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Medical Ethics
The past, present and future

I.  Modern medicine: Great modern advancements in medicine necessitated the
establishment of rules and regulations for the practice, that lead to proper diagnosis
with proper treatment according to consensus, at the right time and dosage, and
people prescribing and administering the treatment must be fully qualified and
trained.

Doctors are humans, and thus the human factor can never be ignored, and this has led

to the increasing interest in the ethics of medical practice and setting regulations and

guidelines for it.

Medical practice is an activity that needs consensus on its methods, circumstances,

rules and guidelines, and should never be practiced except by legally licensed and fully

qualified personnel.

I1. Medical liability: It falls on the doctor if he ignored the standards of care and
knowledge, if he was incompetent or careless in his practice. The only aim of the physician should be the cure and best
interest of his patient, and must be sincere in his efforts. Deviation from these standards warrants penalization.

I11. New changes in medicine: The second half of the twentieth century witnessed some changes in concepts in medicine such
as: patients are now called clients, doctors are now called Health Provider, running hospitals became business, and admitting
patient in private hospitals is marketing. Thus, setting a legal framework to protect patients from exploitation by the private
sector, and ensuring standards of care are adhered to.

V. Attempts by the International Community to regulate medical practice: There were many attempts by the

International Community to regulate medical practice such as:

- Announcing the first international treaty on medical ethics in 1947, known as The Nuremberg Code, which is a set of
research ethics principles for human experimentation set as a result of the Subsequent Nuremberg Trials at the end of the
Second World War.

- The General Assembly of the UN approved the Declaration of Human Rights in 1948.

- International Covenant on Civil and Political Rights declared in 1966, and included in section seven that no person can be
subjected to medical or scientific experiments without his consent.

- The Helsinky Declaration, made by the World Medical Association in 1964, a set of ethical principles for the medical
community regarding human experimentation.

- Issuance of the guidelines of the Council for International Organizations of Medical Sciences in 1993 concerning medical
ethics in regard to medical experiments.

- Issuance by the WHO of rules regulating drug experiments in 1995.

- Adoption by the council of Ministers of the EU of a protocol regarding biomedical research in 2001, and became binding
for 44 member states by 2004.

So medicine is a noble profession, honored by Allah, and is a miracle of Jesus Christ, mentioned in the Quran, and when
Prophet Ibraham mentioned the Graces of God upon him, he said (and when I am sick, he cures me). Additionally, the study of
medicine has allowed us to discover many of the Verses of Allah in his people.

The practice of medicine is one of the graces of God for humanity, and doctors work hand in hand across different specialties
to treat patients and ease their suffering, and as cure is the goal, medicine is a tool. The physician’s attitude towards his patient
indicates his personality and manner, and he is obliged to keep people’s secrets and to help all humans, friend and foe alike.
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V. Shedding light on important topics: Manners of physicians during professional practice, proper attitude and misconceptions.

The private sector as a supporter of health services in Islamic societies. Commercializing and marketing medical services are
unacceptable practices.

Medical research ethics:

»  Clinical use of organs and transplantation.

*  Genetic and embryology research and applications.

*  Human reproduction, and reproductive health.

*  Pharmaceuticals industry.

*  Ethics of medication trials, code of conduct for marketing modern medications, and keeping their prices within reach of the
population at large.

The Muslim Physician’s Oath

In the name of Allah the Beneficent the Merciful

I swear by Allah the Almighty

- That I will heed the teachings of Allah in my profession

- That | will protect the human life at all stages, at all times and under all circumstances, and that | will do my best to save
it from death, disease, suffering and worry.

- That I will respect and keep peoples’ dignity, cover their vulnerabilities and keep their secrets safe.

- That I will always and ever be a tool of God’s grace to humans, giving medical care to the close and the distant, the good
and the bad, friend and foe alike.

- That I will vigorously seek knowledge and wisdom, and use it for benefit, not harm, and to respect my seniors who taught
me, and teach juniors, and be a brother to all my colleagues in the profession and help each other for the good of humanity.
- That my life would be devoted to honesty and faith, pure from all impurities towards God, the Prophet, and all believers.

Professor Mohamed Swehli
Editor-in-chief
Secretary General of the Arab Board of Health Specializations
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ABSTRACT

Obijective: Failure or incomplete fusion of the paired
uterovaginal (Mdllerian) ducts accompanied with a
spectrum of uterine, cervical, and vaginal anomalies
which are coexistent with obstruction and leading
to amenorrhea. The complex anatomy of ovaries and
Mullerian ducts require complete assessment prior
treatment. This study aims to determine the frequencies
of uterovaginal anomalies and that of ovarian anomalies
in group of women presented with primary amenorrhea
and to determine whether these Millerian anomalies
are associated with the ovarian anomalies in those
patients. In addition this study aims to identify the more
frequent ovarian anomaly which was associated with
uterovaginal anomalies in a group of patients presented
with primary amenorrhea.

Methods: This retrospective study is done in Mosul
medical college, University of Mosul, Mosul Province
in Northern Irag. Data were collected from the medical
reports of 82 women presented with history of primary
amenorrhea. Those women who attended to the hospital
and in whom a laparoscopy was performed in order to
evaluate the morphology of their ovaries, and uteruses.

Results: Gonadal agenesis/dysgenesis was shown in
28 (34.1%) out of 82 women presented with amenorrhea,
while 45 (54.8%) women had got different uterovaginal
anomalies. Four women (4.8%) had got no uterus, while
rudimentary uterus was shown in the reports of 6 (7.3%)
cases. Ten women (12.1%) had got infantile uterus,
while absent uterus and upper vagina was shown in 8
(9.7%) women, and one case of aplasia in her uterus
and cervix was reported. On the other hand twelve cases
(14.6%) had got vaginal transverse vaginal septum and
or an imperforated hymen. Eighteen cases (40.0%)
out of 45 cases of anatomical uterovaginal anomalies
were accompanied with ovarian abnormalities, the
laparoscopic reports of five (11.1%) women revealed
combined Muillerian agenesis and absent one or both
ovaries, while absent uterus and ovaries were shown in
one case (2.2%). Nine women (20.0%) had got infantile

e l) AR il gl o il LSS ASY)

uterus and bilateral streak ovaries. On the other hand
unilateral ovarian and tubal agenesis was shown in one
(2.2%) woman. Two cases of polycystic ovaries (4.4%)
were accompanied with uterine anomalies one of them
was a case of polycystic ovaries and rudimentary
uterus while the another case of polycystic ovaries
was accompanied with septate uterus. The presence of
testis instead of uterus and ovaries was reported in the
pelvis of one case (1.2%). Six (13.3%) out of 45 cases
of uterovaginal anomalies was associated with ovarian
agenesis, while 9 (20.0%) out of 45 cases of uterovaginal
anomalies was associated with ovarian dysgenesis.
Conclusions: This study concluded that the gonadal
agenesis was the first cause of the primary amenorrhea,
while the transverse vaginal septum was the second
cause. The study concluded that the frequency of
anatomical uterovaginal anomalies which are not
associated with ovarian anomalies was higher than
that accompanied with ovarian anomalies. Ovarian
dysgenesis was the more frequent ovarian anomaly
which was accompanied with uterovaginal anomalies.

INTRODUCTION

The determination of congenital anatomical ovarian
and uterovaginal anomalies is crucial in the treatment of
symptoms that resulted from an obstructed or malformed
reproductive tract and leading to amenorrhea. Correct
diagnosis and classification of these anomalies is essential
to determine cases needing interventional therapy.?

The development of the female genital tract is
a complex process dependent upon a cascade of
complicated events involving cellular differentiation,
migration, fusion, and canalization. Failure of any one
of these processes leading to a congenital anomaly.®#
Classification of subtypes of congenital abnormalities
of thefemale reproductive system is essential in the
treatment of amenorrhea and infertility.®

Amenorrhea, either primary or secondary, is a
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commonly encountered clinical condition in primary
care office.® Amenorrhea is traditionally classified
as primary (menarche has not took place by age 16)
or secondary (menses has not occurred for more than
or equal to 3 months in women who previously had
menses), although sometimes this distinction is not
clinically helpful. A functional approach is more useful.’

Amenorrhea -except that occurring prior puberty,
during pregnancy or early lactation, and after menopause-
is pathological. Amenorrhea indicates failure of
hypothalamic-pituitary-gonadal-uterine interaction to
produce cyclical a changes in the endometrium, leading
to menses.

Primary amenorrhea is usually the product of a
genetic or anatomic abnormality, although amenorrhea
may be due to other causes like; hypothalamic, pituitary,
or other endocrine dysfunction.®

Congenital anatomical abnormalities including:

- Chromosomal anomalies leading to gonadal dysgenesis
(which causes premature ovarian failure resulting from
the premature depletion of all oocytes and follicles).®
The gonadal dysgenesis accounts 50 percent of the
causes of primary amenorrhea.® Gonadal dysgenesis
commonly presents with an abnormal karyotype, either
systemically or as a part of a mosaic inside the germ
cells themselves.®

- Absence of the uterus, cervix and/or vagina, Mullerian
agenesis (Mayer-Rokitansky-Kuster-Hauser syndrome,
i.e MRKS) which accounts 15% of the causes of primary
amenorrhea.™

- Transverse vaginal septum or imperforate hymen
which leads to obstruction and accumulation of
menstrual blood. They represent 5% of the causes of
primary amenorrhea.

Many classifications of uterine anomalies present; as
example, the Buttram and Gibbons classification and
the American Fertility Society (AFS) classification.'?
A modified AFS classification by Rock and Adam?®
braces a wider collection of uterine and vaginal
anomalies without the contradicting observations or
over simplicity that are present in other classifications.

This classification correlates anatomic anomalies
with embryologic arrests. In accordance, uterovaginal
anomalies are classified as dysgenesis disorders or
vertical or lateral fusion defects. Anomalies are further
sub-classified into obstructive or non-obstructive types,
as their treatment differs.*

Obstructive uterovaginal anomalies need urgent
attention because of retrograde flow of trapped mucus
and menstrual blood, and increasing pressure on
surrounding organs, while immediate management is
not warranted for non-obstructive types. Because genital
tract aberrations do not precisely follow any defined and
consistent pattern, class 4 is a useful addition covering
any possible unusual configurations or combination of
anomalies.™

Class 1. Dysgenesis of Miuillerian ducts. This class
represents agenesis or hypoplasia of the Mullerian duct
derivatives: the uterus and upper two-thirds of the vagina.
The most frequent form is the Mayer-Rokitansky-
Kuster-Hauser syndrome, which is combined agenesis
of the uterus, cervix, and upper portion of the vagina.

Class 2. Disorders of vertical fusion. They are
including cervical dysgenesis and obstructive and
nonobstructive transverse vaginal septa.

Class 3. Disorders of lateral fusion. It represents
anomalies caused by failure of fusion of the paired
Miillerian ducts (as in didelphic and bicornuate uteri),
and failure of midline septum resorption after fusion
(as in septate uterus). Disorders due to lateral fusion
defects are more subcategorized into: a) The symmetric
nonobstructive form shown in five types: unicornuate,
bicornuate, didelphic, septate, and DES-related uteri
and b) The asymmetric obstructive form that are noticed
in three types: unicornuate uterus with obstructed horn,
double uterus with unilaterally obstructed horn, and
double uterus with unilaterally obstructed vagina.

Class 4. Unusual configurations and combinations of
anomalies.

Many studies summarized that the presence of
amenorrhea, in combination with anomalies, suggests
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several possible etiologies whose diagnosis and
management is urgent particularly in the young female.?
An essential step in the management of these cases is to
define any associated anomalies.

This study aims to identify the frequencies of anatomic
uterovaginal defects and that of ovarian malformations
in cases presented with primary amenorrhea, in addition
to determine the frequencies of the Mullerian anomalies
which are associated with ovarian anomalies in those
cases.

METHODS

This is a retrospective study that was carried out
in Mosul college of Medicine, University of Mosul,
Mosul, North of Iraq. The data were collected from
the medical reports of women who attended the
hospital were referred either by their consultant or
from the outpatient clinic or from the consultation
clinic presented with history of primary amenorrhea,
and had a previous reports of ultrasonic examination
beside hormonal assay and prepared for laparoscopic
examination.

Laparoscopy was performed in order to ascertain
the exact morphology of the uterus and the external
uterine contour. Direct visualization of the peritoneal
cavity, ovaries, outside of the tubes and uterus by
using a laparoscopy was performed. The laparoscopy
(which was the gold standard method in this study) is an
instrument somewhat like a miniature telescope with a
fiber optic system which brings light into the abdomen.
It is about as big around as a fountain pen and twice as
long.’>1% Carbon dioxide (CO2) is put into the abdomen
through a specialized needle which is inserted just below
the navel. This gas helps to separate the abdominal wall
from bowel, making it easier for the physician to see
the reproductive organs during laparoscopy. The gas is
removed at the end of the procedure.’>1¢

RESULTS

A retrospective study of 82 women attended the
hospital due to primary amenorrhea and in whom a

laparoscopy was performed in order to ascertain the
exact morphology of their uteruses and ovaries.

Mean age was 19.5+2.8 years (range from 15-25
years). The mean of the duration of primary amenorrhea
was 2.20+1.5 years, their durations ranged from 1 to 6
years.

Thirty four (41.4%) out of 82 women had got normal
ovaries, while positive laparoscopic findings of ovarian
abnormalities were shown in 48 (58.5%) out of 82
women, including absent ovary/ovaries in 7 (8.5%) out
of 82 patients, while ovarian dysgenesis was shown in
21 (25.6%) out of 82 patients. On the other hand, other
ovarian lesion as polycystic ovaries, ovarian cysts were
found in 20 (24.3%) patients, Table 1.

Anatomical

. Normal ;
Uterus/ovaries uterovaginal Total

uterus .

anomalies
Ovarian anomalies | 30 (36.5%) | 18 (21.9%) | 48 (58.5%)
Normal ovaries 7 (8.5%) 27 (32.9%) 34 (41.4%)
Total 37 (45.1%) | 45 (54.8%) | 82 (100.0%)

Table 1. Frequencies of different anatomical
uterovaginal anomalies associated with ovarian
abnormalities in comparison with these associated
with normal ovaries.

Gonadal agenesis/dysgenesis was shown in 28
(34.1%) out of 82 women presented with amenorrhea.
Thirty seven (45.1%) out of 82 women had got normal
uterus, while the laparoscopic reports of the remaining
45 (54.8%) out of 82 patients revealed different
abnormalities including: combined Mullerian agenesis
in 8 (9.7%) out of 82 women, while 4 (4.8%) had got
no uterus, one of them accompanied with vaginal
atrasia, and another one accompanied by cervical
agenesis.

Onthe other hand, one (1.2%) case of vaginal agenesis
was reported among 82 patients with amenorrhea.
Rudimentary uterus was shown in 6 (7.3%) cases, ten
(12.1%) women had got infantile uterus, while infantile
uterus with absent part of the vagina was shown in three
(3.6%) cases.



Journal of the Arab Board of Health Specializations \ol.19, No.1, 2018

Three (3.6%) cases of transverse vaginal septum
was reported, one (1.2%) of them accompanied with
septate uterus. Examination under anesthesia revealed
the presence of 9 (10.9%) cases had got an imperforated
hymen, one (1.2%) case of them was accompanied by
vaginal atrasia. A case (1.2%) of double uterus, vaginal
dysgenesis and imperforated hymen was shown,
Table 2.

Eighteen cases (40.0%) out of 45 cases had got
different anatomical uterovaginal anomalies, were
accompanied with ovarian abnormalities, Table 1.

The laparoscopic reports of five (11.1%) out of 45
women revealed combined Mdllerian agenesis and
absent one or both ovaries, while absent uterus and
ovaries were shown in one case (2.2%). Nine (20.0%)
women had got infantile uterus and bilateral streak
ovaries. On the other hand unilateral ovarian and tubal
agenesis was shown in one (2.2%) woman.

Two (4.4%) cases of polycystic ovaries were
accompanied with uterine anomalies one of them was a
case of polycystic ovaries and rudimentary uterus while
the another case of polycystic ovaries was accompanied
with septate uterus. The laparoscopic report of one case
(1.2%) revealed the presence of testis instead of uterus
and ovaries in the pelvis.

Six (13.3%) out of 45 cases of uterovaginal anomalies
was associated with ovarian agenesis, while 9 (20.0%)

out of 45 cases of uterovaginal anomalies was associated
with ovarian dysgenesis.

DISCUSSION

Amenorrhea is one of the important symptoms that

commonly present to the gynecologist for assessment
and therapy.? Several factors affect the development of
the female reproductive tract.r” Obstructive anomalies
prevent normal menstruation, permit collection of
blood in the uterus and the vagina, and may increase the
incidence of retrograde menstruation and could raise
the incidence of endometrioses.

A high index of suspicion is vital to diagnose
such disorders, and an adequate workup is crucial.’
Anatomic examination is however important to assess
cases presented with amenorrhea.*

Miillerian and Wolffian ducts are the primordia for
the internal reproductive systems of females and males
respectively and co-exist in the undifferentiated embryo
until genetic sex stimulates differentiation of either
ovaries or testes. Millerian ducts differentiate into
Fallopian tubes, uterus, cervix and upper part of the
vagina while the Wolffian ducts undergo degeneration
in the females.®

The mean age of the cases involved in this study was
19.5+2.8 years, which is higher than assumed mean
age of the group of women suffering from problem
like primary amenorrhea, and that may be due to the
approach of the thinking in people of eastern countries
and low education.

The gonadal dysgenesis was shown in the
laparoscopic reports of 28 (34.1%) women which
represents the highest frequency, this finding is similar
to that of Garson et al in 1983 and that of Timmreck et al
in 2003 which revealed that the gonadal dysgenesis was
the commonest cause of primary amenorrhea,'** while
this study showed that 9 (10.9%) had got congenital
absence of the uterus and vagina or congenital absence

Uterus Absent uterus Transverse
. Absent Vaginal Septate Infantile vaginal septum/
lovaries and . . - Total
. uterus agenesis agenesis uterus uterus imperforated
upper vagina h
ymen
V‘g;g;‘;ﬁgg” 5(11.1%) | 2(4.4%) | 0(0.0%) | 1(22%) | 1(22%) | 9 (20.0%) 0 (0.0%) 18 (40%)
W'g:%‘ﬁqgl‘i’:;'a” 3(6.6%) | 2(44%) | 1(22%) | 0(0.0%) | 0(0.0%) | 10(222%) | 11 (24.4%) 27 (60%)
Total 8(17.7%) | 4(8.8%) | 1(2.2%) | 1(2.2%) | 1(2.2%) | 19 (42.2%) 11 (24.4%) 45 (100.0%)

Table 2. Frequencies of different anatomical uterovaginal anomalies in amenorrhiec patients.
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of the uterus and cervix, this finding is being consistent
to that of another study done by Michael et al in 2004
who concluded that the complete Mdllerian agenesis
(Mayer-Rokitansky-Kuster-Hauser syndrome, MRKH)
was the etiology of 15% of causes during the diagnostic
examination of patient with primary amenorrhea,?
however; Reinhold et al®? reported that the MRKH
syndrome was revealed in 9 (31.0%) out of 29 women
with amenorrhea, this finding is being inconsistent
with that of this study, maybe due to the difference in
the method of the diagnosis which was the magnetic
resonance imaging (MRI), or due to the small study
sample used or in the method of the selection of his
cases.

In spite of the fact that MRI is very accurate and has
detailed description of uterovaginal anomalies,® but
the accurate evaluation of the ovarian and uterovaginal
anomalies must depend on the estimation of serosal
surface so the laparoscope seems to be useful for precise
categorization of these anomalies in order to achieve the
correct intervention.?*

Twelve (14.6%) out of 82 women presented
with primary amenorrhea, had got various vaginal
anomalies and or an imperforated hymen, this finding
is inconsistent with that of other study of Reindollar
et al in 1986 which showed that the transverse vaginal
septum or imperforate hymen represent 5 percent of
the causes of primary amenorrhea among 262 women,
maybe due the difference in the size of study sample or
due to the effects of environmental or difference in race,
and war conditions in Irag,’® however; a study done by
Reinhold et al in 1997, revealed that transverse vaginal
septum and imperforated hymen was shown in 13.7%
women with amenorrhea.?

Eighteen (40.0%) out of 45 cases had gone abnormal
uterus accompanied with abnormal ovaries, while
the remaining 27 (60.0%) out of 45 cases had got
uterovaginal anomalies had normal ovaries. On the
other hand, thirty (36.5%) out of 48 cases of ovarian
anomalies was accompanied with normal uterus,
while the remaining 18 (21.9%) out of 48 cases of
ovarian anomalies was accompanied with uterovaginal
anomalies, these findings are similar to that of Atkinson

et al in 2003,%® who reported that most of the cases with
uterovaginal anomalies are not associated with ovarian
anomalies.

The laparoscopic reports of 5 (11.1%) out of 45 cases
of amenorrhea revealed combined Miullerian agenesis
with unilateral or bilateral gonadal agenesis, this
finding is similar to that of Marrakchi et al in 2004 who
reported that aplasia or absence of Mullerian derivatives
indicating presence of MRKH syndrome have been
reported in cases of gonadal dysgenesis or agenesis.?’

At present, these types of ovarian pathologies are not
considered to be part of the MRKH type I or Miillerian,
Renal, Cervicothoracic, Somite abnormalities -MURCS
clinical spectrum (type II which is accompanied with
renal, skeletal, hearing and cardiac defects) as no
single group of patients revealing a random association
between any of these pathologies and uterovaginal
aplasia has been suggested to be so far.2#® However,
such studies must be undertaken on huge cohorts of
women with MRKH, to affirm this assumption.

Other studies which were done by Phansey et
al in 1981, Aydos et al in 2003, Lichiardoplo and
Coculescu in 2005, and Pittock et al reported that the
Mullerian aplasia is sometimes associated with gonadal
dysgenesis.®3* Although the pathogenesis of Miillerian
aplasia with or without associated defects is now well-
described, its etiology still unknown;*therefore, the
study of genetic factors is of considerable importance.

It is vital to diagnose the exact cause of amenorrhea
in order to manage the cause correctly and to perform
the medical and psychological adjustment.*® Many
studies concluded that it is essential to perform
careful examination to detect testes in patients instead
of normal female genital system, as these testes are
more susceptible to undergo malignant neoplasia.®"8
In addition, nine (10.9%) out of 82 women had got
infantile uterus and bilateral streak ovaries, Krasna et al
discussed the risk of cancer in bilateral streak gonads.*

This study revealed that only two (4.4%) out of 45
cases presented with amenorrhea had got Millerian
anomalies with polycystic ovaries, this is inconsistent
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with that of Appelman et al in 2003, and that of Uqur
et al in 1995, who reported that there is an association
between polycystic ovaries and high frequency of
uterine Mullerian anomalies, and suggested that the
embryogenetic defect may also be involved in the
etiopathogenesis of the polycystic ovary syndrome,
whose etiopathogenesis is not clearly elucidated,
has a wide range of clinical presentations, and may
accompanied with other pathologic conditions.4
Both studies have been used an ultrasound alone as a
diagnostic method of their cases, while this study used
both of ultrasound and laparoscopy for diagnosis of the
cases presented with primary amenorrhea and that may
explain the difference between the findings between this
study and that of their studies.

CONCLUSIONS

The gonadal agenesis/dysgenesis was the first cause
of primary amenorrhea. The frequency of anatomical
uterovaginal anomalies accompanied with ovarian
anomalies was lower than that not associated with
ovarian anomalies. The ovarian dysgenesis was the more
frequent ovarian anomaly which was accompanied with
uterovaginal anomalies.
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PREVALENCE OF NONALCOHOLIC FATTY LIVER DISEASE IN TYPE 2
DIABETIC IRAQI PATIENTS
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ABSTRACT Methods: One hundred consecutive patients with
type 2DM (mean age 64.2+9.3 years, 63% men) were
Obijective: Nonalcoholic fatty liver disease (NAFLD) examined for liver biochemistry, MS parameters and
is a component of the metabolic syndrome (MS) but the had liver ultrasound. MS was diagnosed according to
prevalence of NAFLD in Iraq is unknown. The aim of the International Diabetes Federation. The diagnosis of
this study was to assess the prevalence of NAFLD in NAFLD was based on liver ultrasound. Other etiologies
patients with type 2 diabetes mellitus (type 2DM) in of liver lesion was ruled out.
Iragi patients. Results: 93% of patients met the MS criteria, 79%
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had NAFLD and 13% had ultrasound signs of fibrosis/
cirrhosis. NAFLD patientshad greater weight (96.9+19.3
vs 84.7+£14.7 kg; p=0.003), BMI (32.6+5.2 vs 29.4+5.4
kg/m2; p=0.007), waist circumference (113.8+12.8 vs
107.1£10.3 cm; p=0.033), ALT (43+£33.5 vs 32.3+£31
u/L, p=0.007) and triglyceridaemia (1.9+1.4 vs 1.4+1
mmol/l; p=0.005) than patients without NAFLD. There
were no significant differences in age, sex, cholesterol,
fasting glycemia.

Conclusions: Patients with type 2DM had in the
majority of cases NAFLD which was related to weight,
BMI, waist circumference and serum triglycerides.

INTRODUCTION

Nonalcoholic fatty liver disease (NAFLD)
represents a wide range of liver pathology from
simple steatosis, to nonalcoholic steatohepatitis
(NASH) with typical inflammatory involvement of
the liver parenchyma and potential connective tissue
deposition up to liver cirrhosis complete with all its
complications including hepatocellular carcinoma.**
Until quite recently, nonalcoholic steatosis was
thought to be neither very frequent nor leading to
any rather serious liver affections.*®> With a growing
body of knowledge revealing a clear connection
between NAFLD and civilizing diseases, it now
appears that NAFLD is indeed the most frequent
cause of abnormal liver tests and, consequently,
also of chronic liver diseases in both developed and
developing countries.®®

The presence of NAFLD is closely associated with
the presence with any of the elements of the metabolic
syndrome such as visceral obesity, impaired glucose
tolerance, type 2 diabetes mellitus (type 2DM),
arterial hypertension, hypertriglyceridaemia and
NAFLD is regarded as part of or, indeed, as a hepatic
manifestation of the metabolic syndrome.>% In this
connection, the markedly increased prevalence of
NAFLD is likely to be associated with the growing
prevalence of obesity and the risk factors involved
in it.1133 In the United States, NAFLD affects up to
one third of the population,**®> in Europe up to one
quarter.® However, only a certain segment of patients
with NAFLD face the real threat of contracting liver

12

cirrhosis.’®!” Faced with that kind of risk are patients
with steatohepatitis (nonalcoholic steatohepatitis,
NASH), a condition marked by inflammatory
infiltration of the liver tissue, ballooning degeneration
of hepatocytes and subsequent fibrosis.*®** The NASH/
NAFLD ratio as reported in population studies is in
the region of 1:3.2° Hence, the prevalence of NASH in
the general population might reach as much as 5% or
more; more estimates put the figure only between 1 to
2%.21:22 Even that, however, far exceeds, for example,
the incidence of chronic hepatitis C. NAFLD has a
much higher prevalence (as much as 80%) in groups of
patients with diverse high-risk factors such as obesity,
type 2DM,?® hyper-triglyceridaemia and, generally in
those with the metabolic syndrome. The prevalence of
NAFLD in particular high-risk groups in Iraq is not
known.

Aim of the study: The aim of the study was to estimate
the prevalence of Nonalcoholic Fatty Liver Disease in
a group of Iragi inpatients with type 2 DM admitted for
unrelated condition to department of Medicine in al-
Yarmouk Teaching Hospital.

METHODS

This study was a cohort of 100 patients with type
2 DM treated as inpatients admitted for unrelated
condition to department of Medicine in al-Yarmouk
Teaching Hospital (age: 64.2+9.3 years, 63 males
and 37 females). All of the patients who presented at
the above mentioned inpatient unit during the period
between January till December 2015 were tested for
serum activities of liver enzymes (ALT, AST, ALP)
and concentrations of bilirubin, cholesterol, HDL-
cholesterol, triglycerides and uric acid, as well as
parameters of diabetes. Basic anthropometric data and
ongoing treatment were recorded.

All patients had ultrasound examination of the
liver performed. The ultrasound in all patients
was performed by experienced sonographists. The
ultrasound image of the liver was assessed to be normal
if the echo-texture of the liver was homogenous, with
fine level echoes, not hyperechoic compared to the
cortex of adjacent right kidney and with adequate
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visualization of hepatic vessels. Steatosis was based
on an image of bright liver (abnormally high level
echoes from the liver parenchyma, hyperechoic
compared to adjacent renal cortex), with vessel
blurring (impaired visualization of the borders of
intrahepatic vessels and narrowing of their lumen),
and deep attenuation (evident attenuation of echo
penetration into deep portions of the liver).

As sonographical signs of liver fibrosis were regarded
increased overall echogenicity (but not attenuation),
mild irregularities of liver vessels (uneven contours,
rarefaction), and slight irregularities of the liver surface.
As sonographical signs* of liver cirrhosis were regarded
coarse echo-structure of the liver, uneven liver surface,
hypotrophy of the right lobe, hypertrophy of caudate
lobe, signs of portal hypertension (portal vein dilation,
decrease of portal venous velocity, reversed portal flow,
splenomegaly).

The diagnosis of NAFLD was based on ultrasound
examination, as stated in AASLD (American Association
for the Study of Liver Diseases) guidelines:

(a) Evidence of hepatic steatosis by imaging (or by
histology) and,

(b) No causes for secondary hepatic fat accumulation
such as significant alcohol consumption, use of
steatogenic medication or hereditary disorders.**

Increased ALP and isolated AST activity elevations
were not regarded as manifest evidence of NAFLD.
The exclusion of ongoing or recent consumption of
significant quantities of alcohol is a fundamental
condition to establish the diagnosis of NAFLD.

All patients in the study had a negative history
of ethanol abuse as indicated by a weekly ethanol
consumption of less than 21 units in men, and less than
14 units in women. The exclusion of significant alcohol
intake during the study was based on:

1-The questionnaire used for the detection of alcohol
abuse and interviewing the patients (and almost in all
cases also a close relative).

2-The laboratory testing (blood count and if the
macrocytosis (indicate alcohol abuse) was present,
the patient excluded).

By this testing significant alcohol consumption
was excluded sufficiently in all studied patients. Also
exclude the regular use of medication that might
significantly influence the liver tests (aminosalicy lates,
paracetamol, glucocorticoids, valproic acid, tamoxifen,
amiodarone, warfarin, methotrexate, ampicilin,
tetracycline antibiotics, verapamil and diltiazem). Other
causes of liver disease were also excluded. Cholestasis
was excluded by ultrasound and ALP examination, all
patients had performed serology for viral hepatitis (anti
HCV, HBsAg, anti HBc). Liver tumours were excluded
by ultrasound.

Metabolic syndrome was diagnosed on the basis
of the diagnostic criteria of the American Heart
Association (AHA) consensus and the International
Diabetes Federation (IDF),** Table 1. Diabetes
compensation was rated according to fasting glucose
level. The study was approved by the Ethics Committee
with patient consent.

1. Abdominal distribution of adipose tissue

Waist circumference >94 cm in men and >80 ¢cm in women

2. Elevated serum triglycerides

>1.7 mmol/L or drug treatment for elevated triglycerides

3. Reduced serum HDL-cholesterol

<1.0 mmol/L in men and <1.3 mmol/L in women or drug
treatment for reduced HDL-cholesterol

4. Elevated blood pressure

Systolic >130 mm.Hg and/or diastolic >85 mm.Hg or drug
treatment for hypertension

5. Elevated fasting glucose

>100 mg/dl, or drug treatment for diabetes

Table 1. Metabolic syndrome diagnostic criteria based on the 2009 International Societies
AHA-IDF consensus. Positivity in at least 3 of the following 5 criteria.
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Statistical methods: The results were calculated as
means and standard deviation. To estimate the inter-
group differences between patients with and without
NAFLD, the t-test,, ANOVA and the X? test were
used. Linear regression was applied for assessing
the correlation between the presence of each clinical
parameter and the presence of NAFLD. Values of
p=<0.05 were regarded as statistically significant.

Different scoring systems for the presence of liver
fibrosis can be used based on formulae available in the
literature.>-2

RESULTS

Laboratory findings as well as clinical parameters in
the cohort under study are listed in Table 2. Metabolic
syndrome rated by AHA/IDF criteria was present in
96% of the patients with type 2 DM.

To assess the frequency of NAFLD, we used
a group of patients with available ultrasound
examination. The group comprised 100 patients.
Signs of NAFLD were found in 79% of type 2 DM
patients. Steatosis was the most frequent ultrasound
finding; 4 patients (4%) had ultrasound signs of liver
cirrhosis and 9 patients (9%) had ultrasound sings

of fibrosis, (see Table 3). There were no sex or age
differences between patients with NAFLD and those
without hepatic involvement (the former were little
younger but without statistical significance). Nor
were there any differences in parameters designed to
rate diabetes compensation (i.e. fasting glycemia).
In contrast, patients with NAFLD had a significantly
higher body weight, BMI, waist circumference and
serum triglycerides compared with those without
signs of liver disease.

Ultrasound findings Number of patients (%)
Liver cirrhosis 4 (4%)
Fibrosis 9 (9%)
Steatosis 66 (66%)
Normal finding 21 (21%)

Total of USG examined patients 100

Table 3. Ultrasound findings in patients
with type2 DM.

Nearlyallinthe NAFLD group were also foundto have
simultaneous metabolic syndrome (with the syndrome
rated according to AHA/IDF criteria, anywhere up to
98% of the patients were affected). In the group without

Parameter All patients Patients with Patients without *p-value
(n=100) NAFLD (n=79) NAFLD (n=21)
Men/women (N) 63/37 49/30 12/9 ns
Age (years) 64.2+9.3 63.4+9.2 66.5+12 ns
Weight (kg) 94.2+18,7 96.9+19.3 84.7+14.7 0.003
BMI (kg/m?) 31.9+54 32.645.2 29.4+5.4 0.007
Waist circumference (cm) 110.8+12.9 113.8+12.8 107.1£10.3 0.033
Hypertension (% of patients) 82% 81% 7% ns
Triglycerides (mmol/L) 1.8+1.4 1.9+14 1.4+1 0.005
HDL-cholesterol (mmol/L) 1.3+0.3 1.3+0.4 1.3+0.3 ns
Serum glucose fasting (mg/dl) 137463 14047 137463 ns
Bilirubin (umol/L) 10.6+10.4 10.5+10.2 10.9+3.8 0.045
ALT (u/L) 38.8+29 43+33.5 32.3+31 0.007
AST (u/L) 31.8+17.6 35.3+21.8 28.2+12.3 ns
Uric acid (umol/L) 322.9+84.8 319495 332469 ns

*Statistical difference between patients with NAFLD and those without NAFLD.
Table 2. Demographic and laboratory parameters in the study cohort.

14



Journal of the Arab Board of Health Specializations \ol.19, No.1, 2018

Parameter p-value
Body weight (kg) 0.001
BMI (kg/m?) 0.005
Waist circumference (cm) 0.025
Presence of hypertension 0.108
Presence of hypertriglyceridaemia 0.182
Fasting serum glucose (mmol/l) 0.813
Bilirubin (umol/l) 0.819
Treatment with insulin 0.533
Treatment with statins 0.325
Treatment with fibrates 0.855

Table 4. Correlation between clinical parameters
and the presence of NAFLD in the group of NAFLD
patients (linear regression).

signs of hepatic lesion the number of individuals
with simultaneous MS was substantially lower. All in
all, 79% of the cohort were treated with statins, 34%
received fibrates, 82% suffered from hypertension
treated with antihypertensive drug treatment. 6% of the
patients were treated for hyperuricaemia. For the control
of diabetes, 26% were on oral antidiabetic plus insulin,
9% used insulin alone, 61% oral antidiabetics alone, and
4% were on diet alone.

DISCUSSION

Data on the high percentage of patients with
NAFLD in the high-risk groups (particularly patients
with type 2 DM) have been reported in the literature
for only a few years.?*2¢ Lazo et al shows that in the
US population, the rates of prevalence of hepatic
steatosis and NAFLD were 21.4% and 19.0%,
respectively; corresponding to estimates of 32.5
(95% confidence interval: 29.9, 35.0) million adults
with hepatic steatosis, and 28.8 (95% confidence
interval: 26.6, 31.2) million adults with NAFLD
nationwide. Mussoet al®® found that NAFLD is the
most common chronic liver disease in the Western
world, and is tightly associated with obesity and
metabolic syndrome. NAFLD entails an increased
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cardio-metabolic and liver-related risk. Yilmaz?® also
found comparable results.

In a study done by Prof Sabeha al-Bayati and
Hayder Samir in al-Yarmouk Teaching Hospital in
2010, elevated serum ALT and AST were found in
9% and 6% respectively of a sample of patients with
type 2 Diabetes Mellitus. This study corroborates the
high frequency of NAFLD among patients with type
2 DM and metabolic syndrome. It also shows that the
presence of liver disease depends more on particular
components of the metabolic syndrome rather than on
the compensation of diabetes simultaneously present.
As the study observations show, nearly all of the
patients with hepatic lesion also suffer from metabolic
syndrome. Compared with the group without signs of
hepatic lesion, the difference in MS frequency is at the
borderline of statistical significance.

Like other studies, this study also faced with many
adverse factors. To begin with, a liver lesion in NAFLD
is difficult to assess accurately. In an ideal situation, it
would be appropriate to assess the presence of a hepatic
lesion on the bases of liver biopsy. That, however, is
impossible in routine practice; moreover, to indicate for
liver biopsy, for instance, patients with normal liver test
results and merely sonographic evidence of steatosis
is unfeasible for ethical reasons. For that reason, liver
biopsy will always be reserved for a selected group of
patients.

Recently, noninvasive techniques have been
developed which might replace liver biopsy (different
serum fibrosis markers or elastography) except that
in routine practice these are not often used or readily
available. That was why this study relied on parameters
applicable in routine practice,? in particular: serum
levels of liver enzymes (ALT) and liver ultrasound.
ALT is an enzyme which rises nonspecifically in liver
damage of diverse etiologies (including NAFLD). While
normal ALT values do not rule out the presence of liver
fibrosis (a fact known from observations of patients
with hepatitis C and NAFLD),?® no other laboratory
parameter can be used in routine practice.

This study was intended to assess the frequency
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of hepatic lesion in patients with type 2 DM. Rather
than a sample of the general population, these were
a highly selected group of patients with diabetes and
most also with metabolic syndrome. Data concerning
steatotic liver involvement in the general population
are not currently available, however; a relatively
high incidence can be presumed with regard to the
growing prevalence of overweight and obesity.
Then there is the development (or natural course)
of NAFLD.

A recently published study rated the prevalence
and 7-year development of NAFLD in a cohort of
more than 200 “healthy individuals” with no previous
history of liver disease.? Just under one third of them
had sonographic signs of NAFLD upon enrollment
in the study. Over a period of 7 years, another 20%
developed NAFLD while, on the other hand, about one
third of the patients with signs of NAFLD on admission
experienced complete regression. Weight reduction
was an outright factor responsible for the regression.
However, any rating of patients with NAFLD ought
to take into account also the chances of spontaneous
regression of the disease.

Abnormality alone in liver tests or in sonographic
scanning is mostly unable to tell whether a patient
has simple steatosis or steato-hepatitis (NASH) with
the risk of liver cirrhosis development. A distinction
of that kind is conceivable with liver biopsy or
probably with some of the non-invasive methods
such as tests for fragments of cytokeratin 18.3° The
actual uses of non-invasive parameters in these
connections will have to be assessed in prospective
studies. The presence of fibrosis is another factor
decisive for the development of hepatic lesion.
While liver biopsy is still an indispensable tool for
liver fibrosis evaluation, sourcesin the literature
describe many non-invasive parameters useful for
determining patients with advanced fibrosis from
those who have no such affection.?2®> However
these non-invasive parameters are usually validated
for discrimination of different stages of fibrosis in
well defined patients with histologically proven
NAFLD/NASH and not as a screening test in a risk
population. Identification of NAFLD risk factors
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and their undelayed control can not only reduce
the prevalence of NAFLD, but also the extra-
hepatic diseases associated with this syndrome. For
example, the presence of NAFLD is known to carry
an increased risk of coronary heart disease (CHD),
acute myocardial infarction and association with
higher mortality due to CHD in general.*

CONCLUSIONS

Patients with type 2 DM had in the majority of cases
NAFLD which was related to weight, BMI, waist
circumference and serum triglycerides.

RECOMMENDATIONS

- Further studies with larger number of patients are
needed.

- Further studies to evaluate the accuracy of non-
invasive methods of NAFLD diagnosis.

- Based on published cut-off values,® a substantial
percentage of diabetic NAFLD patients could be at risk
of liver fibrosis. This should be an issue for subsequent
studies.
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BLOOD PRESSURE MEASUREMENT OVER
A SLEEVED VERSUS A BARE ARM
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ABSTRACT Methods: We recruited 233 patients between 18 and
85 years of age from Duban Primary Health Center in
Objective: Technical issues and techniques are Duhok between January and March 2017. They all had
very important while measuring the blood pressure. their blood pressure recorded using the same automatic
It has been recommended that blood pressure should oscillometric device, with the cuff placed over their
be measured on bare arm. In our society especially in bare arms for the first reading. Each patient was then
females this procedure becomes difficult to practice due randomly assigned to either the bare-arm group, for
to social and cultural issues. This study was carried which the second blood pressure reading was also taken
out to find out that measuring the blood pressure with on a bare arm, or the sleeved-arm group, for which the
the cuff placed over the sleeved or without (bare arm) second reading was taken with the cuff placed over the
makes any difference. patient's sleeve.

*Jasim Mohamed Taib Ameen, MD, Assisstant Proffessor, Department of Medicne, Mosul Medical College, Irag. Email:jasimalhayali@yahoo.com
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Results: Two hundred and thirty three patients were
included in the study. The male patients were 120
(51.5%), and 113 (48.5%) were females. The mean age
of patients range from 15-85 years with mean (SD) of
45.91 (15.47) years. The mean difference between the
two groups when comparing the first and second systolic
pressure readings was 0.69 (-5.35-6.74), 3.94 (-1.53-
9.42); the mean difference between the two groups
when comparing the first and second diastolic pressure
readings was 0.68 (-2.73-3.90), 1.49 (-1.66-4.65),
this between-group difference was neither clinically
important nor statistically significant, (p=0.600).

Conclusions: The difference found in blood pressure
with and without the sleeve was neither clinically
important nor statistically significant.

INTRODUCTION

Elevated blood pressure is a leading cause of
cardiovascular morbidity and mortality,? so its
correct measurement is very important.3*

An erroneous technique can result in a wrong
reading leading to serious error. Many factors affect
the accuracy of Blood Pressure measurement, few of
them are position of arm, inadequate rest, smoking,
tea intake before the examination, zero error, rapid
deflation of pressure, inappropriate size of cuff.>’

So far it has been recommended that blood
pressure should be checked on bare arm.®>*! In our
society especially in females this procedure becomes
difficult to practice due to social and cultural issues.
At times it may not be possible to roll up the sleeve
due to type of clothing very commonly used in our
population especially in females.

Few studies are available showing the effect of
clothing on blood pressure measurement in a normal
person,*?* and particularly no data from lraq is
available. Type of clothing used in different societies
and regions is different so the result of a study
cannot be generalized. So this study was conducted
to determine the effect of taking the blood pressure
with cuff placed over sleeves and without sleeves
(bare arm).
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Design and duration of study: It was an
observational cross-sectional study, conducted in
January-March 2017.

METHODS

Two hundred and thirty three individuals of
either sex were recruited for the study. They were
hypertensive and normotensive persons attending the
OPD of Duban Primary Health Center in Duhok.

Inclusion criteria: Adults between the age of 17-80
years.

Exclusion criteria:

1. Seriously ill and restless patients.

2. Patients who were unable to use their right
arms.

3. Patients under the age of 15years.

4. Patients whose data were not completed.

During an interview with each participant, we
recorded factors, such as age and sex, that might
affect blood pressure. We measured each patient's
height and weight using the same scale. We
considered participants to be smokers if they smoked
one or more cigarettes per day. We recorded whether
patients had hypertension or diabetes.

Participants were randomly assigned to have either
both blood pressure measurements taken over a bare
arm (bare-arm group, n=180), or the first measurement
taken over a bare arm and the second over the sleeve
(sleeved-arm group, n=196). The patients were
seated for 5 minutes, with feet flat on the ground and
back supported, before a clinical examiner measured
their blood pressure using a commercially available
automated blood pressure machine (OMRON Blood
Pressure Monitor M3). This device is validated
according to the Association for the Advancement of
Medical Instruments (AAMI), the European Society
of Hypertension (ESH) and the British Hypertension
Society (BHS). The same size of blood pressure cuff
was used for each patient. The first measurement was
on a bare arm for both the bare-arm and sleeved-arm
groups. Each patient was then randomly assigned
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to either the bare-arm group, for which the second
blood pressure reading was also taken on a bare
arm, or the sleeved-arm group, for which the second
reading was taken with the cuff placed over the
patient's sleeve. Examiners waited three minutes
between the first and second measurements in both
groups.

Statistical analysis: The data has been entered
and processed by the use of statistical package SPSS
(SPSS inc., Chicago, ILL). Different descriptive
statistical methods (mean, standard deviation, and
percentages) were used to summarize and tabulate the
data. A paired t-test was used to assess the significant
of differences between 1st and 2nd reading of each
pair. A Pearson correlation test and regression were
used to assess the relation between baseline and 2nd
reading. A p-value <0.05 was considered statistically
significant.

RESULTS

Two hundred and thirty three patients were
included in the study. The male patients were 120
(51.5%) and 113 (48.5%) females. The mean age of
patients range from 15-97 years with mean (SD) of
45.91 (15.47) years.

Characteristics of the study population are shown
in Table 1. There were no clinically important
differences in sex, age, body mass index (BMI) or
sleeve thickness between the two groups.

The mean systolic and diastolic readings for both
groups on first and second occasions are shown in
Figure 1 and Figure 2. The mean differences between
the first and second blood pressure readings for
patients in the bare-arm group were 3.87 (1.55) for
systolic blood pressure, and -0.63 (5.47) for diastolic
blood pressure. The mean differences between the
first and second readings for patients in the sleeved-
arm group were 7.31 (12.57) for systolic blood
pressure and 0.83 (8.90) for diastolic blood pressure,
Table 2. The mean difference between the two groups
when comparing the first and second systolic pressure
readings was 0.69 (-5.35-6.74), 3.94 (-1.53-9.42);
the mean difference between the two groups when
comparing the first and second diastolic pressure
readings was 0.68 (-2.73-3.90), 1.49 (-1.66-4.65),
this between-group difference was neither clinically
important nor statistically significant.

There is a significant difference between group 1
and 2 for SBP for bare skin (p=0.010). Also there is
significant difference for the SBP for the sleeve groups

Bare arm group Sleeved arm group
(Both readings (reading on bare and
Characteristics on bare arm) sleeved arm) p-value
(N=108) (N=106)
Age in years, mean (SD) 47.98 (16.58) 43.73 (14.12) 0.04
BMI in kg/m2, mean (SD) 30.17 (5.56) 29.19 (5.85) 0.2
Weight in kg, mean (SD) 81.56 (14.33) 80.09 (16.35) 0.4
Height in cm, mean (SD) 164.75 (10.01) 164.69 (10.35) 0.9
Gender, Males 59 (52.7%) 60 (50.4%) o
No. (%) Females 53 (47.3%) 59 (49.6%)
Hypertensive, No. (%) 38 (33.9%) 39 (32.8%) 0.6
Diabetics, No. (%) 18 (16.1%) 15 (12.6%) 0.2
Smoker, No. (%) 26 (23.2%) 27 (22.7%) 0.5

Table 1. Characteristics of the study population.
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(p=0.001). This difference possibly due to the anxiety
most of our patients feels with the first readings.

DISCUSSION

The issue of comparing blood pressure readings
with and without sleeve has been an issue of debate
for years, but only few studies have been done in this
regard. Most of the studies recommend that blood
pressure should be checked on bare arm .

The use of automated blood pressure measuring
devices in the clinic provides some real benefits.
Well-working fully automated devices are free of
terminal digit bias, deflate at the correct rate, operate
consistently over time, record the results, do not

require good hearing and generally require less
training to operate properly. Despite these benefits,
if the patient is not prepared for the blood pressure
measurement in advance (e.g., avoids consuming
caffeine and food, empties his or her bladder), the
reading taken may not be of much clinical use.12 Until
more is known about interactions between devices
and clothing, perhaps the best advice is to prepare
the patient in advance so that clothing removal is not
an issue.™

However, recently few studies from different
countries have proved that there isno need to roll up
the sleeve.'*1® Four previous studies have assessed
whether blood pressure varies significantly when
taken over a sleeved arm compared with a bare
arm.

Condition First re::;;gi(gg) up 1) Second ,r\jz::]nfs(gmu[) 2) Difference p-value
SBP on bare skin 144.20 (23.19) 140.32 (20.90) 3.87 (1.55) 0.010
SBP on sleeve 143.69 (23.45) 136.38 (21.01) 7.31 (12.57) 0.001
DBP on bare skin 80.34 (12.00) 79.71 (12.05) -0.63 (5.47) 0.200
DBP on sleeve 78.84 (12.17) 79.68 (12.83) 0.83 (8.90) 0.300

SBP=Systolic Blood Pressure, DBP=Diastolic Blood Pressure
Table 2. Comparison of systolic and diastolic blood pressure with and without sleeve.

Bare arm group Sleeved arm group Between group
Variables (Both readings on Bare arm) (reading on bare and difference p-value
Mean (SD) sleeved arm) Mean (SD) Mean (95% Cl)
Systolic BP
144.20 (23.19 143.69 (23.45 0.69 (-5.35-6.74 0.8
1% reading (23.19) (23.45) ( )
2" reading 140.32 (20.90) 136.38 (21.01) 3.94 (-1.53-9.42) 0.1
Difference between 1%& 2
. 3.87 (0.80-6.94 7.31 (4.99-9.62
reading (95% CI) ( ) ( ) 0.6
p-value 0.01 0.001
Diastolic BP
80.34 (12.00 78.84 (12.17 1.68 (-2.73-3.90 0.7
1% reading ( ) ( ) ( )
2" reading 79.71 (12.05) 79.68 (12.83) 1.49 (-1.66-4.65) 0.3
Difference between 1%& 2™
. -0.63 (-1.66-0.39 0.83 (-0.79-2.46
reading (95% CI) ( ) ( ) 0.1
p-value 0.2 0.3

Table 3. Mean difference of blood pressure with and without sleeve.
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Figure 1.

Figure 2.

In one study, involving 36 patients, Holleman
et al® found no significant differences in systolic
or diastolic blood pressure readings taken over the
sleeved or bare arm of each patient. However, this
study was limited because of its small sample and
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because blood pressure measurements were taken on
both arms simultaneously.

A study by Kahan et al,* involving 201 patients,
compared blood pressure measurements taken over
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a sleeved arm, a bare arm and below a rolled-up
sleeve. They found that the degree of clothing under
the sphygmomanometer cuff did not have a clinically
important effect on the reading.

The third study, conducted by Liebl et al, which
involved 201 patients, compared blood pressure
measurements taken over a sleeved arm and a bare
arm with both sphygmomanometric and oscillometric
devices. They concluded no significant difference in
readings between the sleeved and bare-arm groups.
The other study done by Grace Ma et al involving
376 patients compared blood pressure measurements
taken over a sleeved arm, a bare arm, have either both
blood pressure measurements taken over a bare arm
(bare-arm group), or the first measurement taken over
a bare arm and the second over the sleeve (sleeved-
arm group), they found that patients whose second
blood pressure reading was taken over a sleeve had
a smaller drop in blood pressure than patients whose
second reading was taken on a bare arm. However,
this difference was neither clinically important nor
statistically significant.

In contrast to the later study, our study found that
patients whose second blood pressure reading was
taken over a sleeve had a greater drop in systolic
blood pressure than patients whose second reading
was taken on a bare arm. However, this difference
was neither clinically important nor statistically
significant. Our results confirm the findings of the
four previous studies®® and show that, regardless of
method, assessment of blood pressure over a bare
arm and over a sleeved arm both yield accurate
results.

Inan ideal world, we would all closely adhere to the
guidelines for blood pressure measurement; however,
we know that guidelines are not always followed,
which leads to misclassification of patients.? In reality,
some patients may be uncomfortable taking off their
clothing for a blood pressure measurement. In our
society, especially in females this procedure becomes
difficult to practice due to social and cultural issues.
At times it may not be possible to roll up the sleeve
due to the type of clothing commonly used in our
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population especially in females. Perhaps it would
be better to leave the patient with their clothing on
for a minute, relaxed, and place the cuff over the
sleeve to assess his or her blood pressure. In the
end, it is the clinician's decision. The results of our
study and previous studies indicate that we can now
assure health care professionals that blood pressure
readings taken over the sleeve are unlikely to vary
significantly from those measured on a bare arm

CONCLUSIONS

The difference found in blood pressure with
and without sleeve was not significant clinically.
Preferably, in patients with known hypertension,
measurements should be taken under standardized
conditions (i.e., on the bare arm), as suggested by
Holleman et al.*’
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ABSTRACT

Objective: The aim of this study is to assess the body
growth and serum zinc status in a sample of children
with iron deficiency and iron deficiency anemia.

Methods: Two hundred children attending the
outpatient clinic at Hevi Pediatric Hospital in Duhok

city, Kurdistan region, Iraq were included in this case-
control study. Among the 200 enrollees: 102 were iron
deficient, including 58 anemic and 44 non-anemic
according to the criteria defined by the World Health
Organization (WHO). The remaining 98 enrollees were
non-anemic iron sufficient healthy children as a control.
Zinc association with height, weight and anemia related

*Dhia J.Al-Timimi, PhD, Department of Medical Chemistry, College of Medicine, University of Duhok, Duhok, Kurdistan Region, Iraq.

E-mail: altmimidj@yahoo.com
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*Akrem M. Atroshi, F.I.B.M.S, Department of Pediatric, College of Medicine, University of Duhok, Duhok, Kurdistan Region, Iraq.
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parameters included: hemoglobin, iron, transferrin
saturation percent and ferritin were examined.

Results: Significantly lower height and weight
values were observed in children with iron deficiency
compared to those in controls (p= 0.037, and p= 0.041,
respectively). Of the 102 children with iron deficiency
had low height or underweight (<5" percentile), 49
(48.0%) and 43 (42.2%), compared to 31 (31.6%) and
32 (32.7%) in the controls. The meanSD values of
serum zinc levels of the children with iron deficiency
was 88.2+35.5 ug/dl and 101.2+44.1 ug/dl for the
controls, (p=0.01). In the children with iron deficiency,
27.5% had moderate zinc deficiency compared to 18.3%
in the controls, (p=0.042). Serum zinc was positively
associated with height, weight, Hb, iron, ferritin, and
TS (%).

Conclusions: A low zinc status is present in one third
of children studied particularly among iron deficiency
anemia group, which has an adverse effect on growth.
This finding may have clinical implications due to the
increased risk of future anemia.

INTRODUCTION

Iron deficiency is the commonest cause of nutritional
anemiain children worldwide, particularly in developing
countries.*? It is often associated with a decrease in some
essential elements, such as zinc.® Zinc is an important
trace mineral that plays many roles in the body. While
is often credited with boosting the immune system, it
does so much more.*® One of the little-known benefits
that zinc provides is anemia prevention.” In fact, anemia
and zinc intake are closely related. A number of studies
have linked lack of zinc or too much zinc can interfere
with iron intake, which often triggers anemia.’® Zinc
deficiency is usually more common in children and may
vary at different ages, and appears to be an important
health problem with respect to child growth.'® However,
if children suffer from anemia, a lack of zinc could be
to blame. Therefore, the aim of this study was to clarify
the relationship between zinc deficiency with anemia
and growth in a sample of children less than 12 years.

METHODS

This study was conducted at Hevi Pediatric Hospital,
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Duhok City, Kurdistan region, Iraq; during the period
from March to November 2016. The study plan was
approved by the Research Ethics committee; Directorate
of Health of Duhok. Written informed consent was
signed by the parents of each child in the study. Two
hundred children, age ranged 6 months to 12 years,
(112 males and 88 females) attending the outpatient
clinic were recruited in the study. All enrollees had
a full physical examination as well as full blood
counts and biochemical assessment. The biochemical
parameters evaluated included serum zinc (Zn), iron
(Fe), transferrin saturation percent (TS%) and ferritin.
Anthropometric measurements-body height (cm) and
body weight (kg) were obtained. Growth charts from
the WHO for children under 2 years and growth charts
from the Center for Disease Control and prevention
(CDC)*for those over 2 years were used.

Anemia was defined according to the criteria defined
by the World Health Organization.'> Children were
divided into 2 groups: group I, consisted of children
with iron deficiency (n=102), categorized into anemic
(n= 58) and non-anemic (n=44). Group Il, consisted
of 98 non-anemic healthy children, none of them
proved to have iron deficiency and they served as a
control group. Exclusion criteria included children
with fever, acute illness, and diagnosed or suspected
cases of hemoglobinopathies and a history of zinc
supplementation.

Phlebotomy was performed in the morning, after
a medical examination. Blood specimens were
collected for hematological and biochemical tests.
Serum zinc levels were measured by flame atomic
absorption spectrophotometer, PerkinElmer (USA)
using a standardized procedure. Biochemical blood
measurements (iron, transferrin saturation percent and
ferritin) were determined by a standard laboratory
procedure using Cobas 6000 Roche analyzer (USA).
Blood hemoglobin and hematological parameters were
measured by Sysmex hematological analyzer (Japan).

Zinc status was assessed as follow: Severe zinc
deficiency (serum zinc <50 ug/dl), moderate zinc deficiency
(serum zinc 50-70 ug/dl), normozincemia: serum zinc
concentration between 70-130 ug/dl and hyperzincemia
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(serum zinc >130 ug/dl). A cutoff point of <70 ug/dl of zinc
was used to classify individuals as on low zinc status.*

The iron deficiency assessment was established
according to WHO criteria:** Serum iron (<60 ug/dl),
ferritin (<12 ng/ml), total iron binding capacity (>390
ug/dl) and transferrin saturation percent <16%.

All datawere analyzed using the statistical package for

Social Sciences (SPSS) version 21 (USA). Independent
t-test was used to assess differences in serum analyte
among groups. Categorical variables were analyzed by
Chi-square tests. Power analysis was performed for zinc

and iron with values exceeding 0.90.

RESULTS

Table 1 illustrates the demographic characteristics of

ID Children Controls
Characteristics (n=102) (n=98) p-value
Mean +SD
Age (years) 44+2.1 3.4+1.9 0.067
Height (cm) 92.8+22.7 101+22.9 0.037
Weight (kg) 14.847.1 17.348.2 0.041
Zinc (ug/dl) 88.2+35.5 101.4+44.1 0.026
Hb (g/dI) 10.4+1.9 12.240.8 0.036
Iron (ug/dl) 28.7£15.6 89.1+40.2 0.001
Ferritin (ng/ml) 8.4+2.9 34.2+18.3 0.001
TS% 6.5+3.7 25.5+9.5 0.001
Number (%)

Severe zinc deficiency 12 (11.8) 3(3.1) 0.053
Marginal zinc deficiency 28 (27.5) 18 (18.3) 0.042
Normozincemia 58 (56.9) 64 (65.3) 0.170
Hyperzincemia 4 (3.8) 13 (13.3) 0.049

Table 1. Demographic characteristics of children.
ID children Controls OR value Serum zinc (ug/dl)
(n, %) (n, %) . Mean+SD <70,(n,%) | p-value
Height
Low <5th percentile | 49 (48.0) 31 (31.6) 1.99 0.040 7154218 | 54(27.0)
- 0.01
Normal 5th-95th 51(50.0) | 65(66.3) | 0.50 0.67 826:232 | 7(35)
percentile
1 th
Over height >95 2 (2.0) 2(20) | 096 0.40 : :
percentile
Weight
H th
Underweight <5 43 (42.2) 32(32.7) | 150 0.23 69.3+25.3 | 47 (23.5)
percentile
Normal weight 5%-
o 57 (55.8) 60 (61.2) | 0.802 0.67 83.5+20.7 14 (7.0) 0.01
90" percentile
i th
Overweight >90 2 (2.0) 6(6.1) | 0307 & 0930 ; ;
percentile

Table 2. Percentage of height, weight and zinc levels in children.
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the studied children. The children with iron deficiency
(ID) exhibited significantly lower serum zinc level,
height and weight than did the healthy controls (p=0.001,
p=0.037 and p=0.041, respectively).

Approximately 11.8% of the children with ID
had severe zinc deficiency compared to 3.1% of
the healthy controls, and 27.5% had moderate zinc
deficiency compared to 18.3% in the controls. The other
parameters, including Hb, iron, TS% and ferritin were
lower in children with ID than in the healthy controls.

Table 2 illustrates the percentage of zinc, height and
weight of children with ID and controls. As shown,
49 (48.0%) of the children with ID had low height
(<5™) and 43 (42.2%) were underweight compared
to 31 (31.6%) and 32 (32.7%) in the controls (OR:
odds ratio 1.99 and 1.50 respectively). A low serum
zinc <70 ug/dl was found in 54 (27.0%) children
with low height and in 47 (23.5%) with underweight
compared to 7 (3.5%) and 14 (7.0%) with normal
weight respectively.

Table 3 illustrates the zinc status according to the
hemoglobin level categorized for children with ID. A

statistically significant difference was found in the
mean value of serum zinc, between anemic and non-
anemic ID children (serum zinc values 82.1+36.4
ug/dl and 97.6+£32.2 ug/dl respectively, p=0.032).
Anemic children also exhibited significantly lower
mean values of height, weight, serum iron and
transferrin saturation percent than did the non-anemic
group, while the mean value of ferritin was similar in
both groups.

Variables r p-value
Age 0.024 0.510
Height 0.310 0.021
Weight 0.204 0.049
Hb 0.334 0.010
Iron 0.210 0.015
Ferritin 0.423 0.002
TS (%) 0.311 0.012

Table 4. Pearson’s correlation coefficient (r) between
zinc and other parameters in children.

Table 4 illustrates the correlation coefficient of
zinc with other parameters. As shown, zinc correlated
positively with height, weight, Hb, iron, ferritin, and

ID Children Controls
Characteristics (n=102) (n=98) p-value
Mean +SD
Age (years) 4.2+1.9 45+2.2 0.090
Height (cm) 83.71£22.6 104.5+22.7 0.017
Weight (kg) 13.9+7.3 15.9+6.8 0.043
Zinc (ug/dl) 82.1+36.4 97.6+32.2 0.032
Hb (g/dI) 9.1+1.4 12.3+0.7 0.036
Iron (ug/dl) 23.3+12.9 36.3+12.9 0.001
Ferritin (ng/ml) 8.4+3.1 8.6+2.7 0.541
TS% 5.4+3.2 8.3+3.4 0.001
Number (%)

Severe zinc deficiency 11 (18.9) 1(2.3) 0.013
Marginal zinc deficiency 20 (34.5) 8 (18.1) 0.037
Normozincemia 26 (44.9) 32 (72.8) 0.046
Hyperzincemia 1(1.7) 3(6.8) 0.050

Table 3. Zinc status and other parameters in anemic and non-anemic children.
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TS(%) in the studied children (p=0.021, p=0.049,
p=0.01, p=0.015, p=0.002, and p=0.012).

DISCUSSION

This study has provided definitive evidence that
children with iron deficiency (ID) had concomitant
zinc deficiency and low growth. These results confirm
a correlation between zinc and anemia, as the zinc
deficiency in anemic children is about three times
higher than that observed in the non-anemic 1D children.
Analyzing an association of zinc status and anemia
related parameters, it was found that there is a more
significant positive association with ferritin than with
iron, which is similar to the results of other studies.'4*®
These results suggesting that zinc levels play just as
much of a role in anemia as iron.

The high prevalence of low zinc status found among
children with IDA is especially noteworthy, because
several factors are known to impact negatively on zinc
status. Of these can be insufficient intake of dietary zinc,
malabsorption and micronutrient interactions. However,
mechanisms for metabolic interactions between trace
elements based on transport and storage molecules are
not clearly investigated yet.

Mild to moderate zinc deficiency is common in
several developing countries,'® because the commonly
consumed staple foods have low zinc contents and are
rich in phytates. The phytate contents of cereal proteins
is known to decrease the availability of zinc and iron,
thus the prevalence of zinc deficiency as well as iron
deficiency is likely to be high in population consuming
large quantities of cereal proteins.’® In our study,
obtained values for serum zinc in children with IDA
were also lower in comparison to controls. Moreover,
children with ID and IDA had lower means of height
and weight than controls, although the mean age of the
children with 1D and the controls was nearly similar.

These changes in zinc status and defects in growth
are frequently explained by coexisting deficiencies of
iron and zinc due to common dietary sources for both
micronutrients and decreasing their intestinal absorption
by the same dietary factors.'” The problem of mild zinc
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nutriture and status may be widespread because many
studies have reported positive growth response in young
children who were administered zinc supplements.® It
has been shown that zinc supplements can help prevent
anemia, and in improving the zinc status that is shown
by decreasing the most serious manifestation associated
with zinc deficiency.'® In the present study, we observed
a significant correlation of height and weight with zinc
in children with ID.

In addition we observed a significant association
of low growth with serum zinc levels. These results
suggest an important mechanism through zinc can
influence higher risk of low growth in our population,
although, measurement of the other relevant minerals
has not been determined, which is a limitation of this
study. In addition, no bone age assessment was carried
out which might underestimate the definitive conclusion
regarding the role of zinc specifically (or other relevant
minerals) related to these patients with iron deficiency
anemia. The clinical significance of these changes needs
further elucidation, but trace element supplementation,
especially with zinc may have beneficial effects on
growth of anemic children.

CONCLUSIONS

A low zinc status is exhibited in a significant
percentage of the children with ID, particularly among
anemic group. As expected, low zinc status is associated
with low growth of children, particularly those with ID.
Low zinc status under conditions of IDA indicates the
need to develop and implement appropriate intervention
strategies for prevention and control of micronutrient
deficiencies.
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ABSTRACT

Most cases of recurrent hypoglycemia occur in
patients with diabetes mellitus, while hypoglycemia
is an uncommon clinical problem in a non diabetic
patients.! It can occur in the fasting or postprandial
state, and needs evaluation. This is a case of insulin
autoimmune syndrome (lAS) in a Syrian woman with
recurrent hypoglycemia. Insulin autoimmune syndrome
(1AS) is a rare cause of hyperinsulinemic hypoglycemia
characterized by auto-antibodies to endogenous insulin
in individuals without previous exposure to exogenous
insulin. Distinction from insulinoma is especially
crucial to prevent unwarranted invasive procedures and
surgical interventions in hypoglycemic patients.

INTRODUCTION

Hypoglycemia is an uncommon clinical problem

in non diabetic patients,* In the absence of diabetes, a
thorough evaluation for hypoglycemia is recommended
only for patients in whom Whipple triad (low plasma
glucose concentration, clinical  signs/symptoms
consistent with hypoglycemia, and resolution of signs
or symptoms when the plasma glucose concentration
increases) should be documented.*

Medications should be reviewed because drugs
are the most common cause of hypoglycemia,?3 see
Table 1.

In any case of hypoglycemia, regardless of the cause,
the diagnosis can usually be established by appropriate
blood tests at the time of the spontaneous occurrence of
hypoglycemia, if such an event occurs in the presence
of medical personnel. If the patient is not symptomatic
when seen, the diagnostic strategy is to replicate
conditions in which hypoglycemia would be expected

*Reem Murad, MD, Endocrinologist, Damascus, Syria. E-mail:r.murad13@gmail.com
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Il or medicated individual

Insulin or insulin secretagogue

Drugs

Alcohol

Others (Cibenzoline, Gatifloxacin, Pentamidine, Quinine,

Indomethacin, ..)

Hepatic, renal, or cardiac failure

Critical illnesses Sepsis
Inanition
Hormonal deficiency Cortisol

Seemingly well individual

Insulinoma

Functional beta-cell disorders (nesidioblastosis)

Non-insulinoma pancreatogenous hypoglycemia

Endogenous

Post-gastric bypass hypoglycemia

hyperinsulinism

Autoimmune hypoglycemia

Antibody to insulin

Antibody to insulin receptor

Accidental, surreptitious, or malicious hypoglycemia

Table 1. Causes of hypoglycemia in adults. (From Cryer PE, Axelrod L, Grossman AB, et al. Evaluation and
management of adult hypoglycemic disorders: an Endocrine Society clinical practice guideline. J Clin Endocrinol
Metab 2009;94:709-8, used with permission of The Endocrine Society).

if a hypoglycemic disorder exists. A prolonged
supervised fast, which can last as long as 72 hours, has
been the best established and probably most reliable
test for the evaluation of hypoglycemia occurring in the
food-deprived state.

Patients who are fortuitously observed during an
episode of symptoms and are found to have hypoglycemia
at that time should have the following blood tests:*

- Glucose

- Insulin

- C-peptide

- Beta-hydroxybutyrate

- Proinsulin

- Sulfonylurea and meglitinide screen

The data obtained from lab results will help
to distinguish hyperinsulinemia (endogenous or

exogenous) from other causes of hypoglycemia.

Insulin autoimmune syndrome (IAS) is a rare cause
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of hypoglycemia,®®and is characterized by episodes of
spontaneous hypoglycemia and insulin auto-antibodies
in the individuals who have not received exogenous
insulin.

Affected individuals often have a history of other
autoimmune disorders. Hypoglycemia occurs in the
late postprandial period as insulin, which is secreted in
response to the meal, and when bound to the circulating
antibody, dissociates from the antibody in an unregulated
fashion.

A clue to the diagnosis is the finding of very high
measured plasma insulin levels during hypoglycemia.’
And the diagnosis is made by the finding of high-titer
serum insulin antibodies. There is no consistently
effective therapy for it.

Insulin autoimmune syndrome was first reported by
Hirata et al. in 1970,% and it is the third leading cause
of spontaneous hypoglycemia in Japan following
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insulinoma and extrapancreatic neoplasms,® only 380
cases have been reported in the medical literature,
with the majority (90%) depicted in the Japanese
population.tt

It may be associated with underlying autoimmune
disorders like Graves' disease, systemic lupus
erythematosus, systemic sclerosis and rheumatoid
arthritis.>*3 Recently a significant association of HLA-
DRB1*0406/DQA1*0301/DQB1*0302  with  this
syndrome has been found in the IAS patients in Japan.'4
IAS is a transient condition with spontaneous resolution
within 36- months of diagnosis.®

CASE PRESENTATION

A-J a previously healthy 86-year-old Syrian lady,
who was referred to our Endocrine Outpatient Clinic
on 20/2/2017 for evaluation of frequent hypoglycemia
episodes. She was non-diabetic, non-hypertensive, not
on any medications, no history of any prior exposure
to insulin or any oral antidiabetic medication or herbal
substances, that may potentially cause hypoglycemia,
in her past medical history is only cholecystectomy 30
years ago.

Her symptoms began only two months back when
she used to develop episodes of palpitations, sweating,
retfa sruoh 3-4 gnirrucco yltsom, yteixna dna sromert
food, which were relieved on ingestion of food. She had
one episode of unconsciousness and was taken to a local
hospital in countryside, her random plasma glucose was
found to be 25 mg/dl, and she regained consciousness
on administration of intravenous 30% dextrose
infusion. The Whipple's triad was documented in this
patients, so she required evaluation and management of
hypoglycemia.!

Whipple's triad includes the following:

- Symptoms consistent with hypoglycemia.

- A low plasma glucose concentration when symptoms
are present.

- Relief of those symptoms after the plasma glucose
level is raised.
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The patient was admitted in endocrine ward for
further evaluation.

Physical examination on admission: She was afebrile,
alert and healthy, obese (BMI: 36 kg/m?), blood pressure
105/65 mmHg and pulse rate was 74 B/m. Physical
examination was unremarkable.

Laboratory investigations: Renal and liver function
tests, thyroid profile, and CBC were found to be normal.
She was asymptomatic with normal blood glucose level
at the time of admission, so she was prepared for 72-hour
fast test,' but she developed spontaneous hypoglycemia
and her plasma glucose concentration was found to be
40 mg/dl, so blood sample was send for more blood
tests: Serum insulin, C-peptide, cortisol, proinsulin and
Beta-hydroxybutyrate. Serum insulin was 3237 plU/ml,
and C-peptide was 8.87 ng/ml (n: 0.6-4), cortisol: 18.8
ug/dl, proinsulin and Beta-hydroxybutyrate (were not
done), Table 2.

Because both insulin and C-peptide values are
elevated, the patient was diagnosed with endogenous
hyperinsulinemic hypoglycemia.

Endogenous hyperinsulinemia could be one of
these diagnoses (insulinoma, oral hypoglycemia
agent, noninsulinoma pancreatogenous hypoglycemia
syndrome (NIPHS), and insulin autoimmune
hypoglycemia, Table 1.

Insulinoma (insulin-secreting pancreatic beta-cell
tumors) is the most common cause of hypoglycemia
resulting from endogenous hyperinsulinism.¢8
Therefore, the next step was to localize an insulinoma
by Imaging studies:1*%

Her abdominal ultrasound was normal except for
previous cholecystectomy. Contrast enhanced CT scan
of the abdomen and pancreas did not reveal any lesions.
She was given appointment for EUS endoscopic
ultrasound.

Studying the patient lab results in Table 2 shows: High
insulin value of >3000 plU/ml, and insulin/C-peptide
molar ratio >1. These Laboratory results are clue to the
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Serum glucose 40 mg/dl N:70-100 mg/dl
Insulin 3.237 plU/ml
C-peptide 8.87 ng/ml N:0.6 ng/ml
Insulin/ C-pe_ptide S>> N:<1
molar ratio

Table 2. Laboratory investigations performed
for the patient.

diagnosis of insulin antibodies syndrome. A laboratory
investigation to measure serum insulin antibodies were
done, and were found to be positive 39.4 U/ml (n: less
than 10), so the diagnosis of (IAS) insulin autoimmune
syndrome was made.

Management: She was kept on a diet of frequent
small meals with exclusion of simple sugars from the
diet, her symptoms improved but did not disappear.

Then treatment with acarbose (it decreases glucose
absorption) was started.?

Follow-up: After 1 month the patient has not
developed any episode of hypoglycemia again, and was
kept only on dietary modification with no treatment.
On second months follow-up she has improved with no
episode of hypoglycemia.

DISCUSSION

Here is a case of Insulin Autoimmune Syndrome,
which was suspected in our patient as she had
hypoglycemia associated with very high serum insulin
levels (>3000 pulU/ml). And Insulin/C-peptide molar
ratio >1, normally the insulin to C-peptide molar ratio
is <1, this ratio reversed to >1 in IAS.%

Endogenous Hyperinsulinemic Hypoglycemia EHH
is characterized by excessive production of endogenous
insulin. The commonest cause is insulinoma, while 1AS
is a rare cause of EHH, very few cases of IAS have been
reported worldwide, the majority have been reported
from Japan.

This syndrome may be associated with underlying
autoimmune disorders.

35

In our patient, hypoglycemia occurred spontaneously,
in the post-absorptive state 3-4 hours after meal. The
widely accepted hypothesis for the mechanism of
hypoglycemia in patients with IAS is that there is a
mismatch between free insulin concentration and blood
glucose due to insulin autoantibodies, which bind the
hormone and release it later.?

With this diagnosis in our patient there was no
need to do (EUS) endoscopic ultrasound or any other
investigation. There is no consistently effective therapy,
but small frequent meals low in carbohydrates remain
the first line of treatment;® to avoid postprandial
hyperglycemia, and thereby the stimulus for insulin
secretion. Glucocorticoid therapy may be useful as
an adjunct therapy, a-glucosidase inhibitor (acarbose)
has been used in the treatment of IAS as it decreases
glucose absorption. Other therapeutic options, such as
diazoxide, octreotide and partial pancreatectomy (to
restrict insulin release), and plasmapheresis (to reduce
insulin autoantibody titers) have demonstrated varying
success in the management of some cases of 1A.?

Insulin antibodies decline gradually in many
cases but the patients should be kept on a regular
follow-up. 2

CONCLUSIONS

Although autoimmune hypoglycemia is a rare cause
of hypoglycemia, it should be kept in the differential
diagnosis during the evaluation of hypoglycemia, and
not be forgotten.
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THE MANAGEMENT OF GASTRIC COMPARTMENT SYNDROME
AFTER A LAPAROSCOPIC GASTRIC PLACATION
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ABSTRACT

While laparoscopic gastric plication (LGP) is
gaining popularity as a feasible restrictive procedure
for reducing the stomach capacity, safe and low cost
methods of weight reduction, requires no gastrectomy
or foreign body placement and no stapling, there is still
few information regarding its infrequent complications.
This case reports the occurrence of gastric compartment
syndrome (GCS) as unusual but possible complication
after LGP.

INTRODUCTION

Obesity epidemic is growing day after day, and
various bariatric procedures are evolving. The demand
for a safe, effective, and less invasive method is still
being the goal of most developing surgeries.

As an experimental weight loss procedure, gastric

plication first appeared by Tretbar et al. in 1976,!
and Wilkinson et al in 1981,% and then introduced by
Talebpour in 2007.2 Although being investigational,*
laparoscopic gastric plication (LGP) has advantages
over other restrictive procedures, which include: no
gastric resection, no foreign bodies, short hospitalization
with easy follow up, less cost, and reversible potency.®
However, more studies are needed to encompass the
complications encountered with this procedure.

We introduce the case of gastric compartment
syndrome (GCS) as an unusual® complication occurring
after LGP. The case sheds light on the importance of deep
researching and studying of these novel procedures.

CASE PRESENTATION

A 27-year-old Caucasian woman with a body mass
index (BMI) of 36 kg/m? undergone laparoscopic
gastric plication surgery, there was no previous history

*Ammar Niazi, MD, CES of General Surgery, DIU Diplomelnter Universitaire Francophone De Senologie, Department of Surgery, Aleppo University Hospital,

Aleppo, Syria.

*Adel Bsata MD, CU (FRANCE), Professor General Surgery, Aleppo University Hospital, Aleppo, Syria.
*Ahmad Alhaj MD, DU, DIU, AFSA (FRANCE), General SurgeryAssistant Professor, Aleppo University Hospital, Aleppo, Syria.
*KusayAyoub MD, CES.DIU.PHD; Department of Surgery, Aleppo University Hospital, Aleppo, Syria. E-mail:kusayayoub@hotmail.com



Journal of the Arab Board of Health Specializations Vol.19, No.1, 2018

of any operation or co-morbidities. The pre-operative
evaluation (lab tests, abdominal ultrasound, and
esophago-gastroduodenoscopy) was normal.

During the operation a 36 Fr orogastric bougie
was used, and four trocars were inserted. The greater
curvature was released using the bipolar coagulation from
5 cm above the pylorus to 2 cm under the angle of His.
Plication initiated 3 cm of His angle and extended until
5 cm proximal to the pylorus, using 0.2 monofilament
polyamide sutures in a continuous seromuscular single-
raw pattern, Figure 1. The distance between the stitches
was about 0.5 cm and we ascertained the patency of the
pouch by using bougie which inserted and withdrew
at the end of operation twice. The operation time was
about 40 minutes.

Figure 1. Plication line.

She was discharged the day following the operation,
after her general state showed remarkable amelioration;
except for mild vomiting. At home, she followed the
recommended diet instructions and the vomiting
stopped.

On the sixth day after the operation, the patient
presented to the emergency room with acute severe
pain in the left hypochondrium radiating to the left
shoulder. On examination, she had a spiky fever
of 38.5° C and tachypnea of 120/min. Palpating
the abdomen showed only tenderness in the left
hypochondriac area.

During investigations, abdominal contrast computed
tomography (CT) revealed a leak, Figure 2.

She was readmitted to the hospital and underwent
emergent laparoscopic exploration, in which methylene
blue injection of the stomach demonstrated a perforation
in the posterior wall of the fundus, distant from the first
stitch (Figure 3). The surgeon noticed no ischaemia
along the plication line. Total plication reversal with
placement of two drains, abdominal lavage, and feeding
jejunostomy were done. Two weeks later, abdominal
contrast CT showed no leak.

However, a small amount of left pleural effusion
and perisplenic fluid were found (both were
reactive).

The patient was discharged on the third week.

Figure 2. CT showing leak.
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Figure 3. The perforation site.

DISCUSSION

The data on LGP as a restrictive bariatric procedure
is growing and in our case we presented the occurrence
of gastric compartment syndrome as a rare complication
to this procedure. Even it has advantages from other
restrictive surgeries,® some major complications may
occur, such as gastric lumen obstruction, gastro-
gastric herniation, bleeding and leeks which require
reoperation.’®

Our patient came to the emergency room on the sixth
day after the operation with acute abdominal pain. After
a thorough checking up, the CT showed leakage of the
contrast meal and a technical cause in the stitches was
considered. On laparoscopic exploration, the location
of the perforation was away from the stitches, at 1 cm
from the angle of His, and there was no bleeding around
the edges. Plication line was normal and no overly
tight stitches were found. Reviewing relating records
shows that there was no thermal injury caused by the
bipolar and the dissection ceased at the last branch of
the short gastric vessels. However, it was important to
note that bougie has added benefit of controlling the
remaining gastric volume and protect against suturing
the posterior wall and lesser curvature. Moreover, if
scope is used instead of the bougie, there would be the
benefit of visualizing the intraluminal gastric fold at
the end of operation® these had led us to think about
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gastric compartment syndrome as a possible cause.
The mechanism of this complication resembles that
of abdominal compartment syndrome!® where the
high lumenal and tissue pressure due to edema caused
normal circulation to be stopped resulting in necrosis,
which manifested as a perforation, and the delayed
presentation supports this. Fortunately, we could
solve this complication with two steps: reversal of the
plication and feeding jejunostomy.

The same surgical team has performed 172 previous
LGPs (94 case with two rows of stitching and 78
case with one row), but this is the first case of GCS.
However, this uncommon complication has occurred in
other cases.’*3

CONCLUSIONS

Nowadays LGP is considered one of the methods in
reducing weight and the short-term results are promising.
However, it is a new procedure which still needs more
studies especially that it may be complicated with an
unusual condition like Gastric Compartment Syndrome
as in our case.

Unfortunately, if the surgeon didn’t predict the
occurrence of Gastric Compartment Syndrome and
delayed the diagnosis this complication will be life-
threatening.

It is important to note that in some patients, a too tight
plication can result in gastric compartment syndrome or
ischemic necrosis of the fundus portion of the stomach
which can lead to secondary perforation.

Finally we think that with our and similar cases we
have to ask ourselves about taking any steps before,
during, or after the surgery that prevent complications.

List of abbreviations: LGP: laparoscopic gastric
plication, GCS: gastric compartment syndrome, BMI:

body mass index, CT: computed tomography.
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Medical Case

Ulnar-Artery Mycotic Aneurysm
A Olpdll B JSA 4y aa ol

A 27-year-old man presented to the emergency department with abdominal pain in the left upper quadrant and
a pulsatile, painful lesion on the right hand. He reported a 6-week history of fevers, decreased appetite, and
night sweats and a weight loss of 12 kg. The painful lesion on the palm had started as focal erythema but had
become blue, raised, and pulsatile over a period of 2 weeks. Physical examination was notable for a temperature
of 38.5°C and a grade 3/6 diastolic murmur throughout the precordium. Laboratory studies revealed a white
cell count of 18,000 per cubic millimeter. Computed tomography (CT) of the abdomen revealed wedge-shaped
infarcts in the spleen and left kidney, and an echocardiogram showed a vegetation on a bicuspid aortic valve
with moderate aortic insufficiency. Cultures of two blood samples, which had been obtained in the emergency
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department, were positive for Streptococcus salivarius, and antibiotic agents were initiated. The patient received
a diagnosis of subacute bacterial endocarditis, which was possibly related to poor oral hygiene and a recent dental
procedure. CT angiography of the right arm revealed an aneurysm of the ulnar artery. The patient underwent
aortic-valve replacement, followed by surgical repair of the mycotic aneurysm. His fevers and night sweats
resolved 2 days after the initiation of a 6-week course of ceftriaxone.
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Translated by Samir Aldalati,MD
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Medical Case

Meconium lleus in a Neonate with Cystic Fibrosis
Sl Gl Glaa Ay die el olaal Slad)

In a full-term newborn girl, abdominal distention with emesis and failure to pass meconium developed at 12 hours
of age. A diagnosis of cystic fibrosis had been made during pregnancy, when genetic analysis of amniocentesis
fluid showed the fetus to be heterozygous for known disease-causing mutations p.F509del and p.V603S{sXS8 in the
cystic fibrosis transmembrane conductance regulator (CFTR) gene. A radiograph of the abdomen showed dilated
loops of small intestine that aroused concern for intestinal obstruction (Panel A). A water-soluble contrast enema
showed microcolon and multiple filling defects throughout the colon and distal ileum (Panel B), findings that were
consistent with a diagnosis of meconium ileus. Exploratory laparotomy with ileostomy was performed. Meconium
ileus, which can be an early manifestation of cystic fibrosis, can also occur in extremely premature infants who
have a very low birth weight. Obstruction in the ileum results from intraluminal accumulation of inspissated
meconium. The differential diagnosis of delayed passage of meconium also includes Hirschsprung’s disease and the
meconium plug syndrome. At 7 weeks of age, removal (takedown) of the patient’s ileostomy was performed. At 14
weeks of age, she underwent additional abdominal surgery because of the formation of a fistula that had connected
the underlying bowel to the incision site of the former ileostomy.
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The incidence and risk factors
of epilepsy in children born preterm

Ol 0@ Cpaglaall JUkY) die g pal) clad §)ghdldl Jalg g Eigand)

Hirvonen M, et al.
Epilepsy Res 2017 Oct 14;138:32-38.

Objective: The aim was to compare the incidence of epilepsy between very preterm (VP) (<320+ weeks),
moderately preterm (MP) (326+33-0+ weeks), late preterm (LP) (346+36-0+ weeks) and term infants (>37
weeks) and to establish and compare risk factors of epilepsy in these groups.

Methods: The national register study included all live born infants in Finland in 1991-2008. Excluding
infants with missing gestational age, a total of 1,033,349 infants were included in the analysis and they were
analyzed in four subgroups (VP, MP, LP and term) and three time periods (1991-1995, 1996-2001 and 2002-
2008).

Results: 5611 (0.54%) children with epilepsy were diagnosed. The incidence of epilepsy was 2.53% in the
VP, 1.08% in the MP, 0.75% in the LP and 0.51% in the term group. Intracranial hemorrhage (OR 3.48; 95%
CI 2.47-4.89) and convulsions in the neonatal period (OR 13.4; 95% CI 10.2-17.6) were associated with an
increased risk of epilepsy. Compared to the term group, preterm birth (VP OR 4.59; 95% CI 3.795.57-, MP
1.97; 1.48-2.63, LP 1.44; 86.1-52.1) was associated with an increased risk of epilepsy after adjusting for
maternal, pregnancy, delivery and sex variables.

Conclusions: The incidence of epilepsy decreased by advancing gestational age at birth and preterm birth
predicted an increased risk of epilepsy in childhood. Intracranial hemorrhage and neonatal convulsions were
strongly associated with an increased risk of epilepsy.
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Impact of childhood wheezing on lung function in adulthood
£l xe Al il o Algilall A a5l il

MaH, et al.
PLoS One 2018 Feb 2;13(2):¢0192390.

Background: A growing body of evidence shows that childhood wheezing may lead to recurrent or persistent
symptoms in adulthood, such that persistent wheezing associated with lung function deficits often have their
roots in the first few years of life.

Objectives: We summarized information from several prospective cohort studies following children with
or without wheezing into adulthood, to estimate the effect of childhood wheezing on adulthood lung
function.

Methods: Medical literatures were searched in the Medline, PubMed, ScienceDirect, Web of Science and Embase
databases up to October 31, 2016. The adulthood lung function was selected as primary outcome, and chronic
obstructive pulmonary disease (COPD) prevalence was selected as secondary outcome. The meta-analysis was
performed with the Stata Version 14.0. A random-effects model was applied to estimate standardized mean
difference (SMD) of lung function, and relative risk (RR) of COPD.

Results: Six articles enrolling 1141 and 1005 children with and without wheezing, respectively. Meta-analysis
showed that childhood wheezing decreased adulthood lung function as compared with no-wheezing subjects
(SMD= -0.365, 95% confidence interval (CI): -0.569~-0.161, P=0.000). Subgroup analyses indicated that
childhood atopic wheezing reduced adulthood FEV1/FVC and FEV1%pred when compared with no-wheezing
subjects. In addition, childhood atopic wheezing was significantly associated with COPD prevalence (RR=5.307,
95% CI1:1.033~27.271, P=0.046).

Conclusions: Our meta-analysis suggests that childhood wheezing may induce ongoing declined lung
function that extends into adult life, as well as an increased risk of COPD prevalence when accompanied
with atopy.
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Elevations of novel cytokines
in bacterial meningitis in infants
Gl glaad) @il giasa £ L85)
pasl) ais agial) Llawd) qlgdl) cila 8

Srinivasan L, et al.
PLoS One 2018 Feb 2;13(2):e0181449.

Background: Bacterial meningitis is challenging to diagnose in infants, especially in the common setting of
antibiotic pre-treatment, which diminishes yield of cerebrospinal fluid (CSF) cultures. Prior studies of diagnostic
markers have not demonstrated sufficient accuracy. Interleukin-23 (IL-23), interleukin-18 (IL-18) and soluble
receptor for advanced glycation end products (SRAGE) possess biologic plausibility, and may be useful as
diagnostic markers in bacterial meningitis.

Methods: In a prospective cohort study, we measured IL-23, IL-18 and SRAGE levels in CSF. We compared
differences between infected and non-infected infants, and conducted receiver operating characteristic
(ROC) analyses to identify individual markers and combinations of markers with the best diagnostic
accuracy.

Results: 189 infants <6 months, including 8 with bacterial meningitis, 30 without meningitis, and 151 with
indeterminate diagnosis (due to antibiotic pretreatment) were included. CSF IL-23, IL-18 and SRAGE levels were
significantly elevated in infants with culture proven meningitis. Among individual markers, IL-23 possessed the
greatest accuracy for diagnosis of bacterial meningitis (area under the curve (AUC) 0.9698). The combination
of all three markers had an AUC of 1.

Conclusions: IL-23, alone and in combination with IL-18 and sRAGE, identified bacterial meningitis with
excellent accuracy. Following validation, these markers could aid clinicians in diagnosis of bacterial meningitis
and decision-making regarding prolongation of antibiotic therapy.
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Predictors of persistent milk allergy in children
kY die cudall Lcload) et Agaiill Jalgad)

Koike Y, et al.
Int Arch Allergy Immunol 2018 Jan 23.

Background: Cow’s milk (CM) allergy is the second most common food allergy developed during infancy
in Japan. To identify predictors of persistent CM allergy, we investigated the tolerance acquisition rate
based on an oral food challenge in children under 6 years of age, diagnosed with immediate-type CM
allergy.

Methods: This retrospective cohort study included 131 children born in 2005 with a history of immediate
allergic reaction to CM, of whom 39 were excluded because of ongoing oral immunotherapy (n=18) or a lack
of follow-up data (n=21). The 92 remaining participants were followed for 6 years. Tolerance was defined as no
adverse reaction to 200 mL of CM and regular intake of milk at home. Subjects were divided into 3 groups based
on age at tolerance acquisition: group I (<3 years; n=31), group II (36- years; n=42), and group III (persistent
allergic group; n=19).

Results: Tolerance acquisition rates by 3, 5, and 6 years of age were 32.6% (3092/59) 64.1% ,(92/), and 84.8%
(7092/), respectively. Age at first hospital visit was significantly higher in groups II and III than in group I
(p<0.001). The incidence of anaphylaxis to other foods was also higher in group Il than in group | (p=0.04), as
was CM-induced anaphylaxis (p=0.03). Furthermore, milk and casein-specific immunoglobulin E (IgE) levels
were significantly higher in group III than in group II after birth and remained high thereafter (p<0.05).
Conclusions: The history of anaphylaxis and high milk-specific IgE levels were associated with persistent CM
allergy.
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Etiology and antimicrobial resistance patterns
in pediatrics with urinary tract infections
Lgall claball dgglial) Jalaily el
JULY) e Aleal) Jaead) il el B

Wang J, et al.
Pediatr Int. 2018 Feb 2.

Background: Urinary tract infections (UTIs) are one of most common pediatric infections. The aim of this
study was to investigate the etiology and antimicrobial resistance patterns of hospitalized children in our
center.

Methods: We conducted a retrospective, descriptive study of all UTIs from January 1, 2013 to November 31,
2016 in children discharged from Nanjing Children’s Hospital. The isolated pathogens and their resistance
patterns were examined from midstream urine culture.

Results: A total of 2316 children with UTIs were included in our study. The occurrence rates of isolated
pathogens were: Enterococcus spp. (35.15%), Escherichia coli (22.32%), Staphylococcus aureus spp.
(7.73%), Streptococcus spp. (7.51%), and Klebsiella spp. (6.95%). Uropathogens had a low susceptibility to
Linezolid (3.47%), Vancomycin (0.92%), Imipenem (5.74%), and Amikacin (3.17%); however, they had a high
susceptibility to Erythromycin (90.52%), Penicillin G (74.01%), Cefotaxime (71.41%), Cefazolin (73.41%),
Cefuroxime (72.52%), and Aztreonam (70.11%).

Conclusions: There is high antibiotic resistance in hospitalized children with UTIs. Susceptibility testing
should be carried out on all clinical isolates, and the empirical antibiotic treatment should be altered
accordingly.
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Obstetrics And Gynecology
Alastl) alpelly 250

Major underestimation and overestimation of visual blood loss
during cesarean deliveries: can they be predicted?
4 padl) 3N JYA Saghiall anll dpas] lal) apitl) die Jualal) CGilESTLY) of dadlual)

Gluck O, et al.
Arch Gynecol Obstet 2017 Sep 6.

Purpose: The surgeons’ visual estimation is the most widely used method for estimating blood loss (BL)
while performing cesarean deliveries (CDs). Major BL underestimation may adversely influence obstetric
decision making, and result in delaying interventions. Major BL overestimation may result in unnecessary
costly interventions. Therefore, we aimed to identify independent predictors for major BL underestimation and
overestimation during CDs.

Methods: All CDs performed between 11/2008 and 6/2016, in a university-affiliated hospital, were reviewed
for demographic and surgical data, including the surgeons’ reported estimated BL (EBL). Calculated BL
(CBL) was calculated by multiplying the calculated maternal blood volume by the percent of hematocrit
decrease. Multivariate logistic regressions were performed to identify independent risk factors for major BL
underestimation (CBL-EBL >400 ml) and overestimation (EBL-CBL >400 ml).

Results: During the study period, 3655 CDs were analyzed, of which 420 met the criterion for major BL
underestimation and 1214 for major BL overestimation. Urgent surgery (aOR=2.83; 95% CI 2.06-3.89),
general anesthesia (aOR=2.39; 95% CI 1.71-3.33), and higher surgeon experience (aOR=1.03; 95% CI
1.01-1.06) were found to be independent risk factors for major BL underestimation, while any previous CD
(aOR=0.47; 95% CI 0.33-0.67) decreased the risk of underestimation. Any previous CD (aOR=1.29; 95% CI
1.05-1.58) and intra-abdominal adhesions (aOR=1.37; 95% CI 1.11-1.70) were found to be independent risk
factors for major BL overestimation, while urgent CD (aOR=0.50; 95% CI 0.41-0.60) decreased the risk of
overestimation.

Conclusions: Various factors can predict major underestimation and overestimation of BL during CDs.
Recognizing these factors can assist in the interpretation of visual EBL and improve obstetric decision making.
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Efficacy of three different regimens in recovery
of bowel function following elective cesarean section
Jalaal) ciladlaal) e 45335 Adlad
LAY Ay padl) Nl ) dgsral) diligl) o lid b

Ahmed MR, et al.
J Perinat Med 2018 Feb 16.

Aim: To compare the efficacy of three postoperative feeding regimens on bowel function recovery after term
elective cesarean section (CS).

Methods: Women recruited for this randomized trial were allocated into three groups. Women in group (A)
were instructed to chew sugarless gum for 10 min every 2 h after surgery. Group (B) mothers received I'V fluids
for 6 h followed by sipping fruit juices sweetened with honey. Group (C) had oral intake of clear fluids after
passage of flatus and regular diet with the passage of bowel movement. The main outcome measures were the
timing of first return to bowel movement and initiation of regular diet.

Results: The mean times to first hearing of bowel sounds, to first flatus passage and to first defecation were
significantly lower in group A (10, 17.5 and 28.1 h, respectively) compared to groups B and C [15.1, 24.9 and
36 h (B) and 21.6, 38.8 and 49.4 h (C)]. Initiation of regular diet was significantly earlier in group A compared
to groups B and C (21 vs. 27.5 and 40.3 h, respectively).

Conclusions: Chewing gum appears to be more advantageous than early or traditional feeding regimens after
term elective CS resulting in rapid recovery of bowel function.
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Does saline enema during the first stage of labour reduce the incidence
of clostridium difficile colonization in neonates?
oaliadl e (AN Aajall B ald) Juaally dn i) Adal) Adled
Osalgl) ais Agmal) ciliball adla letic) (e aal)

Nada AM, et al.
J Hosp Infect 2018 Feb 13.

Background: Maternal rectal enemas may reduce neonatal bacterial exposure during labour; this may
reduce the risk of neonatal colonization with Clostridium difficile. The aim of this study was to determine
the effectiveness of a saline enema during the first stage of labour in reducing neonatal colonization with C.
difficile.

Methods: The study was conducted in Cairo University Hospital from January 2016 to July 2016. Asymptomatic
mothers with uncomplicated vaginal delivery and their neonates without diarrhea were included. The study
group underwent saline enema; the control group had no intervention. Stool samples were collected from
neonates one week after delivery. The primary outcome was the detection of C. difficile in stool culture and
direct detection of C. difficile Toxin A & Toxin B by ELISA.

Findings: The two groups were comparable (p>0.05) regarding the age, gravidity, parity, BMI and gestational
age. In stool culture, C. difficile was detected in 13.54% and 37.63% of the enema group and the control
group, respectively (p<0.001). Direct detection of toxins A and B was positive in 22.92% and 53.76% of the
respective groups (p<0.001).

Conclusions: This study suggests that a saline enema for the mother during the first stage of labor may be useful
in reducing the risk of neonatal gut colonization by C. difficile.
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The relationship between cervical precancerous lesion galectin-3 and p27 protein
expression and clinical prognosis
galectin-3 9 p27 oigud) o wadl) G A8l
Alall gyl 1Y an ) 3o B dilapud) JB cBY) B

Ma J, et al.
Oncol Lett 2018 Feb;15(2):1533-6.

The relationship between galectin-3 and p27%?! protein expression levels in cervical precancerous lesions
and clinical prognosis were studied. A total of 74 patients with cervical intraepithelial neoplasia [(CIN), 20
cases classified as stage I, 24 cases as stage Il and 30 cases as stage I11] were enrolled in this study. Tissue
galectin-3, p274r!, vascular endothelial growth factor (VEGF)-2 and cyclin D protein levels were detected via
immunohistochemical staining and reverse transcription polymerase chain reaction (PCR). Follow-up median
duration was 13.5 months and recurrence rate was determined. Galectin-3, VEGF-2, and cyclin D expression
was elevated in patients with higher stage CIN, whereas p27%r! showed the opposite trend (p<0.05). During
follow-up, there were 3 cases (15.0%) of recurrence in the CIN-1 group, 5 cases (20.8%) in the CIN-I1 group and
9 cases (30.0%) in the CIN-I1I group. No significant difference in recurrence rate was noted among the groups
(p>0.05). The upregulation of galectin-3 and downregulation of p27%?! in CIN tissues may be related to tumor
progression. This phenomenon will require further verification.
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Co-existence of benign gynecological tumors
with endometriosis in a group of 1,000 women
aal) Alay £13 aa daplead) Alaail) alyg¥) (385
sludl) ¢ 1000 aie (Jy')h‘g.u\l\) sl
Matalliotaki C, et al.
Oncol Lett 2018 Feb;15(2):1529-32.

The purpose of this study was two-fold, first to investigate the association between endometriosis and the risk
of benign gynecologic tumors and, secondly, to evaluate the distribution of and ovarian cysts in women with
endometriosis. The medical and pathological reports of 1,000 women with endometriosis were retrospectively
reviewed. The incidence of ovarian cysts, uterine leiomyomas and adenomyosis, as well as the side of ovarian
cysts were further compared. A total of 295 cases of endometriomas, 172 cases of adenomyosis, 173 cases of
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ovarian cysts and 89 cases of uterine leiomyomas were confirmed histologically in patients with endometriosis.
Serous cysts represented the most frequent diagnosis (n=81, 8.1%) in women with ovarian cysts, followed by
dermoid cysts (n=15, 1.2%). In women with unilateral endometriomas, the observed proportion of left-sided
cysts was found in 65.6% (164 of 250), significantly higher compared with right-sided cysts (86 out of 250,
34.4%) (P<0.001). Moreover, patients with other ovarian cysts were recognized as left-sided in 60% (96 out of
160) of cases, significantly higher compared with right-sided cysts (64 out of 160, 40%) (P<0.01). On the whole,
the current study indicates that endometriosis may be associated with an increased risk of benign gynecological
tumors, such as ovarian cysts, adenomyosis and leiomyomas. The results of this study confirm a left lateral
predisposition of endometriomas and ovarian cysts.
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Back pain improves significantly following discectomy
for lumbar disc herniation

Bsale JSiy el INPIWEN
bl padl Gld) el B padll Jlaii) ddes sy

Carreon LY, et al.
Spine J 2018 Feb 14.

Background and context: Although lumbar disc herniation (LDH) classically presents with lower extremity
radiculopathy, there are patients who have substantial associated back pain.

Purpose: To determine if patients with lumbar disc herniation (LDH) with substantial back pain improve with
decompression alone.

Study design: Longitudinal observational cohort.

Patients sample: Patients enrolled in the Quality and Outcomes Database (QOD) with LDH and a baseline back
pain score >5 of 10 who underwent 1 or 2-level lumbar discectomy only.

Outcome measures: Back and leg pain scores (010-), Oswestry Disability Index (ODI), and EuroQoL 5D (EQ-5D).
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Methods: Standard demographic and surgical variables were collected, as well as patient reported outcomes at
baseline and at 3 and 12 months postoperatively.

Results: The mean age of the cohort was 49.8 years and 1195 (52.8%) were male. Mean BMI was 30.1 kg/
m2. About half of the patients (1103, 48.8%) underwent single level discectomy and the other half (1159,
51.2%) had 2-level discectomy. Average blood loss was 44 cc. Most of the patients (2217, 98%) were discharged
home with routine postoperative care. The average length of stay was 0.53 days. At 3 months and 12 months
postoperatively, there were statistically significant (p<0.000) improvements in back pain (7.7 to 2.9 to 3.2), leg
pain (7.5 to 2.3 to 2.5) and ODI (26.2 to 11.6 to 11.2). Patients with a single-level discectomy, compared to
patients with a two-level discectomy, had similar improvements in 3- and 12 month back pain, leg pain and ODI
scores.

Conclusions: Patients with LDH who have substantial back pain can be counseled to expect improvement in
their back pain scores 12 months after a discectomy.
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The right axillary incision: a potential new standard
of care for selected congenital heart surgery

soadd) ) Bl
LN Al clalal) (any A Jaiaa L dags

LeeT,etal.
Semin Thorac Cardiovasc Surg 2018 Feb 21.

Objective: Although the median sternotomy has been the traditional approach for congenital heart surgery,
young patients and their families often find the midline scar to be cosmetically unappealing. At our center, a
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right transverse axillary incision has become the standard approach for many congenital cardiac lesions due to
its safety, versatility, and un surpassed aesthetic result. We present our experience with the axillary approach for
a diverse array of congenital defects.

Methods: A retrospective review of patients receiving a right transverse axillary incision for congenital cardiac
surgery between 20052016- was conducted.

Results: The right transverse axillary incision was performed in 358 patients for 24 unique procedures. Median
age was 5 years (range, 1 month to 60 years) and 225 (63%) patients were female. Median weight was 17 kg
(range, 4124- kg), with 19 (5%) patients weighing less than 6 kg. The most common lesions were atrial septal
defects (n=244, 68%) and ventricular septal defects (n=72, 20%). As experience with this approach increased,
other repairs included subvalvular aortic membrane resection (n=10, 3%), Tetralogy of Fallot repair (n=7, 2%),
ventricular assist device placement (n=3, 1%), and mitral valve repair (n=2, 1%). There were no intra-operative
deaths or conversions to sternotomy. In-hospital complications included mortality (n=1, 0.3%), reoperations for
bleeding (n=5, 1%), pneumothorax or pleural effusion (n=6, 2%), and permanent pacemaker (n=4, 1%).
Conclusions: The right axillary incision allows a safe and effective repair for a broad range of congenital heart
defects and is a potential new standard of care for many patients.
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The effect of age on the prognosis of patients
with traumatic brain injury who undergo a craniotomy

Ciadl) mal Cprdaldd) Auda ) §laall Gl udage dis YY) o jaad) cfil

Gilete-Tejero 1J, et al.
Rev Neurol 2018 Feb 16;66(4):113-120.

Introduction: In our setting, the ageing of the population has led to management of traumatic brain injury (TBI)

in the later stages of life becoming an increasingly frequent problem.
Aim: To evaluate the association between age and the functional and survival prognosis of patients who
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have undergone surgery due to TBI.

Patients and methods: We performed a retrospective analysis of a series of 404 patients submitted to surgery
between the years 2000 and 2015: 144 youngsters (12-44 years), 77 adults (45-64 years), 148 geriatric patients
(65-79 years) and 26 ‘super geriatric’ patients (>80 years). We reviewed the demographic and nosological
characteristics of the population, the survival and functional prognosis (Glasgow Outcome Scale, GOS) on
discharge and at six months.

Results: Age presents a positive linear association with both intra-hospital mortality and the proportion of
patients with an unfavorable prognosis (GOS 1-3) on hospital discharge and at six months (p<0.001). Taking
the population of youngsters as a reference, the relative risk for an unfavorable prognosis at six months was
1.5 (95% CI: 1.04-2.19) for adults; 2.37 (95% CI: 1.77-3.17) for the geriatric patients; and 3.5 (95% CI: 2.63-
4.7) for the ‘super geriatric’ patients. These latter present a mortality rate while in hospital of 77.78% and a
percentage of poor functional prognosis at six months of 94.44%.

Conclusions: Increased age is a major negative determining factor in the prognosis of patients who undergo a
craniotomy due to TBI. More precise knowledge of these outcomes and an adequate pre-operative discussion
with the family will be an invaluable aid in the decision-making process.
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The clinical impact of molecular breast imaging in women
with proven invasive breast cancer scheduled for breast-conserving surgery
@) 8 Glayu (e Aial) e B 8L el gl il
Al o dBdlae da)al g gaidll dadisall

Collarino A, et al.
Breast Cancer Res Treat 2018 Feb 13.

Purpose: To investigate the clinical utility of molecular breast imaging (MBI) in patients with proven invasive
breast cancer scheduled for breast-conserving surgery (BCS).
Methods: Following approval by the institutional review board and written informed consent, records of
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patients with newly diagnosed breast cancer scheduled for BCS who had undergone MBI for local staging in the
period from March 2012 till December 2014 were retrospectively reviewed.

Results: A total of 287 women (aged 30-88 years) were evaluated. MBI showed T stage migration in 26 patients
(9%), with frequent detection of in situ carcinoma around the tumor. Surgical management was adjusted in 14
of these patients (54%). In 17 of 287 patients (6%), MBI revealed 21 proven additional lesions in the ipsilateral,
contralateral breast or both. In 18 of these additional foci (86%), detected in 15 patients, malignancy was found.
Thirteen of these 15 patients had ipsilateral cancer and 2 patients bilateral malignancy. In total, MBI revealed
a larger tumor extent, additional tumor foci or both in 40 patients (14%), leading to treatment adjustment in 25
patients (9%).

Conclusions: MBI seems to be a useful imaging modality with a high predictive value in revealing ipsilateral
and bilateral disease not visualized by mammography and ultrasound. It may play an important role in delineating
the extent of the index lesion during preoperative planning. Incorporation of MBI in the clinical work-up as an
adjunct modality to mammography and ultrasound may lead to better selection of patients who could benefit
from BCS.
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Outcome of initially nonoperative treatment
for acute simple appendicitis in children
JUkY) aie sladl Bal Glgdll cylal daall e Aadlaal) il

Gorter RR, et al.
J Pediatr Surg 2017 Dec 24.

Purpose: To compare the outcome of initially nonoperative treatment with immediate appendectomy for simple
appendicitis in children.

Methods: Between September 2012 and June 2014 children aged 7-17 years with a radiologically confirmed
simple appendicitis were invited to participate in a multicentre prospective cohort study in which they were
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treated with an initially nonoperative treatment strategy; nonparticipants underwent immediate appendectomy.
In October 2015, their rates of complications and subsequent appendectomies, and health-related quality of life
(HRQOL) were assessed.

Results: In this period, 25 children were treated with an initially nonoperative treatment strategy and 19 with
immediate appendectomy; median (range) follow-up was 25 (16-36) and 26 (17-34) months, respectively. The
percentage [95%CI] of patients experiencing complications in the initially nonoperative group and the immediate
appendectomy group was 12 [4-30]% and 11 [3-31]%, respectively. In total 6/25 children (24%) underwent an
appendectomy; none of the 6 patients operated subsequently experienced any postappendectomy complications.
Overall, HRQOL in the nonoperative treatment group was similar to that of healthy peers.

Conclusions: Outcome of initially nonoperative treatment for acute simple appendicitis in children is similar to
the outcome in those who undergo immediate appendectomy. Initially nonoperative management seems to be
able to avoid appendectomy in 3 out of 4 children.
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3yl A Lo L At Japesy 32305 ) Vs 35 17 5 7 0 G JRY) e 305l 8000 Alifine Al elya) &3 1iad) (§oh
&V Anlleall 038 Tguady il ouayall pund Laiy a3y Aallas agialles #5823 Cun 2014 (liins 2012 U (gred oo
Jumiind ¢ palll ¥ ana cAaadlall GUDEAY) iV ane i 2015 oY) (i ek (B (b IS 32 Jlatindy iaha dallas

HRQOL dnall 5l ddasisall slal) e gip GaY 55030
(36-16) 25 (srac Jasuss (gysill 530 Jlatinly Sk 19 deaball ye Abad Aalleally Sika 25 dalles 35l o2a P& & gl
9612 daball e i) dallaall Cpaliadll oyl wie GUSERY] Epaal dysiall Al il il e el (34- 17) 265
6 i JlaaYl cosill 333l Jlalfind s 8 (31-3 19695 4% dualiy) %L1 Aswsl) o3a ials Laiys (30-4 %695 485 Juolsiy)
- pge d‘ die daball e sl 4l Eigas 50 HERY 52y Jlaiin daladl e Adad) dalleall oy (se LA.DA 26 Jual (1o
celaa) aa il Aglie CulS myal) (he desenl 2 2ic HRQOL dpmall 5a¥l dlagall sball due s aps il o Jas gl
Jlaiinl dalleall il dglie JUlY) aie Jamed) 325030 el el Zabal)l pe Aiad dalleall il of Jaagl relalingd)
Jkl 4 JS (e 3 wie 535 Jlaiul dalall cuas sahll Clgall alVlal alall je Sadl puall je oSa 5250 g)sll alall

Cardiovascular Diseases
Agle o)) Al )Y

Impact of C-reactive protein on long-term mortality
in acute myocardial infarction patients with diabetes and those without
) Agha clidgl o C Aol oyl il
Gla S 13 agag s ol aoa lad) Aal) Alaal) ¢ Lida) e die

Xia M, et al.
Clin Chim Acta 2018 Feb 21.

Background: Little is known about the relationship between C-reactive protein (CRP) and long-term mortality
after acute myocardial infarction (AMI) in diabetic patients. The current study aimed to examine whether CRP
levels are associated with for long-term all-cause, cardiovascular, and cardiac mortality in AMI patients with
diabetes and those without separately.

Methods: The cohort study included 663 diabetic and 1853 non-diabetic patients with AMI. The median follow-
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up time was 1045 days (2.9 years).

Results: According to the median concentration of serum CRP (8.95 mg/l), the patients were divided into two
groups. The low CRP level group (<8.95 mg/l) served as a reference. In diabetic patients with AMI, the adjusted
hazard ratios (HRs) for long-term all-cause, cardiovascular, and cardiac mortality were 1.62 (P=0.027), 1.91
(P=0.008), and 2.08 (P=0.007), respectively. In non-diabetic patients with AMI, the adjusted hazard ratios (HRS)
for long-term all-cause, cardiovascular, and cardiac mortality were 1.72 (P<0.001), 1.8 (P<0.001), and 1.78
(P=0.001), respectively.

Conclusions: Regardless of whether patients had diabetes or not, CRP value is an independent predictor of
long-term, all-cause, cardiovascular, and cardiac mortality after AMI.
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Risk factors for heart failure hospitalizations
among patients with atrial fibrillation
N Gliagl) pdase e QBN ) guad Gy Adial) B J sl By ghal) Jalge

Eggimann L, etal.
PL0S One 2018 Feb 2;13(2):¢0191736.

Background: Patients with atrial fibrillation (AF) have an increased risk for the development of heart failure
(HF). In this study, we aimed to detect predictors of HF hospitalizations in an unselected AF population.
Methods: The Basel Atrial Fibrillation Cohort Study is an ongoing observational multicenter cohort study
in Switzerland. For this analysis, 1193 patients with documented AF underwent clinical examination,
venous blood sampling and resting 12-lead ECG at baseline. Questionnaires about lifestyle and medical
history were obtained in person at baseline and during yearly follow-up phone calls. HF hospitalizations
were validated by two independent physicians. Cox regression analyses were performed using a forward
selection strategy.

Results: Overall, 29.8% of all patients were female and mean age was 69+2 years. Mean follow-up time was
3.7+1.5 years. Hospitalization for HF occurred in 110 patients, corresponding to an incidence of 2.5 events per
100 person years of follow-up. Independent predictors for HF were body mass index (HR 1.40 [95%CI 1.17;
1.66], p=0.0002), chronic kidney disease (2.27 [1.49; 3.45], p=0.0001), diabetes mellitus (2.13 [1.41; 3.24],
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p=0.0004), QTc interval (1.25 [1.04; 1.49], p=0.02), brain natriuretic peptide (2.19 [1.73; 2.77], p<0.0001),
diastolic blood pressure (0.79 [0.65; 0.96], p=0.02), history of pulmonary vein isolation or electrical cardioversion
(0.54 [0.36; 0.80], p=0.003) and serum chloride (0.82 [0.70; 0.96], p=0.02).

Conclusions: In this unselected AF population, several traditional cardiovascular risk factors and arrhythmia
interventions predicted HF hospitalizations, providing potential opportunities for the implementation of
strategies to reduce HF among AF patients.
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Gastroenterology
daaagll LalyeY)

Depression is associated with more
aggressive inflammatory bowel disease

A ggall slal) e Aihae JESY) (S aa ESY) 3B

Kochar B, et al.
Am J Gastroenterol 2017 Nov 14.

Objectives: Depression is prevalent in inflammatory bowel disease (IBD) patients. The impact of depression on
IBD is not well-studied. It is unknown how providers should assess depression.

Methods: We used data from the Sinai-Helmsley Alliance for Research Excellence cohort, to assess
methods of diagnosing depression and effects of baseline depression on disease activity at follow-up. A
patient health questionnaire (PHQ-8) score >5 was consistent with mild depression. Relapse was defined
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as a modified Harvey-Bradshaw Index >5 or Simple Clinical Colitis Activity Index >2. We performed
binomial regression to calculate adjusted risk ratios (RRs).

Results: We included 2,798 Crohn’s disease (CD) patients with 22-month mean follow-up and 1,516 ulcerative
colitis (UC) patients with 24-month mean follow-up. A total of 64% of CD patients and 45% of UC patients
were in remission at baseline. By self-report, 20% of CD and 14% of UC patients were depressed. By PHQ-8,
38% of CD and 32% of UC patients were depressed (P<0.01). Adjusted for sex, remission, and disease activity,
CD patients with baseline depression were at an increased risk for relapse (RR: 2.3; 95% confidence interval
(CI): 1.9-2.8), surgery, or hospitalization (RR: 1.3 95% CI: 1.1-1.6) at follow-up. UC patients with baseline
depression were also at increased risk for relapse (RR: 1.3; 95% CI: 0.9-1.7), surgery, or hospitalization (RR:
1.3; 95% CI: 1.1-1.5) at follow-up.

Conclusions: Baseline depression is associated with a higher risk for aggressive IBD at follow-up. A single
question is not a sensitive method of assessing depression. Providers should consider administering the PHQ-8
to capture those at greater risk for aggressive disease.
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Feasibility and safety of micro-forceps biopsy
in the diagnosis of pancreatic cysts

G4l Jilally dejad) aladiu) Adilsy Aadw
Al Sl oSl il

Basar O, et al.
Gastrointest Endosc 2018 Mar 3.

Background and aims: The tissue acquisition and diagnostic yield of cyst fluid cytology is low-to-moderate and
rarely provides a specific diagnosis. The aim of this study was to compare the tissue acquisition and diagnostic

63



Journal of the Arab Board of Health Specializations Vol.19, No.1, 2018

tissue yield of micro-forceps biopsy (MFB) with cyst fluid cytology.

Patients and methods: The data of 42 patients, whose cysts were aspirated by EUS-guided fine needle
aspiration (EUS-FNA) and then biopsied with MFB device in this multicenter study, were collected. Cytological
analysis of cyst fluid and histological analysis of biopsy samples were processed. Acquisition yield was defined
as percentage of patients with tissue present in the aspirate or biopsy. Diagnostic tissue yield was evaluated
at 3 levels: the ability of differentiation between mucinous/non-mucinous cysts; detection of high-risk for
malignancy; and specific cyst type diagnosis.

Results: The mean patient age was 69 years. Sixteen (38.1%) cysts were localized in head, 17 (40.5%) body, and
9 (21.4%) in tail. The mean cyst size was 28.2 mm (12-60 mm); 25 of 42 (60%) were septated. EUS-FNA tissue
(fluid) acquisition yield was 88.1% (37/42). MFB tissue acquisition yield was 90.4% (38/42). The diagnostic
cytology yield to differentiate between mucinous/non-mucinous cyst was 47.6% (20/42) and MFB histological
yield o differentiate between mucinous/non-mucinous cyst was 61.9% (26/42) (p=0.188). The percentage of
cysts at high-risk for malignancy by cytology was 54.7% (23/42) and MFB was 71.5% (30/42) (p=0.113).
However, the ability of MFB to provide a specific cyst type diagnosis was 35.7% (15/42) and cytology was 4.8%
(2/42) (p=0.001). Surgical histology was concordant with MFB in 6 of 7 (85%) patients and with cytology in 1
of 7 (15%) patients.

Conclusions: The cyst tissue acquisition yield for the MFB was 90%. Although cytology of cyst
fluid and MFB were comparable in distinguishing mucinous and non-mucinous cysts and detecting
cysts at high-risk for malignancy, the MFB was far superior to cytology for providing a specific cyst
diagnosis.
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Pulmonary Diseases

Assessment of coexisting deep vein thrombosis

for risk stratification of acute pulmonary embolism
Gl (Bes gy JUA gag andl Lo
Balal) 4358, dasal) s A 5)ghdl) padi

Thromb Res 2018 Feb 17;164:40-44.
Quezada CA, et al.

Background: In patients with acute pulmonary embolism (PE), studies have shown an association between
coexisting deep vein thrombosis (DVT) and short-term prognosis. It is not known whether complete compression
ultrasound testing (CCUS) improves the risk stratification of their disease beyond the recommended prognostic
models.

Methods: We included patients with normotensive acute symptomatic PE and prognosticated them with
the European Society of Cardiology (ESC) risk model for PE. Subsequently, we determined the prognostic
significance of coexisting DVT in patients with various ESC risk categories. The primary endpoint was a
complicated course after the diagnosis of PE, defined as death from any cause, haemodynamic collapse, or
adjudicated recurrent PE.

Results: According to the ESC model, 37% of patients were low-risk, 56% were intermediate-low risk, and
6.7% were intermediate-high risk. CCUS demonstrated coexisting DVT in 375 (44%) patients. Among the
313 patients with low-risk PE, coexisting DVT (46%) did not show a significant increased risk of complicated
course (2.8%; 95% confidence interval [CI], 0.8%-7.0%), compared with those without DVT (0.6%; 95%
CI, 0%-3.2%), (P=0.18). Of the 478 patients with intermediate-low risk PE, a complicated course was 14%
and 6.8% for those with and without DVT, respectively (P=0.01). Of the 57 patients that had intermediate-
high risk PE, a complicated course occurred in 17% and 18% for those with and without DVT, respectively
(P=1.0).

Conclusions: In normotensive patients with PE, testing for coexisting DVT might improve risk stratification of
patients at intermediate-low risk for short-term complications.
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Neurology
dnanll il

Age-accelerated cognitive decline
in asymptomatic adults with CSF p-amyloid
) die A jaal) Aidigl) (B jend) e pludiall 011
Seal) Slaal) Ll A L 3sbal) (e Aplaje ) elAl) g4l
Clark LR, et al.
Neurology 2018 Mar 9.

Objective: Compare cognitive and hippocampal volume trajectories in asymptomatic middle-aged and older
adults with positive CSF markers of B-amyloid (AB) or tau to adults without an Alzheimer disease (AD)-
associated biomarker profile.

Methods: Three hundred ninety-two adults enrolled in a longitudinal cohort study (Wisconsin Registry for
Alzheimer’s Prevention or Wisconsin Alzheimer’s Disease Research Center) completed a lumbar puncture and
at least 2 biennial or annual neuropsychological evaluations. Cutoffs for Ap42, total tau, and phosphorylated tau
were developed via receiver operating characteristic curve analyses on a sample of 78 participants (38 dementia,
40 controls). These cutoffs were applied to a separate sample of 314 cognitively healthy adults (mean age at
CSF collection = 61.5 years), and mixed-effects regression analyses tested linear and quadratic interactions of
biomarker group x age at each visit on cognitive and hippocampal volume outcomes.

Results: Two hundred fifteen participants (69%) were biomarker negative (preclinical AD stage 0), 46 (15%)
were AP+ only (preclinical AD stage 1), 25 (8%) were AP+ and tau+ (preclinical AD stage 2), and 28 (9%)
were tau+ only. Both stage 1 and stage 2 groups exhibited greater rates of linear decline on story memory and
processing speed measures, and nonlinear decline on list-learning and set-shifting measures compared to stage 0.
The tau+ only group did not significantly differ from stage 0 in rates of cognitive decline.

Conclusions: In an asymptomatic at-risk cohort, elevated CSF A (with or without elevated tau) was associated
with greater rates of cognitive decline, with the specific pattern of decline varying across cognitive measures.
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Cerebrospinal fluid neurogranin and TREM?2
in Huntington’s disease
TREMZ2 4 neurogranin s siwa

OSBRI £la Nl B L Sedl) o ladl) Jiludl B

Byrne LM, et al.
Sci Rep 2018 Mar 9;8(1):4260.

Biomarkers of Huntington’s disease (HD) in cerebrospinal fluid (CSF) could be of value in elucidating the biol-
ogy of this genetic neurodegenerative disease, as well as in the development of novel therapeutics. De-
ranged synaptic and immune function have been reported in HD, and concentrations of the synaptic protein
neurogranin and the microglial protein TREMZ2 are increased in other neurodegenerative diseases. We therefore
used ELISAs to quantify neurogranin and TREM2 in CSF samples from HD mutation carriers and controls.
CSF neurogranin concentration was not significantly altered in HD compared to controls, nor was it
significantly associated with disease burden score, total functional capacity or motor score. An apparent
increase in CSF TREM2 in manifest HD was determined to be due to increasing TREM2 with age. After
age adjustment, there was no significant alteration of TREM2 in either HD group, nor any association with
motor, functional or cognitive score, or brain volume quantified by MRI. Both analyses were well-powered,
and sample size calculations indicated that several thousand samples per group would be needed to prove that
disease-associated alterations do in fact exist. We conclude that neither neurogranin nor TREM2 is a useful
biofluid biomarker for disease processes in Huntington’s disease.
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Hematology And Oncology

b1y a2l aly]

Whole-body computed tomography versus conventional skeletal survey
in patients with multiple myeloma

S 001 el ta AjRally panl] Jall) akiiall graall

dantial) 5684 aygl) aaye die
Hillengass J, et al.
Blood Cancer J 2017 Aug 25;7(8):¢599.

For decades, conventional skeletal survey (CSS) has been the standard imaging technique for multiple myeloma
(MM). However, recently whole-body computed tomography (WBCT) has been implemented into the diagnostic
criteria of MM. This analysis compares sensitivity and prognostic significance of WBCT and CSS in patients
with smoldering MM (SMM) and MM. Fifty-four of 212 patients (25.5%) had a negative CSS and a positive
WBCT for osteolytic lesions (P<0.0001). Of 66 patients with SMM based on CSS, 12 (22.2%) had osteolytic
lesions on WBCT. In comparison, WBCT failed to detect some bone destructions in the appendicular skeleton
possibly due to limitations of the field of view. Presence of lytic bone lesions in WBCT was of borderline
prognostic significance (P=0.051) for SMM patients, with a median time to progression of 38 versus 82 months
for those without bone destructions. In conclusion, WBCT identifies significantly more sites of bone destruction
than CSS. More than 20% of patients with SMM according to CSS have in fact active MM detectable with
WBCT. On the basis of this and other studies, WBCT (either computed tomography (CT) alone or as part of
a positron emission tomography-CT protocol) should be considered the current standard for the detection of
osteolytic lesions in MM.
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Triptolide sensitizes breast cancer cells to Doxorubicin
through the DNA damage response inhibition
Ladlaall o) ol LA Lyl 3345 b triptolide s
4,50 DNA 4\ i e doxorubicin aladiuly

Deng, etal.
Mol Carcinog 2018 Mar 3.

Triptolide is an active component from a Chinese herb, Tripterygium wilfordii which has been applied for
treating immune-related diseases over centuries. Recently, it was reported that a variety of cancer cell lines
could be sensitized to DNA-damage based chemotherapy drugs in combination with Triptolide treatment. In
the present study, we show that a short time exposure (3 hours) to Triptolide, which did not trigger apoptosis,
could specifically increase breast cancer cells sensitivity to Doxorubicin rather than other chemotherapy drugs
including Paclitaxel, Fluorouracil, and Mitomycin .C. Further studies revealed Triptolide downregulated
ATM expression and inhibited DNA damage response to DNA double- strand breaks. Moreover, the
chemosensitization effect to Doxorubicin from Triptolide was attenuated by overexpression of ATM in
breast cancer cells. Our findings suggest that Triptolide specifically chemosensitizes breast cancer cells
to Doxorubicin prior to apoptosis initiation through downregulating ATM expression and inhibiting DNA
damage response.
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Endocrinology
axall 2031) (ol ol

A luciferase immunoprecipitation assay
for the detection of proinsulin/insulin autoantibodies
luciferase + (&Uall cuesilly duglial) aladic
Olaait) dathrg Gl gD A3 Mozl Cids B

Ling VY, etal.
Clin Biochem 2018 Feb 21.

Aim: Luciferase immunoprecipitation (LIPS) assays show good sensitivity and specificity in
testing islet specific autoantibodies for diagnosis of type 1 diabetes (T1D). However, there are
currently no LIPS assays available for detecting proinsulin/insulin autoantibody (IAA) previously.
We here developed a LIPS assay to measure IAA using nano luciferase (NanoLuc)-proinsulin
fusion protein.

Methods: The NanoLuc-proinsulin fusion protein expression plasmid was constructed and transfected to COS1
cells. Expression and binding specificity to IAA of the fusion protein were validated. A LIPS assay using the
NL-proinsulin fusion protein was developed and compared to radioimmunoassay (RIPA) in testing sera from 50
healthy controls and 34 T1D patients.

Results: The fusion protein was correctly expressed in transfected COS1 cells. Both NANOLUC activity
and proinsulin were detected in the medium of transfected COS1 cells. Fusion protein bound to monoclonal
anti insulin antibody and sera from T1D patients or NOD mice, these bindings were inhibited by recombinant
human insulin. The LIPS assay using the fusion protein showed sensitivity of 47.1% and specificity of 98.0%.
Further analysis supported correlation between the IAA indexes of all the T1D samples detected by LIPS
assay and radioimmunoassay (RIPA, R?2 = 0.6132, p<0.0001).

Conclusions: The NanoLuc-proinsulin fusion protein based LIPS has the potential to detect |AA for diagnosis
of T1D.
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Bone disease
in primary hyperparathyroidism
e @ ahls b gl B allinl) dila)

Makras P, et al.
Metabolism 2017 Oct 16.

Primary hyperparathyroidism (PHPT) is a disease of high bone turnover, decreased bone mineral density
(BMD) especially at cortical sites, and increased risk of fractures at all skeletal sites. Early diagnosis during
the last decades resulted in milder forms of bone involvement. New methods of imaging and validation such
as high resolution peripheral quantitative computed tomography and trabecular bone score provide evidence of
disturbed bone microarchitecture and explain further the increased risk of fractures at both cortical and trabecular
skeletal sites. Parathyroidectomy has a long-term beneficial effect on the skeleton and is probably prudent to
refer PHPT patients for surgery in all cases where increased bone fragility is suspected. Bisphosphonates (BPs),
mainly alendronate, have been proved as reasonable choices for BMD improvement while cinacalcet has no
effect on bone strength in PHPT. Combination of BPs and cinacalcet, is a valid therapeutic approach from a
pathophysiological point of view at least in terms of bone health, however, an adequately powered study to
prove it is lacking. Adequate dietary calcium intake and vitamin D supplementation is advised as in the general
population for the skeletal integrity of PHPT patients albeit with a close monitoring of serum and urinary
calcium levels.

5l g Ayl Blal) 3 Aialiy abiell dgaed) QB 8 ad el Jsadll b osal Sadl @l @hla b sy
Gl ge sad Jil QT skt ) Lpald) agiall & Al odgd SW (el ool LA adlsdl paes 35Sl B
Sl alaal) Lals Dy cplall e Jamal)l oS sl adaiall gt e &l el Bl o) LAl
alaall ailse (B el Hhad 3L aul S8 Cipud LS alaall 283 2l Al 8 055 255 Ao BV <y trabecular
disnd Ol AeSall (o eV lall o2 8 2aY) Ak saie @bl Ball Ghla aal) Jlatiol dala i Al 3,8
bisphosphonates ssf el ail . ahall Lalia 3 3245 Ssap il Vs a3 daball Sadl Gl bls T oaaym
Dl il Ladl o) ey caliall dpaed) BB Gueas 8 Bude 3Ol @hLAS byss (alendronate wlul J<))
cinacalcet 5 bisphosphonates ¢ 4S;Laall ) . Sall @Al ahls blis .L)s aye die dpebaal) 3l e cinaéalcet
o3 aedi Al cluball o V) B8 e dadaall daall Bl (e dpayl) dglgdall Aalil) (e dlie Ladle dylie a
Mire s L Jie D opelill dac )il Aaladd) ae sl e QIS G Jdae o Bliall may (ALE JI5 Y AS)Lad)
il gisal Lifinll Ayl 8y5 0 g ¢ Sl 3yall Gl Ll Ly ape vie Al AL o Lleall elldy (i) asec 2ie

cdhadly sl (4 ol

71



Journal of the Arab Board of Health Specializations Vol.19, No.1, 2018

Urology And Nephrology
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Albuminuria and neck circumference are determinate factors of successful accurate
estimation of glomerular filtration rate in high cardiovascular risk patients
Sl il Janal (3Bal) aSill Sasaa Jalgas (gal) Jaaag Gaagald) Ay g0
dadipal) dle gl) Aal) 5, phadl) plaje i
Hsiao PJ, et al.
PLoS One 2018 Feb 2;13(2):¢0185693.

Background: Estimated glomerular filtration rate (eGFR) is used for diagnosis of chronic kidney disease
(CKD). The eGFR models based on serum creatinine or cystatin C are used more in clinical practice.
Albuminuria and neck circumference are associated with CKD and may have correlations with eGFR.

Aim: We explored the correlations and modelling formulates among various indicators such as serum
creatinine, cystatin C, albuminuria, and neck circumference for eGFR.

Design: Cross-sectional study.

Methods: We reviewed the records of patients with high cardiovascular risk from 2010 to 2011 in Taiwan. 24-
hour urine creatinine clearance was used as the standard. We utilized a decision tree to select for variables and
adopted a stepwise regression method to generate five models. Model 1 was based on only serum creatinine
and was adjusted for age and gender. Model 2 added serum cystatin C, models 3 and 4 added albuminuria and
neck circumference, respectively. Model 5 simultaneously added both albuminuria and neck circumference.

Results: Total 177 patients were recruited in this study. In model 1, the bias was 2.01 and its precision was
14.04. In model 2, the bias was reduced to 1.86 with a precision of 13.48. The bias of model 3 was 1.49 with
a precision of 12.89, and the bias for model 4 was 1.74 with a precision of 12.97. In model 5, the bias could
be lower to 1.40 with a precision of 12.53.

Conclusions: In this study, the predicting ability of eGFR was improved after the addition of serum cystatin
C compared to serum creatinine alone. The bias was more significantly reduced by the calculation of
albuminuria. Furthermore, the model generated by combined albuminuria and neck circumference could
provide the best eGFR predictions among these five eGFR models. Neck circumference can be investigated
potentially in the further studies.
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Resistant and undertreated hypertension
in patients with chronic kidney disease
Aadleal) Lugiliy dadlaal) o sainal) ALyl gl Jad c¥la
Lajall 490 () pulaje dic
Zheng Y, et al.
Clin Exp Hypertens 2018 Mar 6:1-8.

Background: Hypertension is prevalent in chronic kidney disease (CKD), but the control of hypertension is
suboptimal. We reported the prevalence and characteristics of resistant and undertreated hypertension based on
a nationwide survey aiming to improve blood pressure (BP) control.

Methods: Resistant hypertension (RH) was defined as BP above the target (<140/90 mm Hg) despite the
use of 3 antihypertensive drugs or achieving the target BP by using >4 antihypertensive drugs. Undertreated
hypertension was defined as uncontrolled hypertension (unCH) using <2 drugs. We compared the characteristics
and antihypertensive treatment among different groups (including RH and unCH using <2 drugs). Multivariable
logistic regression was used to detect factors associated with unCH using <2 drugs and RH.

Results: 4,435 nondialysis CKD patients with hypertension were analyzed, and 36.9% of participants
achieved controlled hypertension (CH) using <3 drugs, 11.1% met the criteria for RH, and 52% had unCH
despite the use of <2 antihypertensive drugs. Participants with unCH using <2 drugs had low usage of
renin-angiotensin system blockers (36.8%) and diuretics (5.5%), which was much lower than participants
with CH using <3 drugs and RH (P<0.05). After multivariable adjustment, obesity, advanced CKD stages,
urinary protein level of >1.5 g/24 h, diabetes, and cardiovascular disease were associated with RH in CKD
patients (P<0.05).

Conclusions: Compared with RH, undertreated hypertension contributes more to the unCH in Chinese CKD
patients. It is important to ensure adequate antihypertensive treatment, including choosing antihypertensive
drugs, that guidelines recommended.
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Rheumatology And Orthopedics
alaal) (oalyaly 4500 (oalyaY!

Bone mineral density is lower in patients
with severe knee osteoarthritis and attrition
dianal) Loalind) ABUEQY aldds)
ehaial) JSTlly Laial) alind) Glgil¥) (e Baadll e g die

Linde KN, et al.
Calcif Tissue Int 2017 Aug 24.

Bone quality is probably important for the survival of knee arthroplasty (KA), but little is known about
systemic bone mineral density and bone turnover in patients prior to KA surgery. The aim of this study was
to explore the prevalence of osteoporosis and bone turnover in relation to knee osteoarthritis (OA) grade in
patients scheduled for KA surgery. Prospective preoperative evaluation of 450 patients (259 females) prior
to KA between 2014 and 2016 with standing knee radiography, Dual-energy X-ray absorptiometry (DXA),
biomarkers for bone turnover (CTX, PINP), and vitamin D. Grading of knee OA was done with the Altman
Atlas and Kellgren Lawrence (KL). Adjustments for age and BMI were made. The mean age was 67.9 years
(range 39-94), and mean BMI was 28.8 (SD 4.8). The prevalence of osteoporosis was 9.6% (CI 95% 7.2;
12.7), while the proportion of patients with osteopenia was 36.0%. T score was similar between KL OA
grade 3 and 4 (p=0.06); however, T score was lower (p=0.02) with the worst knee OA grade (attrition). The
median serum Vitamin D level was 78.5 nmol/L (range 10-196), and there was no association between serum
vitamin D and the grade of OA (p>0.88). PINP was significantly higher in KL grade 4 compared to KL grade
3 (p=0.03), but there was no association between KL grade and CTX (p=0.21). 10% had osteoporosis, which
is similar to the age-matched background population. Bone mineral density was lower with severe knee
osteoarthritis (attrition), and PINP was higher with worse osteoarthritis grading.
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Lack of clear and univocal genotype-phenotype correlation
in Familial Mediterranean Fever patients
sl aadlly AU Jaadl) (p (Buday gdaly L)) 2529 a2
Llilal) S gial) Ganll) el s c¥la o e

Gangemi S, et al.
Clin Genet. 2018 Feb 2.

Familial Mediterranean fever (FMF) is the most common autosomal recessive autoinflammatory disease. To
date, following the isolation of more than 280 MEFV sequence variants, the genotype-phenotype correlation
in FMF patients has been intensively investigated, however, an univocal and clear consensus has not been yet
reached. Thus, the aim of this systematic review was to analyse the available literature findings in order to provide
to scientific community an indirect estimation of the impact of genetic factors on the phenotypic variability of
FMF. This systematic review has been conducted according to the PRISMA guidelines. The p.M694V mutation
was reported to have a relatively severe clinical course, similarly, patients homozygous for M6941 and M680l,
or carrying a combination of both at codons 694 and 680, have a severe disease. Also, patients homozygous
for M694V and VV726A variants experienced more severe clinical picture. Conversely, heterozygous p.V726A
and p.E148Q genotypes have been correlated with a milder disease course. At present, doubts remain on the
potential pathogenic role of E148Q variant. The heterogenity in clinical FMF manifestations reflects the changes
occurring in repertoire of mutations. We believe that clinical criteria and gene tests, enhancing each other, could
better support the diagnosis of FMF.
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Ophthalomology
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Elevated serum concentrations of metalloproteinases (MMP-2, MMP-9)
and their inhibitors (TIMP-1, TIMP-2) in patients with Graves’ orbitopathy
metalloproteinases (MMPS) 1 dduaall 5.}l ands
Grave 1 alaall BieY) ax e (TIMPS) Wilhiag

Kapelko-Stowik K, et al.
Adv Clin Exp Med 2018 Jan;27(1):99-103.

Background: Graves’ orbitopathy (GO), also known as thyroid-associated ophthalmopathy, is characterized
by dramatic tissue reactivity. Both inflammation and tissue remodeling characterize the clinical course of GO.
Some data has been found regarding the association of MMPs and TIMPs in GO.

Objectives: The aim of this study was to assess the serum concentrations of MMP-2, MMP-9, TIMP-1, and
TIMP-2 in patients with Graves’ disease (GD), with and without GO, and their relationship with disease severity,
as well as to evaluate how these concentrations change after successful treatment.

Material and methods: Serum concentrations of MMP-9, MMP-2, TIMP-1, and TIMP-2 were determined
by ELISA method. Forty-eight patients (34 females, 14 males, with median age 51.5 years) with GD and
hyperthyroidism were enrolled in the study. In 28 patients, active, moderate-to-severe grade orbitopathy was
diagnosed.

Results: Median serum concentrations of MMP-2 and MMP-9 were significantly higher in all patients with
GD as well as in the subgroup with GO than in the control group. Median serum concentrations of TIMP-1
and TIMP-2 were significantly higher in all patients with GD than in controls. The same significant differences
were observed in the subgroups with and without GO in comparison with controls. The GO subgroup showed a
significant positive correlation between the MMP-9 concentration and the serum level of TSHRADb antibodies,
and a clinical activity score >4 according to EUGOGO.

Conclusions: In our study we found that only MMP-9 differentiates the patients with and without GO, and may
be used as a marker of the disease severity in patients with this manifestation of GD.
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The effect of hemodialysis on intraocular pressure
Al Jaks bl o ggadl) Jlail) Ll

Kilavuzoglu AEB, et al.
Adv Clin Exp Med 2018 Jan;27(1):105-10.

Background: The effect of hemodialysis (HD) on intraocular pressure (IOP) has been investigated before, but
there is a lack of consensus. Clinicians dealing with renal failure patients are interested in the potential negative
effects of HD on I0P and the course of glaucoma.

Objective: The aim of this study was to investigate the effects of HD on I0OP in patients with end-stage renal
disease.

Material and methods: This prospective study included 106 patients who were receiving outpatient hemodialysis.
Patient history of systemic and ophthalmologic conditions was recorded. Serum osmolality (mOsm), blood urea
nitrogen (BUN), blood glucose (BG), bicarbonate (BC), and hematocrit (Hct) levels at the start of HD (pre-
HD), at the end of HD (end-HD), and 30 min after HD (post-HD) were measured. Systolic and diastolic blood
pressures (SBP and DBP) and 10P were measured at pre-HD, 1-hour intervals during HD, end-HD, and post-
HD.

Results: A significant decrease in mOsm and BUN and a significant increase in BG, BC, and Hct levels
were observed at end-HD (p<0.05). Mean IOP was 16.71+2.51 mm Hg at pre-HD, 15.52 +3.18 mm
Hg at endHD, and 15.23+2.73 mm Hg at post-HD (p=0.001; F=4.439). Post-HD SBP and DBP were
significantly lower than at pre-HD (p<0.001). There was a positive correlation between the change
in IOP and the change in mOsm and the change in BUN at end-HD (r=0.315, p=0.004; and r=0.279,
p=0.012, respectively).

Conclusions: TOP decreased significantly during HD in this study. Additional research on the effects of the
change in blood parameters and ocular perfusion pressure on I0OP and optic nerve perfusion during HD is
recommended.
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Dermatology
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Changes in salivary levels in adults
with atopic dermatitis are correlated with changes in their condition
=l chromogranin A (sgiwa b @il b))
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CailL,etal.
J Dermatol 2018 Mar 3.

Stress-induced scratching is an issue in patients with adult atopic dermatitis (AD). Symptoms of stress-
induced AD are common in clinical practise. Salivary chromogranin A (CgA) level has research value as
a possible index related to a patient’s psychological stress. Using saliva, which is easily collectable, we
compared two assessments of the severities of AD and stress with the levels of stress proteins in the saliva
of 30 patients with AD in the Department of Dermatology of Shimane University between April 2015 and
May 2017. The severities of AD and stress were assessed using the Scoring Atopic Dermatitis (SCORAD)
score and State-Trait Anxiety Inventory score, respectively. Additionally, the assessments included those of
personality using the Tokyo University Egogram (TEG)-1I score and quality of life using the Dermatology
Life Quality Index score. Simultaneously, we measured their salivary CgA levels. The change in salivary CgA
per protein in patients with AD was correlated with their changes in SCORAD score (correlation coefficient,
r=0.596, P=0.001) and objective SCORAD (r=0.608, P<0.001). The changes in CgA per protein correlated
with those in TEG-II A (r=0.370, P=0.022), while the changes in SCORAD score correlated with those in
DLQI (r=0.309, P=0.048). Our results suggest that changes in a patient’s condition are reflective of the
changes in the patient’s stress. The changes in salivary CgA level in patients with AD correlated with the
changes in their condition.
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Otorhinolaryngology
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Surgical management of vocal cord paralysis:
The need for careful patient selection

asall (5B UIAY) B9y thgigall Jlal) JLi el palall i)

Kokong DD, et al.
AfrJ Med Med Sci 2014 Sep;43(Suppl 1):173-8.

Background: Vocal cord paralysis is one of the challenging laryngeal clinical entities confronting the
Laryngologist and indeed, the Phono-surgeon. The ability to maintain an effective balance between voice and
airway function to ensure good quality of life requires expertise. This study is therefore designed to highlight
our experience on surgical management of vocal cord paralysis.

Methods: Clinical notes of all patients that met the inclusion criteria for this study on vocal cord paralysis over
a ten-year period were analysed. Data was generated from patients’ case files retrieved using standard codes
according to the International Classification of Diseases (ICD-10).

Results: From the 7,941 new ENT cases seen, 26 patients had vocal cord paralysis (VCP) giving a prevalence
of 0.3%. The male to female ratio was 1: 4.2 with a mean age of 45.7+6.3 years. Their ages ranged from 21-80
years. Thyroidectomy was the main causal factor in 46.2% while idiopathic causes was documented in 23.1%.
Twenty-three patients (88.5%) had unilateral VCP from which 21 (91.3%) were abductor paralysis. The ratio
of Left: Right VCP was 3:1. All the 3 bilateral cases were abductor paralysis. Neurotropic agents only, were
effective in cases of unilateral VCP. However, in those with bilateral paralysis, two had tracheostomy only,
while the third had a laryngo-fissure, arytenoidoplasty and endo-laryngeal stenting in addition. All were
successfully decannulated with good voice quality.

Conclusions: With these observations, we suggest the choice of appropriate surgical technique, timing and
careful patient selection in order to preserve voice, curtail operative sequelae and achieve good quality of life
(QoL) which is the overall management strategy, be borne in mind.
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Psychiatry
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Does ceasing exercise induce depressive symptoms?
A systematic review of experimental trials including immunological and neurogenic markers

daagia daala tdulusy) (ale¥) anpad (& dpaly ¥ pladl) duglas oo gl g0
duanlly Ao Ual) cilaw|gll Aiacatal) Ay jatl) culifpall

Morgan JA, et al.
J Affect Disord 2018 Feb 24;234:180-192.

Background: Regular exercise in adults improves depressive symptoms (DS) and major depressive disorder
(MDD), however the clinical effects of ceasing exercise are largely unknown.

Methods: Seven databases were searched from inception to December 2017. Eligibility criteria included English
language studies investigating the effects of ceasing exercise on DS or MDD in regularly active adults with or
without prior DS or MDD. Blood based markers related to exercise cessation (EC) were assessed, if recorded.
Studies investigating exercise follow-up periods were excluded.

Results: No studies investigated EC in MDD. Six studies including two RCTS and three studies investigating
neurogenic and immune biological markers associated with DS met inclusion criteria (152 healthy adults,
females n=50/32.89%). Compared to baseline, EC increased DS after three days, one week, and two weeks.
Female participants had significantly more DS than male participants. Following EC, no changes in brain derived
neurotrophic factor (BDNF) or tumour necrosis factor alpha (TNF) were evident, however C-reactive protein
(CRP) at week one and interleukin 6 (IL6) at week two were reduced.

Limitations: Quality concerns including risks of attrition and reporting bias limit our confidence in these results.
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Conclusions: Ceasing regular exercise increases DS in healthy adults, with greater DS in females than males.
Contrary to the cytokine/inflammatory hypothesis of depression, DS were associated with reduced CRP and IL6
and without increased TNF. High quality trials are needed to extend this field of research in both healthy and
MDD populations.
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Plasma levels of soluble tumor necrosis factor receptor 2 (STNFR2) are associated
with hippocampal volume and cognitive performance in patients with schizophrenia
STNFR2 ajsll jAdall Jalall Jadall Juical) ¢pa draidlall cilygiacall Jali )
plaill paje e Ldaal) Ailiglly puanl) paa a

Kudo N, et al.
Int J Neuropsychopharmacol 2018 Feb 24.

Background: An imbalance in the inflammatory tumor necrosis factor (TNF) system, including soluble tumor
necrosis factor receptor 2 (STNFR2), may contribute to the pathophysiology of schizophrenia.

Methods: We measured the plasma levels of STNFR2 in 256 healthy controls and 250 patients with schizophrenia
including antipsychotic drug-free patients and treatment-resistant patients. We also explored the possible
association between plasma sTNFR2 levels and cognitive performance in healthy controls and patients with
schizophrenia using the Wechsler Adult Intelligence Scale, Third Edition (WAIS-111), the Wechsler Memory
Scale-Revised (WMS-R), and the Rey Auditory Verbal Learning Test (AVLT). An association between plasma
STNFR2 levels and hippocampal volume in controls and patients with schizophrenia was also investigated via
magnetic resonance imaging (MRI).

Results: We found that the plasma levels of sSTNFR2 were significantly higher in patients with schizophrenia,
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including both antipsychotic drug-free patients and treatment-resistant patients. We found a significant
negative association between plasma sTNFR2 levels and cognitive performance in controls and patients with
schizophrenia. Hippocampal volume was also negatively associated with plasma sTNFR2 levels in patients with
schizophrenia.

Conclusion: Together, these convergent data suggest a possible biological mechanism for schizophrenia,
whereby increased STNFR2 levels are associated with a smaller hippocampal volume and cognitive impairment.
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