 2019 Oct 13;2019:2715260.

Background: Despite a large amount of data, the optimal surgical management of differentiated thyroid cancer
remains controversial. Current guidelines recommend total thyroidectomy if primary thyroid cancer is >4 cm, while
for tumors that are between 1 and 4 cm in size, either a bilateral or a unilateral thyroidectomy may be appropriate
as surgical treatment. In general, total thyroidectomy would seem to be preferable because subtotal resection can
be correlated with a higher risk of local recurrences and cervical lymph node metastases; on the other hand, total
thyroidectomy is associated with more complications.

Methods: This is a retrospective study conducted on 359 patients with differentiated thyroid cancer, subjected to total
thyroidectomy. Our aim was to correlate clinical and pathological features (extrathyroid tumor growth, bilaterality,
nodal and distant metastasis) with patient (gender and age) and tumor (size and histotype) characteristics. Moreover,
we recorded postoperative complications, including hypoparathyroidism and laryngeal nerve damage.

Results: In our study, we found a high occurrence of pathological features indicating cancer aggressiveness
(bilaterality, nodal metastases, and extrathyroid invasion). On the other hand, total thyroidectomy was associated
with relatively low postsurgical complication rates.

Conclusions: Our data support the view that total thyroidectomy remains the first choice for the routine treatment of
differentiated thyroid cancer.
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Prediction of and surgical strategy
for adherent hilar lymph nodes in thoracoscopic surgery
diaital) Ay yuad) dggliall) Stally ‘gatal)
! daadical) dualad) (3oklly Ay ulaill) 4y jaall dafall DA

Matsuura Y, et al.
Asian J Endosc Surg 2019 Nov 17.

Introduction: Adhesions between the hilar lymph nodes (HLN) and pulmonary artery are challenging during
thoracoscopic surgery. Preoperative assessment of appropriate surgical access and feasibility of thoracoscopic surgery
for lobectomy are crucial. However, there have been only a few reports of this issue. We investigated the association
between the radiological features and the presence of HLN adhesions and validated the possibility of preoperatively
predicting their presence. The types of adhesions were classified, and surgical strategies for each category were
summarized.

Methods: We retrospectively identified 19 patients with adherent HLN (group A) from 1134 patients who had
undergone thoracoscopic surgery for lobectomy between January 2008 and December 2017. One case in group A
was matched to two cases with normal HLN (group N) by propensity score matching. We compared the radiological
features of HLN between the two groups on preoperative CT scans. For group A, we assessed the recurrence of
regional lymph nodes (RLNSs) and classified the types of adhesions.

Results: Adherent HLN were larger and had higher CT values than normal HLN. Calcification in the RLNs indicated
the possibility of adhesions in HLN. Group A had adhesions due to inflammation but no postoperative recurrence of
RLNs.

Conclusions: Adhesion of HLN to the pulmonary artery may be predicted to some extent by using preoperative CT
scans. Our findings may contribute to improving the safety of thoracoscopic surgery.
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Cardiovascular Diseases
ddle gl Al alyal)

Vitamin D and cardiovascular disease
Lo ) tal) alpally D cppaliudl) ¢y A8Dlal)

Zittermann A, et al.
Anticancer Res 2019 Sep;39(9):4627-35.

Intheclinical setting, administration of high daily or bolus doses of vitamin D is often solely based on 25-hydroxyvitamin
D [25(OH)D] testing. This review summarizes the evidence of the effect of vitamin D on cardiovascular disease
(CVD). Meta-analyses of randomized controlled trials (RCTs) have demonstrated that CVD risk markers, such as
lipid parameters, inflammation markers, blood pressure, and arterial stiffness, are largely unaffected by vitamin D
supplementation. Similar results have been obtained regarding CVD events and mortality from (meta)-analyses of
RCTs, even in subgroups with 25(OH)D concentrations <50 nmol/l. Likewise, Mendelian randomization studies
have indicated that the genetic reduction of the 25(OH)D concentration does not increase CVD risk. Some studies
do not exclude the possibility of adverse vitamin D effects, such as elevated plasma calcium concentration and an
increased CVD risk at a 25(OH)D concentration >125 nmol/l. Based on a conservative benefit-risk management
approach, vitamin D doses beyond the nutritionally recommended amounts of 600 to 800 IE daily currently cannot
be advised for the prevention of CVD events.
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Secondary prevention medications
after coronary artery bypass grafting and long-term survival
) Aligla Lol Lgiidle g ALISY) Culpdd) clilas diles ) sny Ayl LGl g0

Bjorklund E, et al.
Eur Heart J 2019 Oct 22.

Aims: To evaluate the long-term use of secondary prevention medications [statins, B-blockers, renin-angiotensin-
aldosterone system (RAAS) inhibitors, and platelet inhibitors] after coronary artery bypass grafting (CABG) and the
association between medication use and mortality.

Methods and results: All patients who underwent isolated CABG in Sweden from 2006 to 2015 and survived at
least 6 months after discharge were included (n=28 812). Individual patient data from SWEDEHEART and other
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mandatory nationwide registries were merged. Multivariable Cox regression models using time-updated data on
dispensed prescriptions were used to assess associations between medication use and long-term mortality. Statins
were dispensed to 93.9% of the patients 6 months after discharge and to 77.3% 8 years later. Corresponding figures
for B-blockers were 91.0% and 76.4%, for RAAS inhibitors 72.9% and 65.9%, and for platelet inhibitors 93.0% and
79.8%. All medications were dispensed less often to patients >75 years. Treatment with statins [hazard ratio (HR)
0.56, 95% confidence interval (95% CI) 0.52-0.60], RAAS inhibitors (HR 0.78, 95% CI 0.73-0.84), and platelet
inhibitors (HR 0.74, 95% CI 0.69-0.81) were individually associated with lower mortality risk after adjustment for
age, gender, comorbidities, and use of other secondary preventive drugs (all P<0.001). There was no association
between B-blockers and mortality risk (HR 0.97, 95% CI 0.90-1.06; P=0.54).

Conclusion: The use of secondary prevention medications after CABG was high early after surgery but decreased
significantly over time. The results of this observational study, with inherent risk of selection bias, suggest that
treatment with statins, RAAS inhibitors, and platelet inhibitors is essential after CABG whereas the routine use of
B-blockers may be questioned.
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Pulmonary Diseases
4yl galyeY)

Allergen immunotherapy in allergic asthma
) gl cNa B clagsally de Uial) dadlaal)

Novakova P, et al.
J Asthma 2019 Oct 22:1-13.

Background: Allergic asthma is the predominant phenotype in clinical practice. Allergen immunotherapy is the
only curative and specific approach for the treatment of allergies with clinical benefits for several years after its
discontinuation. Despite advances, the use of allergen immunotherapy in allergic asthma is still suboptimal and
controversial. The purpose of this article is to review the published data about the impact of allergen immunotherapy
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with the most commonly used allergen extracts on allergic asthma outcomes, including both clinical parameters and
patients’ subjective experience (quality of life).

Data sources: Several databases were used, including PubMed, Scopus, Web of Science (2002 - 2019) and search in
English and Spanish languages was performed using the following terms: “allergen immunotherapy” and “asthma’ in

combination with “house dust mite”, “birch pollen”, “grass pollen”, “olive tree pollen”, “molds”, “pets” and “asthma
quality of life”.

Study selections: Randomized control trials and meta-analysis from reviewed publications were included.

Results: Emerging data relating to the positive impact on asthma outcomes of allergen immunotherapy allows the
addition of this treatment as a therapeutic option in mild to moderate asthmatics sensitized to house dust mite and
pollens. Limited data are available for patients sensitized to molds and pets, as well in severe allergic asthma population.
Conclusion: Allergen immunotherapy remains a potential therapeutic option for some patients with allergic asthma.
Further research is needed to define the optimal period of treatment, the possible therapeutic role in the treatment of
severe allergic asthma, and the cost-effectiveness of allergen immunotherapy in asthmatic patients.

ALal) Aadled) il ypally Lo liall Aalaall yiind Ayl Gusjled) 3 Bl ) (gyalal) Jaail) il gl ey séuagd) LA
il ey Aallaall o3 il ey s Baal et Aypypes 205 383 Ll G pulial) Vs Aallas b Qi) de il 2jlaally s )
Dl 4l LS gl (sginnall (50 Jis Lo msmenil) sl Va8 cilayally Lo liall dallaad) ot oY) cdallaall o3 3 Ginall il (g
le s FSY) claypall Lada sladinly claysally Ao il dadledd) Jsn 88l libanall damdye ) duhal) 038 Cingd sl o Janl
Capal die duadall Gl gally (mpall Ayl cilyetiall @b 8 L ¢ amntll sl GVl 8 dadleall o3 Lyl AUl bl
(oapd) xie sLall G )
ua 201952002 wle o 5580 A Web of Science «Scopus <PubMed :cilad saxaie clily aelsd aladind &5 ralibal) jibaa
Al e e Bl L) g Tagial) sl el sally Ao il dadladl) 400 daliaall Lol alatinly Al s 4300 cpiallly Gl 5
sl a8 slall due s il lilgall amolds caall ksl el adls jle ¢ adiall dlall 5le cbirch Ysill 3yail
Nginalye aai Al adlgall 50 g sall Algall Ulally Al saal) Al sdall iyl Hladl 2 eladal) jlad)
Ladall Ayl 038 Al rany Lo a5 cchlaysally dpe liall Aallaall ok die gl Alls dpmas e Aglay) 00 Clilanad) <jlal sguilidl)
el e sl lbaall 5 L adhl) ey Jial) Jle dia Guanaall sl (e Hassially 2adal) SV aage die 20le LS
osbeal) and sl ie syl cVs ) ALYl ol le s AL Qi) gy Giall Gl
sl 2mil a1 e e sl cang s )l g pan 3l S Lindle Dld il ally Zue bl Aadlaal) 35t claliiiy)
o3¢ AR A ladl) yria apant ) ALY el weatl) sl) Vs Aallas 3 L) Jainall adlal) sy cdallaad) oda (3l 4400l
sl mge die dalladll

Gastroenterology

Laingl) el

An observational study on long-term renal outcome
in patients with chronic hepatitis B treated with tenofovir disoproxil fumarate
B (ol 2l gl laje dic aaY) Sy Ayglcl) il Jga Al Ay
tenofovir disoproxil fumarate slsa cpadlaall Craiall

Lim TS, etal.
J Viral Hepat 2019 Oct 22.

In patients with chronic hepatitis B (CHB), long-term effects of tenofovir disoproxil fumarate (TDF) on renal function
have been controversial. This study aimed to analyze the real-world long-term effects of TDF on renal function in
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Korean patients with CHB. We analyzed a cohort of 640 treatment-naive patients with CHB who were treated with
TDF between May 2012 and December 2015 at Severance Hospital, Seoul, Republic of Korea. The mean age was
48.3 years old, and 59.5% were male. The proportions of hypertension and diabetes mellitus (DM) were 11.6%
and 14.2%, respectively, and that of liver cirrhosis was 20.8%. During the 5 year follow up, using a linear mixed
model, serum creatinine increased from 0.77+£0.01 mg/dL to 0.85+0.02 mg/dL (P<0.001), and eGFR decreased from
102.6+0.6 mL/min/1.73m? to 93.4+1.4 mL/min/1.73m? (P<0.001). In subgroup analysis, eGFR was statistically more
decreased in patients with age >60 than <60 years old (P=0.027), and in patients with diuretic use than without
diuretic use (P=0.008). In multivariate analysis, the independent risk factors for eGFR decrease >20% were baseline
eGFR <60 mL/min/1.73m? (P=0.034) and the use of diuretics (P<0.001). CHB patients on TDF experienced greater
reduction in renal function with age >60 and with diuretic use compared to those without these characteristics.
Baseline eGFR <60 mL/min/1.73m? and use of diuretics were independent risk factors of eGFR decline of more than
20% on TDF therapy.
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Diagnostic accuracy of non-invasive methods detecting clinically
significant portal hypertension in liver cirrhosis
IS A AL e gkl duaddal) 48
28 geadi Nl (b Lgmpnn algdl i) a8l st g

Rana R, et al.
Minerva Med 2019 Oct 14.

Introduction: We attempted to investigate non-invasive technigques and their diagnostic performances for evaluating
clinically significant portal hypertension.

Evidence acquisition: The systematic search was performed on PubMed, Embase, Scopus, and Web of Science ™
core index databases before 13 December 2018 restricted to English language and human studies.

Evidence synthesis: 32 studies were included, with total populations of 3,987. The overall pooled analysis was
performed by bivariate random effect model, which revealed significantly higher sensitivity and specificity of 77.1%
(95% confidence interval, 76.8-78.5%) and 80.1% (95% confidence interval, 78.2-81.9%), respectively; positive
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likelihood ratio (3.67), negative likelihood ratio (0.26); and diagnostic odd ratio (16.24). Additionally, the area under
curve exhibited significant diagnostic accuracy of 0.871. However, notable heterogeneity existed in between studies
(1>=87.1%), therefore, further subgroup analysis was performed. It demonstrated ultrasonography, elastography,
biomarker, and computed tomography scan had a significant overall summary sensitivity (specificity) of 89.6%
(78.9%), 81.7% (83.2%), 72.2% (76.8%), and 77.2% (81.2%), respectively. Moreover, the areas under curve values
were significantly higher in elastography (0.906), followed by computed tomography scan (0.847), biomarker
(0.825), and ultrasonography (0.803).

Conclusions: In future, non-invasive techniques could be the future choice of investigations for screening and
diagnosis of clinically significant port al hypertension in cirrhosis. However, standardization of diagnostic indices
and their cut-off values in each non- invasive method needs to be addressed.
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Neurology
Lypanl ) yY)

Imaging after thrombolysis and thrombectomy: rationale,
modalities and management implications
cilalaiyly Gkl o juall (AR Jlatiulg 353N Ja dles day o guatl)

Ng FC, et al.
Curr Neurol Neurosci Rep 2019 Jul 6;19(8):57.

Purpose of review: Urgent reperfusion treatment with intravenous thrombolysis or mechanical thrombectomy reduces
disability after ischaemic stroke. Imaging plays an important role in identifying patients who benefit, particularly in
extended time windows. However, the role of post-treatment neuroimaging is less well established. We review recent
advances in neuroimaging after reperfusion treatment and provide a practical guide to the options and management
implications.

Recent findings: Post-treatment imaging is critical to identify patients with reperfusion-related haemorrhage and
oedema requiring intervention. It also can guide the timing and intensity of antithrombotic medication. The degree of
reperfusion on post-thrombectomy angiography and infarct volume and topography using CT or MRI carry important
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prognostic significance. Perfusion-weighted MRI and permeability analysis may help detect persistent perfusion
abnormalities post-treatment and predict haemorrhagic complications. Post-treatment neuroimaging provides
clinically relevant information to identify complications, assess prognosis and perform quality assurance after
acute ischaemic stroke. Recent advances in neuroimaging represent a potential avenue to explore post-reperfusion
pathophysiology and uncover therapeutic targets for secondary ischaemic and haemorrhagic injury.
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Endocrinology
axall 232]) ) el

Hypocalcemic cardiomyopathy: a rare presenting manifestation of hypoparathyroidism
Gl chla askd) ) guad cVAT ol AU :a gaud\Sl) ekl AIAl) dAllad) JSlic)

Saini N, et al.
BMJ Case Rep 2019 Sep 12;12(9).

Hypoparathyroidism patients present with features of hypocalcemia like carpopedal spasm, numbness and paresthesias
but hypocalcemic cardiomyopathy leading to congestive heart failure (CHF) is a rare presentation. We present here
a case of 55-year-old Asian man who was a known case of dilated cardiomyopathy for 6 months, presented with the
chief complaints of shortness of breath on exertion and decreased urine output. On general physical examination,
features suggestive of CHF were seen. Chvostek and Trousseau’s sign was positive. The patient had a history of
cataract surgery of both eyes 15 years ago. Further investigations revealed hypocalcemia. Echo showed severe global
hypokinesia of left ventricle with left ventricle ejection fraction 15%. This CHF was refractory to conventional
treatment, though, with calcium supplementation, the patient improved symptomatically. On follow-up after 3
months, an improvement was seen in the echocardiographic parameters with ejection fraction improving to 25%.
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Metabolic effects of dopamine agonists in patients with prolactinomas
LN g ) ah gV pdaye dis Cpnalygal) clalid Ldiiay) el il
Byberg S, et al.
Endocr Connect 2019 Sep 1.

Objectives: Recent large cohort studies suggest an association between high plasma prolactin and cardiovascular
mortality. The objective of this systematic review was to systematically assess the effect of reducing prolactin with
dopamine agonist on established cardiovascular risk factors in patients with prolactinomas.

Design: Bibliographical search was done until February 2019 searching the following databases: Pubmed, Embase,
WHO and LILAC. Eligible studies had to include participants with verified prolactinomas where metabolic variables
were assessed before and after at least two weeks treatment with dopamine agonists.

Methods: Baseline data and outcomes were independently collected by two investigators.

Results: Fourteen observational studies enrolling 387 participants were included. The pooled standardized mean
difference of the primary outcome revealed a reduction of BMI and weight of -0.21 (95% CI. - 0.37 to - 0.05;
p=0.01; 12 =71 %), after treatment. Subgroup analysis suggested that the reduction of weight was primarily driven
by studies with high prolactin levels at baseline (p=0.04). Secondary outcomes suggested a small decrease in waist
circumference, a small to moderate decrease in triglycerides, fasting glucose levels, HOMA-IR, HbAlc and hsCRP,
and a moderate decrease in LDL, total cholesterol and insulin.

Conclusion: This systematic review suggests a reduction of weight as well as an improved lipid profile and glucose
tolerance after treatment with dopamine agonist in patients with prolactinomas. These data are based on low quality
evidence.
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Hematology And Oncology

a5 all

Diagnostic classification of soft tissue malignancies
53l A LAY Liuatl) (addal)

Cloutier JM, et al.
Curr Probl Cancer 2019 May 28.

Soft tissue sarcomas encompass a broad spectrum of histologically, clinically, and molecularly diverse neoplasms
that present unique diagnostic and therapeutic challenges. Accurate classification is essential both for appropriate
risk stratification and for guiding clinical management. Once classified almost exclusively based on the morphologic
appearance of the tumor by light microscopy, many soft tissue sarcomas are now known to manifest recurrent
patterns of genetic alterations. In addition to enabling molecular confirmation of histologic diagnoses, discovery
of these recurrent genetic alterations has helped to refine existing morphologic definitions of sarcoma subtypes and
even prompted the discovery of new subtypes. As therapy for sarcoma has become increasingly tailored to a specific
entity, the integration of molecular data has assumed added importance in diagnostic decision making. In this article,
we summarize principles of the histologic evaluation of soft tissue sarcomas, discuss specific diagnostic features of
several of the most common sarcoma subtypes, and describe our vision for a future of soft tissue sarcoma diagnosis
that merges morphologic, genetic, and epigenetic features to arrive at diagnoses that are aligned with tumor-specific,
biologically targeted treatment approaches.
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Ibrutinib-based therapy impaired neutrophils microbicidal activity
in patients with chronic lymphocytic leukemia during the early phases of treatment
g Sall ALY Adlail) e Ibrutinib Ao sadisal) dadleall dud) Sl
Cajal) gslialll Galianl) oape aic dallaall ca 5Ll Jalyal) & Aaad) ¢ Liagdl cily <)

Prezzo A, et al.
Leuk Res 2019 Oct 3;87:106233.

Ibrutinib is a tyrosine kinase inhibitor used in the treatment of a variety of lymphoid malignancies, including chronic
lymphocytic leukemia (CLL). Drugs inhibiting B-cell-receptor (BCR)-associated kinases, including BTK inhibitors,
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act on B cells and on a wide spectrum of tissues and cells, including innate immunity cells. Thus, alterations in
the Bruton’s tyrosine kinase (BTK) kinase function could lead to an impairment of innate immune cells functions
and to an increased infectious risk in patients receiving BTK inhibitors. We analyzed in vivo neutrophils oxidative
burst, neutrophils granules release and cytokine production in relapsed/refractory CLL patients treated over time
with ibrutinib as single-agent. We observed a dramatic reduction of neutrophils oxidative burst, Fc gamma receptors
(FcyRs)-mediated degranulation and IL-8 plasma levels already after the first forty-eight hours of therapy with
ibrutinib. However, ibrutinib treatment did not alter the surface expression of CD11b nor cytokine and proteinases
release not mediated by FcyRs engagement. After three weeks, oxidative burst was still impaired, while degranulation
and IL-8 levels were restored. In a group of CLL patients who survived for more than three years, all processes
triggered by FcyRs completely recovered except the release of neutrophil elastase (NE) and IL-8. In conclusion,
during the initial phases of ibrutinib therapy, the reduction of IL-8, NE, myeloperoxidase (MPO) levels and oxidative
burst negatively impacted on mechanisms involved in neutrophils microbicidal activity.
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Rheumatology And Orthopedics
aUsal) (alyals Zygi )l (yalpaY)

The association between gravidity, parity and the risk of developing rheumatoid arthritis
5 Jualial) calgall okl jhadg il lly Jgand) (s A8

Chen WMY, et al.
Semin Arthritis Rheum 2019 Sep 11.

Objective: To establish if gravidity and parity associate with the development of rheumatoid arthritis (RA), and
to establish if this effect is influenced by the time elapsed since pregnancy/childbirth, the number of pregnancies/
childbirths, and serological status, through systematically reviewing the literature and undertaking a meta-analysis.

Methods: We searched Medline/EMBASE (from 1946 to 2018) using the terms “rheumatoid arthritis.mp” or
“arthritis, rheumatoid/” and “pregnancy.mp” or “pregnancy/” or “parity.mp” or “parity/” or “gravidity.mp” or
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“gravidity/” (observational study filter applied). Case-control/cohort studies that examined the relationship between
parity/gravidity and the risk of RA in women were included. Studies reporting effect size data for RA in ever vs.
never parous/gravid women as ORs/RRs with 95% confidence intervals were included in a meta-analysis. Other
relationships (i.e. risk by pregnancy/childbirth numbers) were analysed descriptively.

Results: Twenty studies (from 626 articles) met our inclusion criteria, comprising 14 case-control (4799 cases;
11,941 controls) and 6 cohort studies (8575 cases; 2,368,439 individuals). No significant association was observed
in the meta-analysis of studies reporting the risk of RA in ever vs. never parous women (OR 0.91; 95% CI 0.80-
1.04) and ever vs. never gravid women (OR 0.86; 95% CI 0.46-1.62). No consistent evidence of a relationship
between the number of pregnancies/childbirths and RA risk was seen. No significant association was observed
between being pregnant, or in the immediate post-partum period, and the risk of developing RA.

Conclusion: Our systematic review does not support the concept that gravidity and parity are associated with the risk
of RA development.

Ll V1138 IS 1Y) Lo apass el Jualial) gl el yslaig cli¥slly Jgand) G Jalii ) asmg sl ) Canll 138 Caagy réadl) Gioa
il ehals dulal) @ piiall dmgia daabae eha) e @llyy dlead) Allally G/ Jganll sae (I Jganll Gn Joaldll il Sy
C Sl

) dabisd) LK) aladiuly 20185 1946 ale G 55l Pa Medline/EMBASE @bl aeld 8 disy eha) &5 sduagdl @)k
O A o Lainly Cuald ) Al suaall )1 clual) el &L Jaally IS cJpenll o) cdumlio gl ¢l Jualiall gl
Glealy Lol Aigall aaa il @yl ) cluhall Graas Sledl) dilail) 8 5 Lo Ll vie gl dualaall cilgall s iVl sand)
3)5hallS) (oA Cilal) Jias 25,0095 48 Jualsty Al i€ e luill ol dala Jsen sl Vs 35ag a2e Vs gl Jualidll
hmy IS (@lVslly Jsanll aaad dunilly

11941 5 Alla 4799) by <Vla Ay 14 Ciieiad Cum cindl 3 JASY) s bnaye Ylia 626 Joal (e Tdys 20 i £l
shall (158 O pla Lol 3 cluball o3¢l Sleil) Julaill PUS (e Loy o - ((alinl 2368439 5 Alla 8575) dulsl ludya 65 o(salsd
(sl Jraliall gl jlads Gaalaal) ey Aasusl) 35l 8 g3 o cJala

cssl) Jealial) gl ol jhads clVlly Jsand) o Jali)) agms 858 Auball s3a 3 Ailedl) Aaaball ac i o reilaliiio)

Urology And Nephrology
sl Sleally LIS il

Cinacalcet plus vitamin D versus vitamin D alone for the treatment
of secondary hyperparathyroidism in patients undergoing dialysis
Bl J<y D palindl) aladic) aa D ¢alindll s cinacalcet aladiiad 45la
gsadll Jatll aaldl) dapal) die gl (5,0 cla bLES Jp Y la dallas b

Xu J, etal.
Int Urol Nephrol 2019 Sep 17.

Background: Secondary hyperparathyroidism (SHPT) is a common and serious complication of chronic kidney
disease, particularly in end-stage renal disease. Currently, both cinacalcet and vitamin D are used to treat SHPT via
two different mechanisms, but it is still unclear whether the combination use of these two drugs can be a safe and
effective alternative to vitamin D alone. Therefore, the aim of this meta-analysis was to assess the efficacy and safety
of cinacalcet plus vitamin D in the treatment of SHPT.
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Methods: Four electronic databases, including PubMed, EMBASE, Cochrane Central Register of Controlled Trials
(CENTRAL), and Web of Science, were searched for eligible publications. All randomized-controlled trials comparing
cinacalcet plus vitamin D with vitamin D alone in SHPT patients undergoing dialysis were included. Mean difference
(MD) with 95% confidence intervals (Cls) and risk ratios (RRs) with 95% ClIs were calculated using a random-effects
model or fixed-effects model. Sensitivity analysis was conducted by removing any one study successively to estimate
the stability of the pooled results, and subgroup analysis was carried out to explore potential sources of heterogeneity,
and funnel plots were used to test publication bias.

Results: A total of 8 randomized-controlled trials involving 1480 patients were included in the study. Compared
with vitamin D treatment, the combination use of cinacalcet and vitamin D significantly lowered serum calcium
(MD -0.82, 95% CI -1.02 to - 0.61, P<0.001), phosphorus (MD -0.57, 95% CI -0.97 to - 0.18, P=0.005), and
calcium x phosphorus product (MD - 9.41, 95% CI - 10.00 to - 8.82, P<0.001). However, there was no difference in
serum parathyroid hormone (PTH, MD 43.99, 95% CI - 49.22 to 137.20, P=0.35), > 30% reduction in PTH (RR 1.02,
95% CI 0.69-1.52, P=0.91), and PTH achieve 150-300 pg/ml (RR 0.88, 95% CI 0.68-1.15, P=0.35). Moreover, the
combination therapy did not increase the risk of all adverse events, all-cause mortality, diarrhea, muscle spasms, and
headache (all P>0.05), but had a higher risk of hypocalcemia (RR 17.98, 95% CI 5.68-56.99, P<0.001), and nausea
or vomiting (RR 3.47, 95% Cl 2.25-5.35, P<0.001).

Conclusions: In comparison with vitamin D alone, the combination use of cinacalcet and vitamin D significantly
lowered serum calcium, phosphorus, and the calcium x phosphorus product, and did not increase the risk of all
adverse events, all-cause mortality, diarrhea, muscle spasms, and headache, whereas had no effect on serum PTH
and increased the risk of hypocalcemia and nausea or vomiting. Future studies are needed to assess the effects of
cinacalcet plus vitamin D on PTH level, cardiovascular events, and other clinical outcomes in larger samples with
longer durations.
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An epidemiologic overview of acute kidney
injury in intensive care units
B)Ssal) Alind) Bang (A Balad) 40t iy DU ALalis Auilyg 5yl

Santos RPD, et al.
Rev Assoc Med Bras (1992) 2019 Sep 12;65(8):1094-1101.

Introduction: Acute kidney injury (AKI) is a frequent event among critically ill patients hospitalized in intensive
care units (ICU) and represents a global public health problem, being imperative an interdisciplinary approach.
Objective: To investigate, through literature review, the AKI epidemiology in ICUs.

Methods: Online research in Medline, Scientific Electronic Library Online, and Latin American and Caribbean
Literature in Health Sciences databases, with analysis of the most relevant 47 studies published between 2010 and
2017.

Results: Data of the 67,033 patients from more than 300 ICUs from different regions of the world were analyzed.
The overall incidence of AKI ranged from 2.5% to 92.2%, and the mortality from 5% to 80%. The length of ICU stay
ranged from five to twenty-one days, and the need for renal replacement therapy from 0.8% to 59.2%. AKI patients
had substantially higher mortality rates and longer hospital stays than patients without AKI.

Conclusion: AKI incidence presented high variability among the studies. One of the reasons for that were the
different criteria used to define the cases. Availability of local resources, renal replacement therapy needs, serum
creatinine at ICU admission, volume overload, and sepsis, among others, influence mortality rates in AKI patients.
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Psychiatry
dil) ()

Sleep in adults with autism spectrum disorder
gl bl Ghldl cYlay Galld) s agdl)

Morgan B, et al.
Sleep Med 2019 Aug 2;65:113-120.

Background/objective: Sleep problems are commonly reported by individuals with Autism Spectrum Disorder
(ASD). However, to date, no quantitative evidence synthesis of available studies has been performed to quantify
sleep alterations in adults with ASD. We performed a systematic review and meta-analysis of objective (ie, based on
actigraphy or polysomnography [PSG]) and subjective (ie, based on sleep diaries/questionnaires) studies comparing
sleep parameters in adults with ASD and in a typically developing (TD) control group.

Methods: PubMed, OVID databases and Web of Knowledge were systematically searched up to February 2019 with
no language restrictions. Original studies including adults with a diagnosis of ASD according to DSM, ICD, or based
on standard diagnostic tools (eg, ADOS), and a TD control group were included. Random-effects models were used.
Study quality was evaluated with the Newcastle Ottawa Scale (NOS). Analyses were conducted using comprehensive
Meta-Analysis.

Results: From initial pool of 1948 references, 14 publications including 8 datasets, (194 ASD and 277 controls) met
the inclusion criteria. Compared to controls, individuals with ASD were significantly more impaired in six out of
11 subjective parameters, including lower sleep efficiency (SE, SMD= -0.87, Cl=-1.14 - 0.60) and in 10 out of 17
objective outcomes, including longer sleep onset latency (PSG) (SMD=0.86, C1=0.29-1.07) and wake after sleep
onset (WASO, actigraphy) (SMD=0.57, CI=0.28-0.87). The mean NOS score was 4.88/6.

Conclusions: Individuals with ASD demonstrated impaired sleep compared to controls in most subjective and
objective measures.
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Anaesthesia And Intensive Care
3)S )A\ Z\:auzj\j ):u&ﬂ\

Lidocaine-epinephrine-tetracaine gel is more efficient than eutectic mixture
of local anesthetics and mepivacaine injection
for pain control during skin repair in children
4,y lidocaine-epinephrine-tetracaine adgd Juad) A ladl)
mepivacaine ¢fag dsdagall 5)aiall Jalgall geiia pa
Lalal) g ad) o) A JUlY) sie Al o Basd) B

Konigs I, et al.
Eur J Pediatr Surg 2019 Nov 18.

Introduction: Skin lacerations are common in children and their repair is a very unpleasant experience for a child.
While pain management has been recognized as a key element of high-quality patient care, recent studies report
that pain management in the pediatric emergency departments is still suboptimal. Lidocaine-epinephrine-tetracaine
(LET) gel could potentially improve the traumatic experience caused by skin repair as it obviates the need for
infiltration. Thus, the aim of the current study was to compare local eutectic mixture of local anesthetics (EMLA)
plus mepivacaine infiltration with topical anesthetics (LET-gel).

Materials and methods: Prospective, propensity score-matched multicenter study including all children between
3 and 16 years presented at two centers. After anesthetics (LET vs. EMLA and infiltration) standardized skin repair
was performed. Pain assessment was performed using the faces pain rating scale or visual analogue scale. Follow-up,
performed 2 weeks after initial presentation, assessed wound infection rates and overall satisfaction.

Results: Of 73 subjects 59 children (37 LET vs. 22 EMLA) were included after propensity score matching. Groups
had similar baseline characteristics. Pretreatment was significantly less painful in LET versus local anesthetics group.
Pain during skin repair was similar between groups (LET and EMLA with mepivacaine infiltration) and both groups
demonstrated similar efficacy (procedure time, need for secondary infiltration, infection rate). Ultimately, pain levels
during pretreatment and the surgical procedure were perceived significantly higher by the children than estimated by
parents or surgeons.

Conclusion: In conclusion, it appears that LET is superior to conventional anesthesia including mepivacaine
infiltration in the pediatric emergency departments. Pretreatment with LET is significantly less painful but equally
effective. Hence, we recommend LET as a topical anesthetic in the pediatric emergency department.
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Dermatology
alall al e

Platelet-rich plasma injections
in the treatment of male androgenetic alopecia
088 die A g aiY) Aalad) c¥la Aadles B cilagiaally 4l LSl cia

Dicle O, et al.
Cosmet Dermatol 2019 Sep 18.

Background: Platelet-rich plasma (PRP) treatment for androgenetic alopecia (AGA) has been increasingly used, yet
there remains a dearth of data on the effectiveness of this approach.

Aim: To compare the efficacy and safety of physically activated PRP injections vs placebo in the treatment of male
AGA.

Methods: Twenty-five healthy male patients with AGA were enrolled in a randomized, placebo-controlled, crossover
study with the treatments of PRP and placebo. Treatment efficacy was measured by calculating the hair density as the
average of two independent blind measurements.

Results: In the group that received placebo first (Group 2), we detected a significant increase in hair density at
the secondary endpoints after PRP treatment (P=0.014). There was a greater proportion of patients with low-grade
alopecia in this group (53.3%) compared to Group 1 (30%).

Conclusion: This study provides data supporting the positive effects of PRP treatment on AGA in males, but further
studies are needed to identify those factors that might affect PRP treatment performance, such as the stage of the
disease.
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Otorhinolaryngology
syaiadly Cally 3N al el

Management of unilateral head and neck carcinoma of unknown primary: Retrospective
analysis of the impact of postoperative radiotherapy target volumes
Jelad : gally ull) B el Lidall Aggaa quilad) Lalal Ailapud) s
Lol sy e ledd) Aadlaal) cyill aa))

Podeur F, et al.
Head Neck 2019 Nov 18.

Background: We compared the outcome of postoperative unilateral cervical nodes radiotherapy (UL-RT) vs bilateral
cervical nodes plus total mucosal irradiation (COMP-RT) in the management of head and neck carcinoma of unknown
primary (HNCUP).

Methods: HNCUP, defined by the absence of primary despite a PET-CT combined with a panendoscopy, were
treated with curative intent by initial ipsilateral neck dissection. Sixty-nine patients with unilateral HNCUP were
included: 23 received UL-RT while 46 received COMP-RT. Carcinologic outcomes and long-term quality of life
(QOL) according to the QOL Questionnaire for Head and Neck 35 were assessed.

Results: Within 6.3 years of median follow-up, there was no significant difference in primary tumor emergence
rate (P=0.68), cervical node recurrence rate (P=0.34), or overall survival (P=0.33) between UL-RT and COMP-RT
groups. A trend toward QOL improvement was observed in the UL-RT group.

Conclusion: UL-RT seems to provide similar outcomes as COMP-RT in unilateral HNCUP management.
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Efficacy of the additional effect of hyperbaric oxygen therapy
in combination of systemic steroid and prostaglandin E1
for idiopathic sudden sensorineural hearing loss
A Lially Jaidal) adipe CpaamS oL Apdlaall ALY Ll Aled
E1l cpaideling ully 435lgadl il piadl aa
g alial) ot ) gand) ¢lah c¥la b

Hara S, etal.
Am J Otolaryngol. 2019 Nov 27:102363.

Purpose: The efficacies of hyperbaric oxygen therapy (HBO), systemic steroid, prostaglandin E1, or the combination
of any two modalities have been reported in patients with idiopathic sudden sensorineural hearing loss (ISSNHL).
However, little is known about the combined efficacy of HBO, systemic steroid, and prostaglandin E1 for this
disorder. We aimed to investigate the efficacy of HBO combined with systemic steroids and prostaglandin E1 as
triple therapy in patients with ISSNHL.

Materials and methods: We retrospectively evaluated the records of 67 patients with ISSNHL who were treated
with systemic steroid and prostaglandin E1, with (n=38) or without (n=29) HBO. The inclusion criteria included
a diagnosis of ISSNHL within 14 days of symptom onset, age >15 years, treatment according to the protocol, and
clinical follow-up of at least 1 month. The patients’ hearing levels were evaluated 1 month after hearing loss onset.
The primary outcome was hearing improvement on pure tone audiometry. We also evaluated the demographic profiles
of patients.

Results: Patients treated with triple therapy showed significantly greater hearing improvement (p<0.01) than those
treated without HBO, despite some differences between the two treatment groups. Multivariate logistic regression
analysis revealed a significant positive correlation between pure tone audiometry improvement and hyperbaric
oxygen therapy, after adjustment for confounding factors (odds ratio = 7.42; 95% and confidence interval = 2.37-
23.3; p=0.001).

Conclusion: HBO with systemic steroid and prostaglandin E1 administration conferred significant therapeutic
benefits for ISSNHL. Therefore, routine use of triple therapy is recommended for patients with ISSNHL.
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Ophthalmology
el al ey

Systematic evaluation of levodopa effect on visual improvement in amblyopia
amblyopia gheidl ¥l 3 4 ) 588 Guad o levodopa chsblil agiall sl

Wang SP, et al.
Clin Neuropharmacol 2019 Nov 14.

Purpose: This study aims to evaluate the effectiveness of levodopa as a therapeutic drug in the treatment of children
and adults with amblyopia.

Methods: We performed a systematic review and meta-analysis with randomized controlled trials of levodopa and
placebo in the treatment of amblyopia. All data were identified and extracted from the PubMed, EMBASE, Cochrane
libraries, and the Chinese knowledge resource integration database.

Results: After screening the literature and evaluating the quality, 11 studies met the criteria from 308 studies. The
mean difference of LogMAR visual acuity between levodopa and the placebo group was -0.1031 (95% confidence
interval, -0.11 to -0.09; P<0.0001). The improvement of visual acuities of the subgroup of younger patients with
amblyopia was significantly higher than that of the placebo group (P<0.0001). Increasing the dosage of levodopa and
prolonging the treatment can significantly improve the curative effect.

Conclusions: Levodopa is effective in the treatment of amblyopia by prolonging the treatment, especially for young
patients.
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Laboratory Diagnosis

Advances in rapid molecular blood culture diagnostics
dagpud) Ausad) adll £)5 il 8 45 Ual) o)) ghat)

She RC, et al.
J Appl Lab Med 2019 Jan;3(4):617-630.

Background: For far too long, the diagnosis of bloodstream infections has relied on time-consuming blood cultures
coupled with traditional organism identification and susceptibility testing. Technologies to define the culprit in
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bloodstream infections have gained sophistication in recent years, notably by application of molecular methods.
Content: In this review, we summarize the tests available to clinical laboratories for molecular rapid identification
and resistance marker detection in blood culture bottles that have flagged positive. We explore the cost-benefit ratio
of such assays, covering aspects that include performance characteristics, effect on patient care, and relevance to
antibiotic stewardship initiatives.

Summary: Rapid blood culture diagnostics represent an advance in the care of patients with bloodstream infections,
particularly those infected with resistant organisms. These diagnostics are relatively easy to implement and appear to
have a positive cost-benefit balance, particularly when fully incorporated into a hospital’s antimicrobial stewardship
program.
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Diagnostic Radiology

Efficacy and safety of a novel catheter for transradial cerebral angiography
@Sl i) e A ladl) Gulydl) il el B Basas 3k dadlug Aullad

Luo N, et al.
Ann Vasc Surg 2019 Jun 11.

Background: The goal of this study was to evaluate the safety and efficacy of a novel catheter for right radial artery
approach cerebral angiography.

Methods: Patients from the Neurology Department of The Second Affiliated Hospital of Guangxi Traditional Chinese
Medical University who underwent diagnostic cerebral angiography of either the left vertebral artery dominant type
or balanced type were enrolled in this study.

Results: A total of 167 patients were treated between Feb 2016 and Dec 2017, of whom 44 were excluded based on
study exclusion criteria and 123 were enrolled in the present analysis. Bilateral subclavian artery catheterization and
bilateral common carotid artery catheterization were conducted successfully in all 123 patients. The success rate of
selective catheterization of the left vertebral artery was 87.8% (108/123). The success rate of selective catheterization
of the right vertebral artery using the novel catheter was 89.0% (73/82). The average fluoroscopy time was 6.5+3.4
min, the average operation duration was 47+3.7 (range: 50-90) min, and the average dosage of contrast agent was
112.3+8.1 ml. One patient exhibited an absence of pulse in the punctual radial artery after the removal of the arterial
compression band, but there was no evidence of ischemia of the distal hand. One patient who was undergoing dual
antiplatelet drug treatment suffered from bleeding at the puncture point when deflated for 2 hours after operation; this
patient was re-pressurized and re-timed.
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Conclusions: This novel catheter improved the success rate of selective left vertebral artery catheterization, and
allowed for simplification of the relevant surgical steps. The controllability of this novel catheter was satisfactory,
and its associated surgical risk was found to be low.
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