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Medical Ethics
The past, present and future

IV. Medicine during the Islamic State: Physicians had a very
prestigious and respected position in Islamic culture, and were called
“The Wise”. Many Muslim religious scholars gave considerable attention
to medicine, both practice and ethics, and deleted from the Hippocratic :
Oath the parts which denoted Polytheism, and added to it the kind and =
forgiving Islamic teachings and values and became in the format of the >
Ten Codes of Practice for Muslim practitioners.

The Ten Codes regulating the practice of medicine in the Islamic
State:

These codes stemmed from the Hippocratic Oath and the Islamic faith:

First: Belief in God and his reward and punishment. Physicians deal with lives and secrets, and so must
be totally aware of God’s watch over them and fear his punishment and pursue his reward, so that this belief
becomes his drive to excel in patient care, otherwise a physician cannot be deemed dependable.

Second: Acknowledging the favor of medicine teachers, and giving them utmost respect and favor.

Third: Encouraging whoever wants to learn medicine, never denying who ever qualifies to study medicine
any knowledge, and not asking them to pay for it.

Fourth: The physician should be most diligent in when treating the sick, should not make the aim of their
practice to get money but rather to get God’s reward and favor, and should try to provide them medications
for free, and if possible buy it with his own money, and should pay constant attention and care to their
clinical status during all phases of the ailment.

Fifth: Exercising utmost care when prescribing medication, and never perform abortion. Also, a physician
should never prescribe a fatal drug or poison, never lead anyone to it or even mention it.

Sixth: Never break the confidentiality between the patient and physician and mention the patient’s secrets
to anyone else, no matter how close.

Seventh: Be compassionate and humane with patients, and never discriminate patients on any grounds.

Eighth: Abstinence from pleasures and desires and drinking alcohol.

Ninth: Continually study and seek new knowledge, and constant presence in Pemmarstans (hospitals),
and seek the company of prominent physicians and teachers.

Tenth: Seeking specialist advice and second opinions: A physician should not refrain from seeking
knowledge and opinion from more experienced physicians, and if he was doing the rounds on a patient with
a number of other physicians and one has said a more correct opinion, he should acknowledge it, and if
another gave an incorrect opinion, he should not embarrass him, but rather tell him that despite your opinion
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exists, I still prefer so and so, but if the patient was in danger, he should explain so to the patient and his
care takers.

In addition, Muslim scholars considered that studying medicine is an obligation of the nation, and if a
nation could not produce enough physicians, then it is considered “Sinful”, till it could supply its needs of
physicians in all specialties.

In the year 319 Hijri, the Abbasid Caliph Al-Muktader banned all physicians from practicing except
those tested and certified by the senior Chief Medical Officer of the time (sinan Ben Thabet Ben Qurra),
and fining physicians that lead to the death of their patients. Since early times did Muslim physicians and
scholars differentiate between death due to error or treatment and death due to murder.

Medical schools were established in Baghdad, Al-Basrah, Al-Kufah, Qurtuba, Cairo and Damascus, and
various specialties came into existence like Surgery, Ophthalmology, Gynecology and Obstetrics. Also
the graduates of these specialties were to be tested in the relevant specialties. Additionally, quacks were
strongly prohibited from practicing medicine.

To be continued “Modern medicine”......

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

Objective: To evaluate imatinib mesylate failure in
patient with chronic myeloid leukemia.

Methods: The study was conducted on eighty
patients with Philadelphia positive (ph+) chronic
myeloid leukemia-chronic phase who were treated in
the hematology unit and outpatient clinic in Ibn-Sina
Teaching Hospital in Mosul city from May 2007 to May
2014, of them forty four males and thirty six females.
Demographic data were obtained from the patients file,
including serial complete blood count, peripheral blood
smear examination, flourescent in situ hybridization,
and bone marrow examination, at baseline, 3, 6, 12
and 18 months of treatment. The threshold defining
failure, suboptimal and optimal response according to
the standard criteria. The Sokal score is based on age,
spleen size, and peripheral blood platelet count and blast
count. Patients are classified as being low-risk (Sokal
score <0.8), intermediate-risk (0.8 to 1.2), or high-risk
(>1.2). Sokal prognostic scoring was performed on all
the cases, using standard formula. Accelerated-phase
CML was defined by the presence of 15 to 19 percent
blasts in blood or marrow, the presence of at least 30
per-cent blasts plus promyelocytes in blood or marrow,
or the presence of at least 20 percent basophils in blood.
Blast-phase CML was defined by the presence of at least
20 percent blasts in blood or marrow or the presence of
extramedullary blastic disease.

Results: Fifty eight patients (72.5%) showed an
optimal response, while the remaining 22 (27.5%) found
to have failure ranging from primary failure (5 patients),
secondary failure (12 patients), intolerance of imatinib,
and death (5 patients). Splenomegaly, leukocytosis,
thrombocytosis, basophilia, any peripheral blasts or
marrow blasts >5%, and clonal evolution were all
inversely related to major cytogenetic response. Patients
who started therapy within 12 months of diagnosis had
significantly higher response rates.

Conclusions: Majority of the (58 patients, 72.5%)
had an optimal response, 5 of the 22 patients with failure
had primary failure, while the remaining 17 patients had
either secondary failure (12), drug intolerance or death
due to sepsis. Prolonged duration between diagnosis
and start of imatinib was an independent predictor of
failure.

INTRODUCTION

Chronic myeloid leukemia (CML) is a myelo-
proliferative disorder characterized by a balanced
translocation between the long arm of chromosome 9
and 22, an event that lead to the formation of BCR-ABL1
oncogen, which activates numerous signal transduction
pathways leading to uncontrolled cell proliferation.'
Imatinib mesylate is a first-generation tyrosine kinase
inhibitor (TKI) that was approved for frontline therapy
in patients with chronic myeloid leukemia (CML) by
the US Food and Drug Administration (FDA) in 2002.?

Despite the proven efficacy of imatinib and the fact
that it revolutionized the treatment of CML, nearly 20%
of patients who take the drug do not have a complete
cytogenetic response, and others may have intolerable
side effects or drug resistance over time.>” Resistance
to imatinib encompasses failure to reach complete
hematological response, complete cytogenetic response
(more common), and major molecular response within
an allocated duration of time (primary resistance).®

The aims of this study were to determine the efficacy
of imatinib mesylate in patients with Philadelphia
positive chronic myeloid leukemia.

METHODS

The study was conducted on patients suffering from
Philadelphia positive chronic myeloid leukemia, who
were registered in the hematology unit and outpatient
clinic in Ibn-Sina Teaching Hospital in Mosul city
between May 2007 to May 2014. A retrospective study
was conducted to achieve the aims of the study. Eighty
patients with chronic myeloid leukemia were selected,
44 males and 36 females with a mean age of 48 years.

Demographic data were obtained from the patientsfile,
including serial complete blood count, peripheral blood
smear examination, flourescent in situ hybridization,
and bone marrow examination, at baseline, and 3, 6, 12
and 18 months of treatment. Imatinib mesylate 400 mg
was given orally daily.

Escalation to 400 mg twice daily was considered for
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patients who did not obtain a complete haematological
response (CHR) after at least 3 months of therapy, those
who relapsed after achieving CHR, those who did not
achieve a major cytogenetic response (ph-positive
metaphases less than 35%) after 12 months of therapy,
or those with cytogenetic relapse (increase of ph-
positive inter-phases by at least 30%).

The threshold defining failure, suboptimal and
optimal response according to the following criteria;
(in the first 3 months of treatment failure defined as
no hematological response, suboptimal response as no
complete hematological response and optimal response
as 1-2 log reduction in BCR-ABL, within 6 months of
treatment, failure defined as >95% ph+, suboptimal
35-95% ph+, and optimal <35% ph+, whereas 12
months of treatment failure defined as >35% ph+,
suboptimal 1-35% ph+ and optimal response 0% ph,
>3 log reduction BCR-ABL transcript, and 18 months
treatment failure defined as >0% ph+, suboptimal 0%
pht and optimal response 0% ph, >3 log reduction
BCR-ABL transcript.'$?

The Sokal score is based on age, splenic size, and
peripheral blood platelet and blast count. Patients
are classified as being low-risk (Sokal score, <0.8),
intermediate-risk (0.8 to 1.2), or high-risk (>1.2). Sokal
prognostic scoring was performed on all the cases, using
standard formula.>”!°

A complete hematological response (CHR), based
on complete blood count and clinical improvement,
was defined as a WBC count of less than 10x10%liter,
a platelet count of less than 450x10%liter, no immature
cells (blasts, promyelocytes, and myelocytes) in the
peripheral blood, and disappearance of all signs and
symptoms related to leukemia (including splenomegaly)
lasting for at least 4 weeks.>!!

Accelerated-phase  CML, which is intermediate
between chronic and blast or acute phase, was defined
by the presence of blasts 10-19% of white blood cells
in peripheral and/or nucleated bone marrow cells;
persistent thrombocytopenia (<100x10°/L) unrelated
to therapy or persistent thrombocytosis (>1000x10°/L)
unresponsive to therapy; increasing white blood cells
and spleen size unresponsive to therapy; cytogenetic
evidence of clonal evolution.

Statistical analysis: The age of the patients is measured
as a mean age (£SD). F-test was used to compare
the differences in baseline levels of the parameters
mentioned above with the serial measurements. The
p-value calculated by Chi-square tests and relationship
proved by using Pearson correlation.

RESULTS

The overall rates of hematological and cytogenetic
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Figure 1. Age and gender correlation in CML patients.
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responses to imatinib mesylate therapy are; 58 patients
(72.5%) had an optimal response, while the remaining
22 (27.5%) show a variable variants of failure ranging
from primary failure (5 patients), secondary failure (12
patients), intolerance of imatinib and death (5 patients)
as shown in Figure 2. Among the 70 patients who
achieved a major cytogenetic response (58 optimal and
12 sub-optimal), 58 (83%) continue to have a durable
cytogenetic response after 18 months, whereas 12 (17%)
showed loss of major cytogenetic response (secondary
resistance) defined as an increase of Ph-positive cells
by 30% or more documented on two occasions, or
an increase to 65% or more documented once, after
a median response duration of 6 months (range, 3-15
months).

According to Sokal classification, there was
significant difference in response between those with
high risk (n=28), intermediate risk (n=31) and low
risk (n=21), the 18 months cumulative incidences of
complete cytogenetic response was 90.4%, 84% and
43%, respectively (p<0.0001), Figure 3.

80

60 (%72.5) 58

Number of patients
w b a v n

15 12

Moreover, patients who had  less than 95%
Philadelphia chromosome-positive metaphases
at 3 months, those with 35% or less Philadelphia
chromosome-positive metaphases at 6 months and
patients in complete cytogenetic response at 12 months
all had significantly better outcomes than patients with
lesser degrees of cytogenetic response.

Blasts (blast, promyelocyte and myelocyte) in
peripheral blood film were in the range of 0-21% with
mean+SD of 9.027. The range of blasts in the bone
marrow was 1-22% with mean+SD of 7.65. As shown
in Table 1, about 68% of patients had <10% including
a percentage with no blasts in the peripheral blood
smear.

In the bone marrow, majority of patients (41%) had
<5% blasts; 22.5% had blasts in the range of 6-10%;
19% had blasts in the range of 11-20% and 17.5% had
blasts more >20%.

Prolonged duration between diagnosis and start of

Figure 2. Overall rates of hematological and cytogenetic responses to imatinib mesylate therapy.
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imatinib was an independent predictor of failure, Table
2. The delay in starting treatment is mostly due to
unavailability of the drug.

Blasts in peripheral Blasts in bone
Percentage blood smear marrow smear
of cells | No. of No. of
cases Percentage cases Percentage
0-5 35 44 33 41
6-10 19 24 18 22.5
11-20 14 17 15 19
>20 12 15 14 17.5

Tablel. Blasts in peripheral film and bone
marrow smears.

DISCUSSION

To evaluate the imatinib efficiency in patients with
chronic myeloid leukemia, a retrospective study was
carried out and revealed that 58 patients (72.5%) shows
an optimal response, this finding is in accordance with
study done by Kantargian H. et al’ and with study done
at Tata Memorial Hospital in Mumbai.?

Sokal score has been the most widely accepted and

is generally applied to patients of CML as a prognostic
discriminator for survival in patients treated with
imatinib.'?

The relatively higher frequency of intermediate and
high risk groups in our series is differ from other studies.
This is probably due to a relatively late presentation of
our patients in the hospital; and it could be also due to
the fact that in the natural history of CML patients, the
disease remains symptom-free for up to a few months,"
and even when the symptoms start, these are only mild,
and thus are ignored by many patients for a variable
length of time. Moreover, early start of treatment
(especially within 12 months) has a favorable effect
on outcome as shown in Table 2, this may be related
to the fact that the delay in treatment with imatinib
may lead to complication or progression to accelerated
or blastic phase. These finding is in accordance of the
result by Sokal group which shows that the estimated
rates of complete cytogenetic response with imatinib
first line therapy at 42 months demonstrated significant
differences within each of the 3 risk groups with a lowest
rate of 69% for high risk patients, whereas 91% of the
low risk patients achieved complete cytogenetic response
according to update of recent large phase III trial."*
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Cytogenetic
Response
Response
M High 13 15 28 35%
B Intermediate 26 5 31 38.75%
Low 19 2 21 26.25%

Figure 3. Sokal score risk stratification.
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Time to start imatinib N;)l;lizirtsof ReI\SII())(.)I(l;SrS’
Within 3 months 49 40 (81.6%)

Within 3-12 months 20 13 (65%)
After 12 months 11 5 (45.5%)

Table 2. Times of starting imatinib and response rate.

Although it is beneficial in advanced (accelerated or
blastic phase) cases, rates of hematologic and cytogenetic
responses were much lower than in patients with
chronic-phase, thus imatinib is often used as a bridge
toward allogeneic transplantation in such patients.'®

Lack of adherence to oral therapy for chronic diseases
is a well-recognized problem and considered as a cause
of suboptimal response to imatinib.!¢!”

Imatinib failure could represent several possibilities
such as primary failure, progression to blastic phase,
relapse or discontinuation of treatment due to numerous
reason the definitions of imatinib failure, and suboptimal
response have been established according to guideline
and standard criteria the option for treatment either to
escalate the dose of imatinib or switch to other TKI.

CONCLUSIONS

Majority (72.5%) of the patients had an optimal
response, 5 out of the 22 patients with failure had primary
failure, while the remaining 17 patients had either
secondary failure (12), drug intolerance or death due to
sepsis. Prolonged duration between diagnosis and start of
imatinib was an independent predictor of failure.

REFERENCES

1. Ramirez P, DiPersio JF. Therapy options in imatinib
failures. The Oncologist 2008, 13:424-34.

2. Bhamidipati PK, Kantarjian H, Cortes J, et al.
Management of imatinib-resistant patients with chronic
myeloid leukemia. Ther Adv Hematol 2013;4(2):103-17.

3. Kantarjian HM, Talpaz M, O’Brien S, et al. Imatinib
mesylate for Philadelphia chromosome-positive, chronic-
phase myeloid leukemia after failure of interferon:
Follow-up results. Clin Cancer Res 2002;8:2177-87.

4. Lavallade H, Apperley JF, Khorashad JS, et al

10.

11.

12.

13.

14.

15.

16.

Imatinib for newly diagnosed patients with chronic
myeloid leukemia: Incidence of sustained responses
in an intention-to-treat analysis. J Clin Oncol
2008;26(20):3358-62.

Hughes TP, Hochhaus A, Branford S, et al. Long-term
prognostic significance of early molecular response to
imatinib in newly diagnosed chronic myeloid leukemia:
an analysis from the International Randomized Study of
Interferon and STI571 (IRIS). Blood 2010,116(19):3758-
65.

Kantarjian H, Sawyers C, Hochhaus A, et al. Hematologic
and cytogenetic responses to imatinib mesylate in chronic
myelogenous leukemia. NEJM 2002,;346(9):645-52.
Branford S, Rudzki Z, Walsh S, et a. Detection of BCR-
ABL mutations in patients with CML treated with imatinib
is virtually always accompanied by clinical resistance,
and mutations in the ATP phosphate-binding loop
(P-loop) are associated with a poor prognosis. Blood
2003,102(1):276-83.

Milojkovic D, Apperley J. Mechanisms of resistance
to  imatinib  and  second-generation  tyrosine
inhibitors in chronic myeloid leukemia. Clin Cancer
Res 2009;15(24):7519-29.

Michael JM. Defining and managing imatinib resistance.
Hematology 2006;1:219-25.

Milojkovic D, Nicholson E, Apperley JF, et al. Early
prediction of success or failure of treatment with
second-generation tyrosine kinase inhibitors in patients
with  chronic  myeloid
2010,95(2):224-31.
Savage DG, Antman KH. Imatinib mesylate: a new oral
targeted therapy. New Engl J Med 2002;346(9):683-93.
Parikh P. Report of chronic myeloid leukemia in chronic
phase from Tata Memorial Hospital, Mumbai (2002-
2008). Indian J Med 2013;34:164-7.

Sokal JE, Cox EB, Baccarani M, et al. Prognostic
discrimination in “good risk” chronic granulocytic
leukemia. Blood 1984;63:789-99.

Schiffer CA. BCR-ABL tyrosine kinase inhibitors
for chronic myelogenous leukemia. New Engl J Med
2007,357(3):258-65.

O’brien SG, Guilhot F, Larson RA, et al. Imatinib
compared with interferon and low-dose cytarabine

leukemia. Haematologica

for newly diagnosed chronic-phase chronic myeloid
leukemia. New Engl J Med 2003;348:994-1004.
Darkow T, Henk HJ, Thomas SK, et al. Treatment



Journal of the Arab Board of Health Specializations Vol.18, No.4, 2017

17. Wu EQ, Johnson S, Beaulieu N, et al. Health care
resource utilization and costs associated with non-
adherence to imatinib treatment in chronic myeloid
leukemia patients. Curr Med Res Opin 2010;26(1):61-9.

interruptions and non-adherence with imatinib and
associated healthcare costs: a retrospective analysis
among managed care patients with chronic myelogenous
leukemia. Pharmacoeconomics 2007;25(6):481-96.



Journal of the Arab Board of Health Specializations Vol.18, No.4, 2017

Oiginal Clrticte

o) 5

PREOPERATIVE PREDICTOR FACTORS IN OCCULT CYSTOBILIARY
COMMUNICATION OF HEPATIC HYDATID SURGERY

A shieal) Ll aa dglaal) 2K Gl aa Jlaiy) Alal dalall 08 5l Jalse
Hayder Hussian Ibrahim, MBChB, FRCSEd

@2l s jas o

Eal) Gadle

TSy Gmalall L) b Lesnd S0 n gyl e e Linall (o cAail dmm A1 Bpplanl) il 13 iy tind) i
Jadi lly aball JRs J8 Gacayal) Alal) o3¢d Apgatl) Jalgall o Copaill ) Ayl s3a Cangd Ayhieall el 2SH 3 A laal)

La<l) ‘ﬁ u.u,}ﬁ\ QIS.AJ Q\ém; A su.ni\;.“ ‘)A:d\

s 2013 Tl 5l 3 0l dplaall Sl 1 aball Ml paaalal) (g Lingye 52 Gaalll Gyl o3 cilads siagd) 3 b

AEEY) ?J‘: m)m B @}AA.A\} M.m.\g\ JA\J MJ)&AH salall J_}A) 4&}4\“ @ A 4.:_}4;.4.“ u.u.c)m [53\ G“AJ’A\

panh o5.2016 dalad
e Al 3 Ay deall all)

M\Gﬁua.vd\ ;maujw\wm&,}.\a}\ salall &_Uwo.u c‘sa‘);“
msuw&\ uasn i) uL.;)x 2.25:1 &l ,SJ\MMW\UAMJA%@@m @JA 16 il wfm mcx sl

e @Ju\ g NRY oy (%48 1) B e yaadlly sl Jal o all L;;

a3 3 N s (YA e s, 9) A e sunal

wss\wM\@J\L;}x (0.057P) pus 6 B desanall 3 il ity coms 8 A esanall (b sl L sy 4l Al 31 il

Ay die SR dSme!\ K1Y L;JS Eua $La.})4 19 dic (u\};y'\ .J.Aa_m) i ]l @.d\) ‘LA.DA 33 xe (g_q};j\ Buag A.m.\ﬁ\)

UNJMJ;JJ\ @A)AMJJQMJ_)SAAM uwbuuﬂ\uud@‘ﬁ\ A_\}AAJLAEE.D\@LA.\JJMJAL: “-MIJS-“‘)LA‘)-\J’J uhuﬁu\’\

ABSTRACT

Objective: Hepatic hydatid cystic disease is a common
health problem. The most frequent and undesirable
complication is occult cystobiliary communication. The
objective of this study is to identify the predicting factors
of such communication preoperatively in terms of age,
gender, cyst size, character and location in the liver.

Methods: A total of 52 patients who underwent

surgical treatment for hepatic hydatid disease

s e e el 55 i G b el

between February 2013 and February 2016 were
studied retrospectively. Patients were divided into
two groups.: group A (with bile) and group B (without
bile). The two groups were compared according to
preoperative descriptive findings, cyst size, character,
location in addition to operative procedure, duration of
postoperative biliary leak and hospital stay.

Results: There were 36 female compared to 16 male
patients, M:F was 1:2.25. Right lobe cyst was seen in 36
patients, while left lobe cyst in 10 patients. Cases were

*Hayder Hussian Ibrahim, MBChB, FRCSEd, Assisstant Professor, General Surgery, College of Medicine, Duhok University, Duhok, Iraq.
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divided into two groups, Group A with bile (51.9%) and
Group B without bile (48.1%). Mean cyst diameter was
8 e¢m in group A, and 6 cm in group B (p-value<0.05).
Univesicular cyst was detected in 33 patients and
multivesicular type in 19 patients. Multivesicular type
was observed more in group A than group B (p<0.05).
Mean hospital stay for patients with group A was 6 days,
and for patients in group B was 2 days (p-value<0.05).

Conclusions: Cyst diameter is an independent
factor that associated with high risk of cystobiliary
communication in clinically asymptomatic patients,
while the type of the cyst is considered as dependent
factor.

INTRODUCTION

Hydatid disease is a parasitic infection which caused
by a tapeworm, mainly by Echinococcus granulosus. It
is a common health problem in Middle East. In 50-70%
of the patients, the liver is infected by the disease.'?
Hepatic hydatid disease has some complications but the
most common is cystobiliary communication (CBC).*?
The rate of CBC in the literature varies from 2-42%,°
though an incidence of 64.75% has been reported
from multicentric study in Tunisia, such variation in
incidence is due to the absence of an internationally
accepted definition.”™

There are several classifications of the communication
between the cyst and the biliary tree. The most accepted
divides according
smaller communication is called simple communication
(10-37% of patients with liver hydatid cyst), which is a
small communication between the cyst wall and small
biliary radicals; some authors subdivided these breaks
into honest (bile within the cyst) and insidious (after
opening no bile in the cyst).”!?

communication to their size:

In occult CBC, cyst fluid, the scolices, the small
daughter cysts and minor fragments of the endocyst
membranes pass into the biliary tree, where they are
invisible to imaging. Clinical findings are nonspecific
at this stage.'>"®

Occult CBC may be noticed at operation but, if it
remains undetected or without immediate treatment,

11

may result in complications such as prolonged biliary
discharge, biliary peritonitis and biliary abscess, all
of which increase morbidity and hospital stay.>'
Therefore, it is important to diagnose and treat CBC in
the preoperative and intraoperative period. We therefore
studied clinical parameters and imaging associated with
the risk of occult CBC in the preoperative period, by
recording clinical findings in patients who developed
biliary leakage after hydatid liver surgery.

In this study, we aimed to identify the predicting
factors of occult CBC preoperatively in terms of age,
gender, cyst size, character and location of the cyst in
the liver.

METHODS

The study included 52 patients with hepatic
hydatid cysts who were admitted to Duhok teaching
hospital and Duhok private hospital between February
2013 and Februray 2016. The following parameters
were recorded: age, gender, clinical presentations,
laboratory data as complete blood count,
function test (bilirubin, alkaline phosphatase, aspartate
aminotransferase and alanine aminotransferase),
blood urea, serum creatinine, blood sugar. Cyst
structure (univesicular or multivesicular), size and
location according to imaging studies including
ultrasonography in all patients, chest X-ray to exclude
pulmonary hydatid cyst, computer tomogram CT
scan and MRCP (in selected patients).

liver

The data also included operative findings, surgical
procedure performed, duration of biliary leak, mortality
and length of postoperative hospital stay. Exclusion
criteria was patients with preoperative jaundice due to
frank intrabiliaiary rupture of hydatid cyst, patient who
had common bile duct dilatation (more than 10 mm)
or intrahepatic biliary dilatation in US or CT or
MRI, and patient with associated pulmonary hydatid
cyst.

The college research committee board approved the
study protocol and informed consent was obtained from
patients included in the study during hospital admission
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prior to operation explaining all benefit and risk of
surgical procedure.

All patients underwent laparotomy via subcostal or
paramedian incision by one consultant surgeon. The
techniques that help in detecting CBC include: coloured
scolicidal agents like povidone-iodine was not used
since they interfere with identification of CBC; careful
inspection of the residual cavity after evacuation of cyst
contents and then placing a white laparotomy pad in
the residual cavity for few minutes and inspecting it for
evidence of bile staining.

All patients included in the study were divided into
two groups, group A with CBC and group B without
CBC. Group A was divided into two subgroups as
follows.! An occult honest CBC which was defined as
the presence of the bile in the cyst or cystobiliary opening
detected and®> an occult insidious CBC is defined as
development of biliary leakage following conservative
surgery despite the absence of bile in the cyst cavity
during operation. Group A and B were compared in
term of age, gender, type, size, location of the cyst, type
of the operation, duration of postoperative biliary leak
and hospital days.

All the collected data were analyzed using Graph
Pad software Inc, USA. The Student ¢ test was used to

evaluate the differences between continuous variables,
the Chi-square test and Fisher’s exact test was used for
categorical variables. A p-value of less than 0.05 was
considered significant.

RESULTS

Out of the total 52 patients included in this study, 36
female (69.2%) and 16 (30.7%) male patients; with a
ratio of male to female 1:2.25. The mean age was 30
(range 7-70 years). Male patient's age ranges from
12-70 years (mean 25 years), and female patients age
range from 7-70 years (mean 35 years). Cysts were
located in the right hepatic lobe in 36 patients (69.2%),
in the left lobe in 10 patients (19.2%), and both lobes in
6 patients (11.5%). The majority of patients 37 (71.1%)
had one cyst; the remaining 15 patients (28.8%) had
multiple cysts. The mean cyst diameter was 8 cm
(range 5-17 cm). Type of the cyst was univesicular in
33 patients (63.4%) and multivesicular in 19 (36.5%) as
shown in Table 1.

Mean age in group A was 30 years compared to 35
years in group B, and female patients were more involved
than male patients in both groups but statistically not
significant with a p-value=0.27 for age and 0.85 for
gender. Occult CBC (group A) was detected more in
female patients (36.5%) compared to (15.3%) in male

Variables No. Percentage %
Male 16 30.7
Female 36 69.2
Asymptomatic 17 32.6
Symptomatic 35 67.3
Single cyst 37 71.1
Multiple cysts 15 28.8
Right lobe 36 69.2
Left lobe 10 19.2
Both lobes 6 11.5
Diameter 5-7 cm 20 38.4
Diameter 7-10 cm 27 51.9
Diameter >10 cm 5 9.6
Univesicular cyst 33 63.4
Multivesicular cyst 19 36.5

Table 1. Clinical characteristics of 52 patients with hepatic hydatid cysts.
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patients without significance (p-value=0.63), as shown
in Table 2.

In both groups cyst diameter was measured in
centimeter by ultrasound or CT scan ranged between
5-17 cm and mean 8§ cm. Most patients had cyst diameter
ranged between 7.5-10 cm which include 18 patients
in group A (34.6%) compared to 6 patients (11.5%)
in group B. The mean cyst diameter in group A was
8 cm, compared to 6 cm in group B with a significant
difference (p-value<0.001), as shown in Table 2.

Cyst in the right lobe was 69.2% and left lobe 19.2%.
Group A in the right lobe was 18 patients (34.6%)
compared to 7 patients (13.4%) in the left lobe without
significant difference (p-value=0.33), as shown in
Table 2.

Univesicular cyst was seen in 33 (63.4%) while
multivesicular cyst was seen in 19 (36.5%) patients.

Multivesicular type was observed more in group A
(15 patients, 28.8%) compared to (4 patients, 7.6%) in
group B, with a statistically significant p-value<0.003,
as shown in Table 2. Liver function tests was normal in
both groups.

External drainage procedure was performed in 43
patients (82.6%), 22 patients in group A and 21 patients
group B. Omentoplasty and deroofing was performed in
8 patients (15.3%), 5 patients in group A and 3 patients
in group B. Total cyst excision was performed in one
patient only in group B.

Hospital stay for patients with group A was 2-10 days,
and for patients in group B was 2-5 days. Duration of
bile leak ranged from 10-60 days in group A, as shown
in Table 2. There was no mortality in both groups.

Incidence of CBC (group A) in this study was 51.9%.
Honest type in 38.4% and insidious type in 13.4%.

Group A Group B
Variable p-value
n=27 n=25
Mean age (SD) 30 (16) 35(12.93) 0.27
Gender M/F 8/19 8/17 0.85
Size of th 5-7cm 4 19
ize of the 7-10 cm 18 (34.6%) | 6(11.5%) | <0.001
cyst in cm
>10 cm 5 0
Right lobe 18 18
Cyst location Left lobe 0.334
Both lobes 2 4
Mean cyst diameter in cm and (SD) 8 (2.62) 6 (1.28) <0.001
Univesicular cyst 12 21
— <0.003
Multivesicular cyst 15 4
External drainage 22 21
Type f’f Deroofing and 5 3 0.55
operation omentoplasty
Total cyst excision 0 1
Mean hospital stay in days and (SD) 6(2.21) 2 (0.81) <0.001
Mean duration of bile leak in days 15 (15.4) 0 <0.001

of hospital stay among 52 patients (Group A and B).
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Table 2. Patient and cyst characteristic, type of operation and postoperative bile leak and duration
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Honest type was seen in 5 male patients compared to 15
female patients, while insidious type was detected in 3
male compared to 4 female patients without significance
(p-value=0.633), as shown in Table 3.

Group A Total Male | Female | p-value
Honest 20 5 15
- 0.633
Insidious 7 3 4

Table 3. Types of subgroup A in relation to gender.

DISCUSSION

Hepatic hydatid cystic disease remains an important
medical problem in some endemic regions of the
world. The most common postoperative complication
is persistent external biliary fistula, in which there
is communication between the residual cyst cavity
and the biliary tree. Despite efforts to prevent such
complication during operation, but some patients
continue to experience this undesirable problem.

Two theories have been postulated about its
pathogenesis: the first is that the compression of the
liver hydatid cyst on the wall of the bile duct causes
progressive necrosis and finally the communication
between the cyst and the biliary tree; the second
postulates that after the trapping of small biliary
radicals in pericystic wall, high intracystic pressure
causes atrophy first and then subsequently rupture of
biliary radicals.®!” Aktan et al'® previously reported a
median intracystic pressure of 25 mm.Hg (range 5-55
mm.Hg) and a positive correlation between cyst size
and pressure in viable cysts. According to LaPlace law
(Tension=PressurexRadius), the expansion of the cyst
due to increased intracystic pressure results in increased
cyst diameter, which causes increased tension on the
cyst wall that serves as the pericyst containing the
neighboring bile ducts. The pressure dynamics arising
from higher intracystic pressures than the resting bile
duct pressure may explain how the cyst communicates
with the biliary system as the pericyst becomes thinner
and thinner, eventually eroding into the bile ducts and
leading to the development of an intrabiliaryrupture. '’

Intraoperative diagnosis of CBC can be difficult and
accurate preoperative determination of the presence of
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the fistula, its dimensions, and localization is essential
for an optimal surgical procedure.?! Preoperative
routine use of ERCP may be useful, but there are no
published data to support the routine use of ERCP in
the preoperative assessment of patients with hydatid
disease to detect CBC.?> Moreover, ERCP can fail to
detect simple communications and may promote the
formation of postoperative biliary fistulae.?

The preoperative diagnosis of CBC and a study of the
size and location will allow the surgeon to plan the best
possible treatment which will reduce the incidence of
postoperative biliary fistula.?*

There have been various research focusing on the
relation of preoperative CBC by means of blood counts,
biochemical as liver function test, and imaging findings;
however, there is still no consensus on a standard
method.®!!-12

In order to reduce postoperative bile leaks, all efforts
should be made during surgery to detect CBC, once
identified it should be meticulously ligated using sutures.
Biliary decompression should be performed in patients
with large CBC or when closure is unsatisfactory.
A recent report has suggested that routine biliary
decompression with a T-tube in patients with CBC may
reduce the frequency of postoperative bile leaks.?*

In current study, 27 (51.9%) out of the 52 patients
had occult CBC. The incidence of occult CBC was
observed more in female patients (36.5%) compared to
(15.3%) in male patients, but statistically not significant
(p-value=0.853). Common age group involved by
disease was between 16-35 years and included 15
patients in group A (28.8%) and with the same incidence
in group B. Location of the cyst with CBC in right lobe
was seen in 18 (34.6%) compared to 7 patients (13.4%)
in the left lobe. No significant difference was found
between both groups in terms of age, gender, single
or multiple cyst, and their location. These findings are
consistent with those of other studies of CBC.!>!¢

Some articles showed that CBC is higher in the cysts
that are centrally located, multivesicular and larger in
diameter.”® Larger cysts are commonly reported to
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correlate with the CBC, Kilig et al** evaluated 116 cases
of hydatid cyst, where they proved that cysts larger than
7.5 cm led to an outright increase in the risk of rupture
into biliary tract. The same value was reported as 8.5 cm
in another study by Dermican et al,'? also Unalp et al'!
studied 183 cases of occult and asymptomatic type and
reported that the cysts larger than 10 cm are predictive
for postoperative biliary fistula. In our study, most cases
with CBC was found in 18 patients (34.6%) with cyst
diameter 7-10 cm compared to 6 patients (11.5%) in
non CBC group with a p-value<0.001 was significant,
which is similar to study of others.'>? This explained
on the basis that more size of the cyst there will be
increase in the intracystic pressure and more pressure
and erosion in the biliary canuliculi adjacent to the
cyst leading more to possibility of CBC.

Group A was detected more in multivesicular cyst,
15 patients (28.8%) while in univesicular cyst was
observed in 12 patients (23%) compared to group B
with a p-value <0.003 and was significant, and is similar
to study of other authors.”#%16

Postoperative bile leak was ranged between 10-60
days, but in all cases the fistula closed spontaneously
without any intervention like ERCP. The length of
hospital stay was more in group A compared to group B
with a significant p-value (p<0.001).

According to data available in current study, the CBC
was observed more in female patients, multivesicular
type and cyst of 8 cm in diameter. Cyst size of 8§ cm and
more is independent factor, while type of the cyst was
dependent factor in CBC.

Limitation in our study include small sample size,
no consensus about exact definition of CBC and no
available standard procedure for preoperative detection
of occult CBC.

CONCLUSIONS

These data suggest that cyst diameter is an
independent factor that is associated with high risk of
CBC in clinically asymptomatic patients, while the type
of the cyst is considered as dependent factor.
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ABSTRACT

Objective: The Rockall risk scoring system uses
clinical criteria and endoscopy to identify patients at risk
of adverse outcomes after acute upper gastrointestinal
haemorhage. The aim of this study was to identify
patients at risk of adverse outcome following acute

upper gastrointestinal bleeding.

Methods:
based study conducted in Al-Yarmouk Teaching
Hospital in Baghdad on 65 patients with acute
upper gastrointestinal bleeding from July 2015
through December 2015. Data from history, physical

An observational descriptive hospital-

examination and endoscopies were performed to confirm
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the diagnosis within 24-48 hours after admission, and
the complete Rockall score was calculated. A Rockall
score >2 was used to define ‘high risk’.

Results: Of the 65 patients, 43 were males, 22
were females, mean age was 50.1, nine patients were
having hypotension (systolic blood pressure below 100
mm.Hg) at percentage of 13.8%. Twenty-five patients
were having tachycardia (pulse rate 100 per min and
above) at percentage of 38.5%. Seventeen patients
having diabetes mellitus and another 17 were having
hypertension. Four patients were having peptic ulcer
disease, chronic kidney disease (CKD) and chronic
liver disease. The most commen cause of acute upper
(GIT) bleeding was peptic ulcer (PU) in 21 patients
(32.3%). Patients considered to be at low risk of adverse
outcomes were 25 (38%), while patients considered to
be at high risk of adverse outcome were 40 (62%,).

Conclusions: The majority of the patients who
were admitted to hospital with upper gastrointestinal
bleeding were of high risk group and of male gender.
So we think that the application of the complete Rockall
score are useful for Iraqi patients who present with
acute upper gastrointestinal tract bleeding, especially
for the elderly, those with comorbidities, and presence
of significant endoscopic finding.

INTRODUCTION

Acute upper gastrointestinal tract (GIT) bleeding
is a common and life-threatening condition and
requires prompt assessment and aggressive medical
management.' It originates proximal to the ligament of
Treitz and forms 85% of all GIT bleeding episodes.*”

It may present with hematemesis (vomiting of
blood), melena (passage of black tarry stools due to the
presence of altered blood), and systemic shock typically
ensues upon loss of 15% or more of the circulating blood
volume. The color of the vomitus depends on its contact
time with hydrochloric acid in the stomach.®” If vomiting
occurs early after the onset of bleeding, it appears red;
with delayed vomiting, it is dark red, brown, or black.
Coffee-ground emesis results from the precipitation of
blood clots in the vomitus. Hematochezia (red blood per
rectum) usually indicates bleeding distal to the ligament
of Treitz. Occasionally, rapid, profuse bleeding from
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an upper gastrointestinal bleeding source may result in
hematochezia.®!° The rate and extent of hemorrhage,
coupled with the patient’s comorbidities, determine
the clinical presentation of upper GIS bleeding. It is
associated with an annual incidence of 50-172/100.000,
a mortality of 2-15%, and a rebleeding rate around 10-
30%'11,12

In patients with upper GIT bleeding a triage system for
decisions regarding emergency or delayed endoscopy
may shorten hospital stay and cut costs, although this
is not always the case. Thus, triage and scoring systems
together may categorize patients into low-risk and
high-risk groups based on admission criteria prior to
endoscopy and may prove more practical.!>¢

Risk assessment scores: Several risk stratification
scores have been described for the assessment of upper
GIT bleeding. They aim to separate patients into low and
high risk of adverse outcome, which can help optimize
patient management and direct resources accordingly.
Scores are widely used in other common acute medical
conditions to risk stratify patients, such as the CURB65
score for community-acquired pneumonia and the Wells
score for deep venous thrombosis.!”!®

Current guidelines recommend early risk stratification
in patients presenting with UGIB.!*?° However, the use
of these scores, even by gastroenterologists, has been
shown to be poor, with the Rockall score documented in
only 19% of patients in the 2007 UK audit.?-**

Endoscopy requiring risk scores: The Rockall score
was created following a UK audit in 1993, which
collected data on the management and outcome in 4185
patients with UGIB, Table 1.

Both non-variceal and variceal causes of bleeding
were included.”® A numerical score was constructed
consisting of five variables that were shown to be
independent predictors of mortality: the “admission
Rockall” which consists of three pre-endoscopic
variables (age, shock and comorbidity), and the “full
Rockall” which requires a further two endoscopic
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Score
Variable
0 1 2 3
Age (years) <60 60-79 >80
No shock, systolic BP Tachycardia, systolic . .
Shock >100 mm.Heg, BP >100 mm.Hg, Hyp"tfll(s)l(‘)“r‘r’nsnyﬁom BP
pulse <100 beats/min pulse >100 beats/min 8
Cardiac failure, ischemic Renal failure, liver
Comorbidity Nil major heart disease, any major failure, disseminated
comorbidity malignancy
. . Mallory-Weiss tear, no . Malignancy of upper-GI
Diagnosis lesion, and no SRH All other diagnoses tract
Blood in upper-GI tract,
Major SRH None, or dark spot adherent clot, visible or
spurting vessel

Table 1. Rockall Score.?¢

variables for calculation (diagnosis and stigmata of
recent haemorrhage).

Following creation of the Rockall score, several
studies have externally evaluated its use in clinical
practice.! The Rockall score is clinically useful, rapid
and accurate in predicting rebleeding, surgery and
mortality outcomes in elderly patients with acute upper
gastrointestinal bleeding.” Investigators have shown
the full Rockall score to be good at predicting mortality,
but to perform less well in the prediction of rebleeding.?
The full Rockall score remains the most commonly
used endoscopy-based risk score and is recommended
by several guidelines.'*°

Baylor bleeding score: The American Baylor
bleeding score was developed to predict the risk of
rebleeding following endoscopic therapy in patients
with “major” non-variceal upper GI bleeding. It consists
of five variables, including clinical (age, number and
severity of illnesses) and endoscopic parameters (site of
bleeding and stigmata of bleeding.?”*

Clinical (pre-endoscopy) risk scores: A risk
stratification score that does not require endoscopy for
calculation is highly attractive as it can be calculated
very soon following the patient’s presentation with
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upper GIT bleeding, which
decision making.*’3!

can aid early clinical

Admission Rockall score: Studies have assessed the
use of the admission Rockall score, which contains only
the clinical components of the original score; with the
aim to separate patients into high- and low risk groups
prior to endoscopy being performed. This abbreviated
score has been compared to other pre-endoscopy
“clinical” risk scores in several studies; however, it has
not yet been fully validated for use in clinical practice,
stratifying patients to determine low risk patients can
allow discharge from the emergency department with
planned outpatient endoscopy.?3*38

Most risk scores require endoscopy although others
do not. If a low risk group can be identified soon after
presentation, it may allow non-admission of this group
with arrangements made for out-patient endoscopy.
Higher risk groups require in-patient endoscopy for full
evaluation and therapy.*’

Modified Glasgow Blatchford scores (GBS):
Different modifications of the original GBS have been
proposed and studied in clinical practice. A Canadian
study explored the use of the GBS with the omission of
urea and syncope (because they were not being included
in their database), and found that patients with a modified
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GBS of <1 had a lower mortality (0.5% vs 5.8%) and
rebleeding rate (5% vs 19%) than those with a score >1,'8
another study suggested a GBS modification described
as the “HUPS” score (using only Haemoglobin, Urea,
Pulse and Systolic blood pressure).*® This was found to
accurately predict patients who required intervention as
well as rebleeding and mortality.***! A variety of studies
have explored the predictive value of the GBS with
the addition of age. A Danish study whereby patients
aged 60-69 scored an extra one point and those over
70 years scored an extra three points showed that this
modified GBS accurately identified patients requiring
intervention and was able to identify a higher proportion
of low-risk patients than the original GBS."® A study
from the UK classifying patients with a GBS <2 and
aged <70 as “low risk” found this allowed 10.5% of
patients presenting with UGIB to be safely discharged
and managed in the community, provided they were
not suspected of having variceal bleeding and had no
significant comorbidities.*** The aim of the study was
to identify patients at risk of adverse outcome following
acute upper gastrointestinal bleeding using the Rockall
system score.

METHODS

This study included 65 consecutive patients with acute
UGIB admitted to the emergency room and inpatient
ward of Al-Yarmouk teaching hospital from July
2015 through December 2015. The median age of the
patients was 50.1£19.5 years (range: 13-90), 43 patients
were men and 22 were women. Patients presented to
the hospital through the emergency room with one or
more of the following: hematemesis, melena or coffee
ground vomiting, were satisfied in the inclusion criteria.
Endoscopies were performed to confirm the diagnosis
within 24-48 hours after admission, and the complete
Rockall score was calculated. A Rockall score >2 was
used to define ‘high risk’.

The exclusion criteria were patients who did not have
endoscopy whether it is due to refusal, non-compliance
or death. The study design was observational descriptive
study. The planned sample size was 60 patients.

Rockall score calculation: Complete Rockall score
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calculation was done by using the following data on
presentation: the age, the shock status which determined
by heart rate (less than, equal or more than 100) and
systolic blood pressure (more than, equal or less than
100), presence of comorbid disease, and endoscopic
findings that include endoscopic diagnosis and stigmata
of haemorhage.

Statistical analysis: Data analysis was
performed using the available statistical package
of SPSS-22 (Statistical Packages for Social

Sciences-version 22).

The presentation of data was in simple measures of
frequency, percentage, mean, standard deviation, and
range (minimum-maximum values).

The significance of difference of different percentages
(qualitative data) was analyzed using Pearson Chi-
square test (y>-test) with application of Yate's correction
or Fisher Exact test whenever applicable. Statistical
significance was considered whenever the p-value was
0.05 or less.

RESULTS

Demographic data: Of the 65 patients, 43 was males,
22 was females, mean age was 50.1, at range of 13-90
years, at percentage of 66 and 33 for male and female

Features No. %

<40 20 30.8

40-49 11 16.9

50-59 7 10.8

Age (years) 60-69 18 27.7
70-79 3 4.6

>80 6 9.2

Mean+SD (Range) 50.1£19.5 (13-90)
Male 43 66.2
Gender

Female 22 33.8

Table 2. Demographic of the patients.
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respectively. Patients below 60 were 38 (58.5%).
Patients from 60-79 were 21 (32.3%).

Patients aged 80 and above were 6 (9.2%). Table 2
summarizes demographic feature of the patients.

Table 3 shows pulse rate and blood pressure (systolic
and diastolic) for each patient. Nine patients were
having hypotension (systolic blood pressure below 100)
at percentage of 13.8%.

Twenty-five patients were having tachycardia (pulse
rate 100 and above) at percentage of 38.5%. The
distribution of comorbidities between the patients is
shown in Table 4 which showing that 17 having diabetes
mellitus and another 17 were having hypertension. Four
patients were having peptic ulcer disease, CKD and
chronic liver disease.

In Table 5 is the complete Rockall score with number
and percentage of each risk variable. The highest risk
score was 1 and 4 followed by 5 then 2 and 3.

The least score was zero and 8. The mean score was
3.4 with £2.0 standard deviation and range of 0-8.

DISCUSSION

Several clinical scores, such as the Rockall score,
the Blatchford score and Acute Physiology and Chronic

Blood pressure No. %

<100 13.8

100--- 12.3

110--- 10 15.4

SBP (mm.Hg)

120--- 14 21.5

>130 24 36.9
Mean+SD (Range) | 118.3+£19.8 (80-170)

<90 14 21.5

Pulse rate 90-100 26 40.0

(beat/minute) >100 25 38.5
Mean+SD (Range) | 95.3+10.2 (70-110)

Table 3. The pulse rate and blood pressure for
study patients.
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Comorbidities No. %
DM 17 26.2
HT 17 26.2
IHD/CVA 10 15.4
CKD 4 6.15
Peptic ulcer 4 6.15
Chronic liver disease 4 6.15

Gastric malignancy 2 3

Heart failure 2 3
COPD 1 1.53
Rheumatoid arthritis 1 1.53

*Many patients have more than one comorbidity.
Table 4. The distribution of comorbidities between
the patients.

Health Evaluation score have been developed to guide
convenient patient management and predict mortality
and rebleeding. These scores which include scale a
combination of clinical, laboratory and endoscopic
data to create a score that portends the risk of mortality,
rebleeding, and the need for intervention or for early
discharge.*-4¢

The use of the clinical Rockall risk scoring system,
which calculated before endoscopy performed, is
recommended. This scoring system, which predicts the
outcome and speculate rebleeding risk, is the most widely
used scoring assessment tool and has been validated by
many studies. The age, systolic blood pressure, pulse
rate and the comorbidities are the variables used for
scoring. Patient who scores zero should be considered
for non-admission or early discharge with outpatient
follow up; if the score is one or more, there is a
significant risk of mortality, and OGD is recommended
for a full assessment of bleeding risk.?>*’

Our study revealed that the majority of acute upper
gastrointestinal bleeding patients (62%) that present to
Al-Yarmouk teaching hospitaland who were admitted to
the medical ward are high risk group in respect to their
calculated complete Rockall score (Figure 3). Most
of our patient were males at percentage of 66%. This
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Risk variables No. %
<60 38 58.4
Age score 60-79 21 323
>80 6 9.2
No shock (SBP>100, PR<100) 36 55.4
Shock score Tachycardia (SBP>100, PR>100) 25 38.4
Hypotension (SBP<100) 9 13.8
Nill major 33 50.8
Comorbidity score Cardiac failure, IHD, any major 25 38.5
Renal, liver failure, disseminated malignancy 7 10.8
Mallory-Weiss tear, no lesion, no SRH 8 12.3
Diagnosis score All other diagnosis 55 84.6
Upper GIT malignancy 2 3.1
None or dark spot 55 84.6
Major SRH* score

Upper GIT blood, adherent clot visible or spurting vessel 10 15.4

*SRH: Stigmata of recent haemorhage

Table 5. The complete Rockall score with number and percentage of each risk variable.

Source of bleeding Number of the patients Proportion of the patients
Duodenal ulcer 21 323
Erosive gastritis 11 16.92
Gastric ulcer 10 15.38
Esophageal and gastric varices 8 12.3
Erosive esophagitis 3 4.61
Erosive doudenitis 3 4.61
Mallory Weiss syndrome 2 3.07
Gastric malignancy 2 3.07
No cause identified 4 6.15
Cameron ulcer 1 1.53

Table 6. Causes of upper GIT bleeding in our study.

finding may prompts us to do a study about a gender as
a risk factor for upper gastrointestinal bleeding in Iraqi
people.

In the original study that was conducted in four
health regions in England (North West Thames, South
West Thames, Trent, and the West Midlands) during
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1993-1994 and published 1996 by British Medical
Journal. There was 321 patients with low risk score
(27%) and 859 patients were high risk score (73%).*

Comparing our results with a study which was
done by EM Vreeburg et al in Amsterdam for external
validation of Rockall score which included 951 patients,
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Rockall Scoring System (>2 high risk)

Scores High risk Low risk p-value
No. % No. %

<60 16 40.0 24 60.0 0.0001*

Age score 60-79 18 94.7 1 53

>80 6 100.0 - -
No shock (SBP>100, PR<100) 18 50.0 18 50.0 0.075

Shock score Tachycardia (SBP>100, PR>100) 15 71.4 6 28.6

Hypotension (SBP<100) 87.5 12.5
Nill major 27.3 24 72.7 0.0001*

o Cardiac failure, IHD, any major 24 96.0 1 4.0

Comorbidity score - - - -
Renal, liver failure, disseminated
. 7 100.0 - -
malignancy
Mallory-Weiss tear, no lesion,
2 25.0 6 75.0 0.068
. . no SRH
Diagnosis score - -

All other diagnosis 37 67.3 18 32.7

Upper GIT malignancy 1 50.0 1 50.0
None or dark spot 30 54.5 25 45.5 0.007*

Major SRH score | Upper GIT blood, adherent clot visible or 10 100.0
spurting vessel '

*Significant difference in proportions using Pearson Chi-square test at 0.05 levels.
Table 7. Comparison between high risk and low risk group.

12.4% of them were low risk score, while 87.6% were
high risk score.*®

While another study which was done through
2004-2005 on 181 patents and published in April 2008
by American Society for Gastrointestinal Endoscopy,
showed low risk group were only 19%, while the high
risk patients were 81%, another study published by
World Journal of Gastroenterology on 2013 June 14,
that enrolled 341 patients admitted to the emergency
room and Intensive Care Unit of Xuanwu Hospital of
Capital Medical University with non-variceal upper
gastrointestinal bleeding in Beijing, China.

The score identified 114 of 341 patients as low risk
(Rockall score <3); representing 33%, 227 of 341
patients as high risk (>4); representing 67%.!

And another study supported the current results,
showing low risk score patients were 309 (19.5%) and
high risk score patients were 1275 (80.5%).%
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Moreover another retrospective study has evaluated
the significance of the clinical Rockall score in
identifying low risk patients. Gralnek and Dulai found
that the clinical Rockall score identified 12% of patients
who were at low risk. They found that no patient
classified as being at low risk had recurrent bleeding or
died. After they calculated the complete Rockall score
in their cohort after endoscopy, the number of low-risk
patients increased to 30%.%

We looked for similar studies regarding Rockall
score risk stratification or validation in our country
and nearby countries but we did not find such studies.
The use of the clinical Rockall score may reduce the
need for urgent endoscopy in low-risk patients, which
can instead be carried out on a more elective outpatient
basis. However, this approach may not be applicable to
those suspected of having variceal haemorrhage.

The complete Rockall score has been validated
as a clinically useful score in predicting outcomes
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(rebleeding, mortality) of patients with acute non-
variceal UGIB.?>** The Rockall score predates the
Blatchford score and is probably the most commonly
known risk stratification tool used to predict rebleeding
and mortality in patients with nonvariceal AUGIB.*' So
we think that the application of the complete Rockall
score are useful for Iraqi patients who present with
acute upper GIT bleeding especially for the elderly,
those with comorbidities, and presence of significant
endoscopic finding, however shock score including the
tachycardia and hypotension not identify those at high
or low risk, Table 3.

CONCLUSIONS

The majority of the patients who present to hospital
with acute upper gastrointestinal bleeding are of high
risk group and males. So we think that the application of
the complete Rockall score are useful for Iraqi patients
who present with acute upper GIT bleeding especially
for the elderly, those with comorbidities, and presence
of significant endoscopic finding

RECOMMENDATIONS

To perform larger, multicenter studies including
large sample size for validation of Rockall score in
Iraqi patients, and perform other studies to compare this
score with other risk stratification scores of acute upper
GIS bleeding.
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ABSTRACT

Objective: Red cell distribution width (RDW) is
associated with hypertension. Preeclampsia is a
disorder characterized by the onset hypertension and
proteinuria after 20 weeks of gestation. This study
aimed to investigate the association between red cell
distribution width (RDW) and preeclampsia.

Methods: A total of 99 pregnant women were enrolled
in the study from November 2014 to December 2015

at Obstetrics and Gynecology Hospital in Damascus-
Syria. The study had 49 preeclampsia patients and 50
healthy pregnant women as controls. All participants
underwent blood sampling, and an automated complete
blood count was performed.

Results: RDW was higher in women with
preeclampsia (15.34+2.35, p=0.0001). This difference
was independent of anemia. RDW was higher in severe
preeclampsia compared to mild preeclampsia (p=0.01).
The ROC of RDW demonstrated that the AUC was 0.845
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(95% CI: 0.743-0.918; p<0.0001) with an optimal cut-
off of 15.2%, that predicts severe preeclampsia with
a sensitivity and a specificity of 56.0% and 94.0%,
respectively. RDW was elevated in preeclampsia
pregnant women and associated with its severity.

Conclusions: Red cell distribution width could be a
potential predictive marker in preeclampsia.

INTRODUCTION

Preeclampsia is a multi-system disorder of pregnancy,
that is characterized by new onset of hypertension and
proteinuria after 20 weeks of gestation in previously
normotensive women."? Preeclampsia is a major cause
of maternal and perinatal morbidity and mortality
worldwide, affecting 3-5% of all pregnancies.’

The available tools for the diagnosis of preeclampsia
are only effective when the disease sets in, and in
many cases at this stage, it becomes difficult to avoid
complications. It is necessary to diagnose this condition
in advance in order to avoid the future complications
which can affect both the mother and the fetus.

Mean corpuscular volume (MCV) defines the size of
theredblood cells, mean corpuscularhemoglobin (MCH)
determines the amount of hemoglobin per red blood
cell, and mean corpuscular hemoglobin concentration
(MCHC) indicates the amount of hemoglobin per unit
volume. These parameters are known as the red blood
cell indices, which are usually evaluated, along with
red blood cells (RBCs), hemoglobin (Hb) and red
cell distribution width (RDW) in a fully automated
hematology analyzer as a part of the complete blood
count. RDW reflects the variability in the dimensions
of RBCs, and is originally used together with MCV
in clinical practice to differentiate between causes of
anemia.

Recently, researches have shown that RDW is elevated
in hypertension.*® Highly significant associations
have been described between values of RDW and
cardiovascular and thrombotic disorders, and diabetic
ketoacidosis.®” The vast majority of the data on RDW
and hypertension are on the non-pregnant population,
therefore, the current study was conducted to investigate
the correlation of RDW with preeclampsia.

28

METHODS

A case-control study was conducted at Obstetrics
and Gynecology Hospital at Damascus, Syria,
between November 2014 and December 2015.
The study was granted by the ethics committee of
Damascus university. Written informed consents
were received from all participants. Exclusion criteria
were as follows: pregnant with chronic hypertension,
secondary hypertension, infectious diseases diagnosed
during pregnancy, active labor, premature rupture of
membrane, systemic inflammatory disease, diabetes
mellitus and renal or hepatic dysfunction.

Women with preeclampsia were diagnosed based on
the American College of Obstetricians and Gynecologists
Committee on Obstetric Practice.® Cases were divided
into mild and severe preeclampsia. Mild preeclampsia
was defined as a blood pressure of at least 140/90 mmHg
on two occasions, each 6 hours apart, accompanied by
proteinuria of at least 1+ on dipstick testing. Severe
preeclampsia was defined as a blood pressure of at least
160/110 mmHg on two occasions, each 6 hours apart,
accompanied by proteinuria of at least 3+ on dipstick
testing. Mean arterial pressure (MAP) was calculated
by the formula: [(2x diastolic)+systolic]/3.

The control group included healthy pregnant women
with no known medical or obstetrical complications. A
questionnaire was used to gather data from all women in
cases and control groups. The women’s age, parity, and
gestational age were recorded. Weight and height were
measured, and body mass index (BMI) was calculated.

All participants underwent blood sampling via
antecubital vein puncture. Then, a complete blood count,
using an automated hematology analyzer (Medonic,
Sweed (was performed.

Statistical analysis: All statistical analyses
were performed using MedCalc version 16.4.3 for
Windows. Descriptive statistics were represented
as meanststandard deviations (SD). A student-t
test was used to compare the patients with controls
and to compare severe with mild preeclampsia
subgroups.
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A receiver operating characteristics curve (ROC) was
constructed, and the area under the curve (AUC) was
calculated to determine the sensitivity and specificity
of RDW predictive value. A p-value of <0.05 was
considered statistically significant.

RESULTS

Table 1 depicts the characteristics of pregnant women
with preeclampsia (cases) and healthy normotensive
pregnant women (controls). A total of 99 pregnant
women were included in the study, their age ranged
between 16-42 years old, 49 women with preeclampsia
were included (mean age: 27.57+8.04 years), and 50
healthy pregnant women (mean age: 25.64+7.05 years).
No significant differences between the two groups in
mean age and parity were found. Systolic, diastolic,
and mean blood pressures were significantly higher in
the preeclampsia group (p-value=0.0001). In addition,
mean body mass index (BMI) was significantly higher in
preeclampsia group (p-value=0.001). Mean gestational
age at delivery was significantly lower (p-value=0.0001)

in pregnant women with preeclampsia compared to
controls.

Mean values of RBCs, MCV, MCH and MCHC
were not statistically different (p-value>0.05) between
patients with preeclampsia and controls. However,
values of RDW and Hb were significantly different:
mean RDW was 15.34+2.35 in preeclampsia patients,
whereas it was 13.30+1.94 in controls. This difference
between patients and controls was statistically
significant  (p-value=0.0001). Mean hemoglobin
concentration of preeclampsia group was 11.17+1.71,
while in control group was 11.94+1.13, this difference
was also statistically significant, p-value=0.009.

Effect of anemia on RDW in pregnant women with
preeclampsia: RDW is known as an indicator of iron
deficiency anemia, which is the most frequent cause of
anemia in pregnancy.’ Depending on the results of RDW
and hemoglobin in this study, the effect of anemia on
increasing RDW in preeclampsia patients as a marker of
anisocytosis was analyzed. Patients and controls were

Preeclampsia Controls
Characteristics (No.=49) (No.=50) p-value
Mean+SD Mean+SD

Age (years) 27.5748.04 25.64+7.05 0.21
Multi parity 2.86+2.01 2.56+1.86 0.44
Gestational age at delivery (weeks) 34.59+4.13 38.78+1.97 0.0001
Systolic blood pressure (SBP) (mm.Hg) 166.534£21.53 113.4+6.88 0.0001
Diastolic blood pressure (DBP) (mm.Hg) 108.16+10.14 71.6£7.92 0.0001
Mean arterial pressure (MAP) (mm.Hg) 127.62+13.07 85.53+£7.24 0.0001
Body mass index (BMI) (kg/m?) 30.36+4.66 27.55+3.77 0.001
Red blood cells (RBCs) (10'/1) 4.05+0.67 4.1440.56 0.47
Hemoglobin (Hb) (g/dl) 11.17+1.71 11.94+1.13 0.009
Mean corpuscular volume (MCV) () 80.04+8.58 81.04+7.08 0.53
Mean corpuscular hemoglobin (MCH) (pg) 27.7243.37 28.67+2.84 0.13
e Oy ot 34.57+1.90 35.141.58 0.13
Red cell distribution width (RDW) (%) 15.34+2.35 13.30+1.94 0.0001

Table 1. Characteristics of pregnant women with preeclampsia compared to controls.
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divided according to their level of hemoglobin'® into
two groups: anemic groups (Hb<l11 g/dl): 21 patients
with preeclampsia and 8 controls; non-anemic groups
(Hb>11 g/dl): 28 patients with preeclampsia and 42
controls.

There were no significant differences in red blood
cell indices, RBCs or Hb between patients with
preeclampsia and controls in the two groups, Table
2. There was no effect of the decreased Hb on mean
RDW value in women with preeclampsia compared to

Anemic groups (Hb<11 g/dl) Non anemic groups (Hb>11 g/dl)
Characteristics | Preeclampsia Control p-value Preeclampsia Control p-value
No. 21 No. 8 No. 28 No. 42

RBCs (10'%/1) 3.71+0.62 3.61+0.70 0.71 4.31+£0.59 4.24+0.47 0.58

Hb (g/dl) 9.69+1.05 10.16+0.47 0.23 12.28+1.12 12.284+0.87 1.00

MCV (fl) 78.01+9.56 77.23+9.34 0.84 81.56+7.59 81.78+6.45 0.90

MCH (pg) 26.80+3.53 27.33+£3.44 0.72 28.41£3.12 28.92+2.68 0.47

MCHC (g/dl) 34.41+2.09 35.6£1.47 0.15 34.70+1.76 35.00+1.59 0.46

RDW (%) 15.66+3.05 14.41+3.33 0.34 15.10+1.66 13.09+1.53 0.0001

RBCs: Red blood cells. Hb: hemoglobin. MCV: Mean corpuscular volume. MCH: Mean corpuscular hemoglobin.
MCHC: Mean corpuscular hemoglobin concentration. RDW: Red cell distribution width.

Table 2. Comparison of erythrocytes’ markers between preeclampsia patients and controls
in anemic or non-anemic groups.

Characteristics i &Zé‘;i?psm Severzgfezc Slf;mpsia p-value
Age (years) 26.38+7.35 28.72+8.64 0.30
Multi parity 2.54+1.97 3.12+1.96 0.30
Gestational age at delivery (weeks) 35.55+4.08 33.66+4.03 0.10
SBP (mm.Hg) 150.42+1.41 182+ 20.41 0.0001
DBP (mm.Hg) 101.67+3.81 114.4+£10.44 0.0001
MAP (mm.Hg) 117.9242.70 136.93+12.24 0.0001
BMI (kg/m?) 28.95+4.06 30.85+4.70 0.10
RBCs (10'%/1) 4.11£0.62 4.00+0.72 0.10
Hb (g/dl) 11.08+1.85 11.24+1.61 0.70
MCV () 77.98+8.12 82.02+8.70 0.12
MCH (pg) 27.20+3.38 28.24+3.33 0.31
MCHC (g/dl) 34.7542.03 34.4+1.78 0.52
RDW (%) 14.48+1.74 16.1742.58 0.01

SBP: Systolic blood pressure. DBP: Diastolic blood pressure. MAP: Mean arterial pressure. BMI: Body mass index.
RBCs: Red blood cells. Hb: hemoglobin. MCV: Mean corpuscular volume. MCH: Mean corpuscular hemoglobin.
MCHC: Mean corpuscular hemoglobin concentration. RDW: Red cell distribution width.

Table 3. Comparison between pregnant women with mild or severe preeclampsia.
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controls in anemic group, p-value=0.34. On the other
hand, mean RDW value remained higher in the group of
preeclampsia compared to controls15.10+1.66) versus
13.09+1.53) despite the absence of anemia (Hb>11
g/dl) with high statistically significant difference
(p-value=0.0001), Table 2.

Comparisonbetween mild and severe preeclampsia
subgroups: Preeclampsia group was divided into two
subgroups: mild and severe preeclampsia, depending on
the value of blood pressure as mentioned in materials
and methods section. Study sample contained 24
women with mild preeclampsia (mean age: 26.38+7.35
years) and 25 with severe preeclampsia (mean age:
28.72+8.64 years), Table 3.

No significant differences between subgroups in
mean of age, parity, gestational age at delivery and
BMI were found. Systolic, diastolic and mean blood
pressure were significantly different between mild
and severe preeclampsia, (p-value=0.0001). Mean
values of RBCs, MCV, MCH, MCHC and Hb were
not statistically different (p-value>0.05) between
the two subgroups as shown in Table 3. However,
values of RDW were different: mean RDW value
was 14.48+1.74 in mild preeclampsia subgroup,
while it was 16.17+2.58 in severe preeclampsia

RDW (%)
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Figure 1. ROC curve for RDW for predicting
severe preeclampsia.
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subgroup. Subgroups analysis revealed that mean
RDW was significantly higher in patients with severe
preeclampsia, (p-value=0.01).

A ROC curve of red cell distribution width for
predicting severe preeclampsia plots the sensitivity on
the y-axis against one hundred minus the specificity
on the y-axis. AUC was used as an estimation of
diagnostic accuracy. The AUC in ROC curve of
severe preeclampsia was 0.845 (95% CI. 0.743-
0.918; p-value<0.0001), Figure 1. The value 15.2%
of RDW was the optimal cut-off point that predicts
severe preeclampsia with a sensitivity of 56.0% and a
specificity of 94.0%.

DISCUSSION

RDW was recently noticed to be associated with
hypertension, and it is an indicator of poor prognosis
in acute myocardial infarction and heart failure.'-'?
Although the mechanism of the relationship between
RDW and hypertension is not clearly understood,
increased inflammation is the most plausible theory.'
Inflammation may contribute to increased RDW levels,
not only by disrupting the iron metabolism, but also
by shortening the life of red blood cells, inhibiting the
erythropoietin response, or by inhibiting erythropoietin
production.'

Increased inflammation are believed to underlie
pathological changes of preeclampsia.”” It has also
been suggested that the placental hypoxia during
preeclampsia may stimulate erythropoiesis, thus
leading to increased RDW value in women with
preeclampsia.'®

It is known that there is an association between
inflammation, obesity'” and preeclampsia.'® According
to that, the current results showed that mean BMI
value was higher in patients with preeclampsia
(p-value=0.001). On the other hand, a conflicting
result was shown by Yilmaz ZV et al."” who concluded
that mean BMI was similar in preeclampsia patients
and controls.
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In this study, there was no significant difference
between pregnant women with preeclampsia and
controls at the level of RBCs, MCV, MCH, MCHC,
which conflicts with a previous study.”’ However, in this
study, mean RDW was significantly higher in pregnant
women with preeclampsia compared to controls
(p-value=0.0001). As well, there was a difference in
mean RDW between women with mild preeclampsia
and severe preeclampsia (p-value=0.01) which reflect
that RDW was associated not only with the presence of
preeclampsia, but also with its severity, these results are

consistent with other studies.'”-?!

Keskin and colleagues®!' noticed that RDW was
significantly higher in the women with preeclampsia.
Interestingly, the above mentioned increased
inflammation theory of RDW and hypertension
has been supported by a positive correlation
between levels of CRP and RDW in women with
preeclampsia.?!

On the other hand, the results of the current study
were conflicting with the results of some previous
studies. Abdullahi H et al.??> showed that there was
no significant difference between pregnant women
with preeclampsia and controls regarding RDW.
They also supported that there was no difference
between mild and severe preeclampsia regarding
RDW values.

A marked increase in mean RDW level can be
used in the diagnosis of iron deficiency anemia.
The current study showed that mean Hb was
significantly lower in pregnant women with
preeclampsia compared to controls (p-value=0.009).
The results of this study showed that mean RDW
value in pregnant women with preeclampsia (when
anemic and non-anemic patients were merged
together) was higher than those of controls, as
shown in Table 1 (p-value=0.0001), as well as in
preeclampsia patients who were not anemic (Hb>11
g/dl) (p-value=0.0001, Table 2). This suggests that
high RDW in preeclampsia patients may be not
associated with anemia.

Song CS et al.>® had evaluated RDW in two groups
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of patients with inflammatory bowel disease, the first
group was patients with and without anemia, and non-
anemic patients as a second group, he reported that
RDW was a good indicator of activity of disease in the
two groups.

Although mean Hb of patients was significantly lower
than that of controls, this difference was not clinically
significant, and thus does not indicate that differences
in Hb have affected the differences in RDW between
those two groups when taking into account all patients
altogether.

Relationship between preeclampsia and RDW is
further supported by the finding that mean RDW was
significantly higher in patients compared to controls
when taking into account only those with normal
Hb. As for patients with decreased Hb, there was
no statistically significant difference of mean RDW
between patients and controls. This finding may be
explained by an effect modification phenomenon
between anemia and preeclampsia on RDW values.
The relationship between preeclampsia and RDW
in anemic patients remains poorly characterized and
needs further investigation.

RDW was considered to be a possible predictor of
preeclampsia. The ROC curve indicated that RDW
value of 15.2% is the optimal cut-off point that predicts
severe preeclampsia with a sensitivity of 56.0% and
a specificity of 94.0%. This result was similar to the
results of Avcioglu SN et al.*® with RDW value of
15.2%, and with similar sensitivity but lower specificity
(56.60% and 71.42%, respectively), and with the study
of Gezer C et al.** with RDW value of 15.3%, but with
lower sensitivity and specificity (31.2% and 79.7%,
respectively).

CONCLUSIONS

RDW is easy and routinely reported investigation
that might allow the acquisition of significant
diagnostic and help to classify patients in mild
or severe subgroups, information in patients with
preeclampsia.
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Based on the findings of this study, RDW levels
were associated with both the presence and the
severity of preeclampsia and could be a predictor for
preeclampsia. Conflicting results may be mainly due
to the small number of subjects. Thus, results of this
study should be confirmed by studies including larger
number of cases.
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ABSTRACT

Objective: The emerging colon diseases in the
Kingdom of Saudi Arabia (KSA) have demanded more
procedures such as CT scans and colonoscopy. This
certainly will pose more pressure on gastroenterology
units to increase the performance of certain procedures,
especially colonoscopies. The aim of this study is to
review the indications and the yield of colonoscopy
in Aseer central hospital, the main teaching facility in
Abha KSA.

Methods: In a cross-sectional hospital based
study for over a one year period, we analyzed all
colonoscopies performed in the gastroenterology unit at
Aseer central hospital, Abha, Kingdom of Saudi Arabia.
Demographic data, indications, colonoscopy results,
and histopathology reports were documented. Analysis
using latest SPSS package was performed.

Results: There were 177 patients who underwent
colonoscopy, 102 were males (52%) and 75 (48%)
were females. The mean age was 49 years (SD 20.4).
The leading indications were bleeding per rectum
(20%), chronic lower abdominal pain (16.7%), chronic
constipation (12%), chronic diarrhea (10.7%), follow
up for cancer and inflammatory bowel disease (14%),
abdominal tumours (7%), intestinal obstruction (2.8%,),
and few others. Full colonoscopy was achieved in
80% of patients. About 24% of patients had normal
study, 43 (24.3%) had piles or fissures, 29 (16.4%)
had inflammatory lesions (ulcerative colitis, Crohn's
disease, and TB), 19 patients (10.7%) had biopsy
proven colon cancer. Out of the 23 solitary polyps seen,
9 were proved to be benign and 5 were pseudopolyps.
The rest had miscellaneous findings. Histopathology
has confirmed ulcerative colitis in 4 patients (2.3%),
Crohnsin 5 (2.8%), and TB in 5 (2.8%).

Conclusions: An increase in the emerging diseases
such as inflammatory bowel disease and colon cancer
necessitates further studies. Open colonoscopy service
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should be widely available in order to diagnose such
serious conditions.

INTRODUCTION

Early in the 1960s, colonoscopy was started by Drs.
William Wolff and Hiromi Shinya who developed a
device to examine the whole colon using a tube with
electronic sensors. Since then, colonoscopy has become
a popular method for visualizing the colon looking for
abnormalities of the lower gastrointestinal tract (LGIT)
that included inflammatory conditions, and most
importantly, colorectal cancers.!

It has replaced barium enema examination as the
initial colorectal examination since 1985
indications have become wide enough to include a
variety of lower gastrointestinal problems.

and its

However, the decision to perform colonoscopy
should strike a balance between indications and
contraindications for the procedure, as well as the
cost because studies have shown that as high as 20-
50% of colonoscopies are performed for inappropriate
indications.>*

This what prompted the American Society for
Gastrointestinal Endoscopy (ASGE) to issue indication
criteria for diagnostic endoscopic procedures.’ In
the developing countries, colonoscopy service is not
widely available, but in the Gulf states, in particular the
Kingdom of Saudi Arabia (KSA), the procedure became
available in most major centers.

Earlier reports from the Eastern province of KSA
revealed that a “normal mucosa” and “nonspecific
proctocolitis” were the dominant diagnoses, but
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inflammatory bowel diseases such as ulcerative
colitis and Crohn’s disease start to exist and should
be considered in the differential diagnosis of lower GI
disease.® Al-Shamali et al reported a large series from
Kuwait and found that about 63% of the procedures
were done for indications found to have a low yield and
that inflammatory bowel disease is seen with increasing
frequency in their population.’

In Sudan, colonoscopy service is available in the
major hospitals and a recent report discussed the main
indications and findings in a the main teaching hospital
and concluded that the procedure’s main indications
included LGIT bleeding and altered bowel habits.®

Although Colonoscopy is the most accurate technique
for the diagnosis, surveillance, or exclusion of important
colorectal diseases, in particular adenomatous polyps or
cancer (CRC), but the increasing requests by physicians
and the belief some patients that this procedure is
a relatively safe one have generated an increasing
demand for open-access service leading to a huge
increase in both overall cost and waiting lists.”!® The
aim of this study was to explore the main parameters of
colonoscopy service , especially the indications and the
yield of this procedure in a tertiary teaching hospital in
Southern KSA.

METHODS

In a cross-sectional descriptive hospital based study
from February over a one year period, we prospectively
collected the information of all the colonoscopies
performed in the gastroenterology unit by four
consultant gastroenterologists at Aseer central hospital,
Abha, Kingdom of Saudi Arabia (KSA).

The data were collected from the patient’s notes in
the endoscopy unit. Demographic data, indications,
colonoscopy results were entered in a flow sheet.
Histopathology results were reported by two experienced
pathologists and documented in the study notes. Simple
descriptive statistical analysis was performed using
SPSS package.
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RESULTS

There were 177 patients who underwent
colonoscopy,102 were males (52%) and 75 (48%) were
females. The mean age was 49 years (SD 20.4). The
leading indications were as follows: bleeding per rectum
(20%), chronic lower abdominal pain (16.7%), chronic
constipation (12%), and chronic diarrhea (10.7%),
follow up for cancer and inflammatory bowel disease
(14%), constipation (12.2%), abdominal masses (7%),

intestinal obstruction (2.8%), and few others, Table 1.

Full was achieved in 80% of patients, Table 2. The
main findings were shown in Table 3. About 24% of
patients had normal study, 43 (24.3%) had piles or
fissure, 29 (16.4%) had inflammatory lesions (ulcerative
colitis, Crohn’s disease, and TB), 19 patients (10.7%)
had biopsy proven colon cancer.

Out of the 23 solitary polyps seen, 9 were proved
to be benign, 5 were pseudopolyps, and rest had
miscellaneous findings.

Problem No. %
Bleeding per rectum 36 20.3
Weight loss 9 5
Bloody diarrhea 8 4.5
Lower abdominal pain 30 17
Chronic diarrhea 19 10.7
Anemia 5 2.8
Chronic constipation 22 12.4
Intestinal obstruction 5 2.8
Abnormal CT 6 3.4
Abdominal mass 8 4.5
Abnormal barium enema 1 0.6
Others (follow up of cancer and 28 15.8
inflammatory bowel disease)

Table 1. Indications for colonoscopy.

In the 81 patients who had biopsies, histopathology
has confirmed ulcerative colitis in 4 patients (2.3%),
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Completeness of procedure No. % Findings No. %
Full 142 | 80.2 Normal 43 24.3
Hepatic flexure 14 7.9 Inflammatory colitis 29 16.4
Extent of exam by Transverse colon 2 1.1 Piles 43 24.3
colonoscopy Splenic flexure 3 1.7 Malignant lesions 17 9.6
Sigmoid 10 5.6 Fistula 2 1.1
Rectum 6 3.4 Diverticulosis 8 4.5
Poor preparation 18 | 10.2 Stenosis 3 1.7
Reasons for : . .
. Colonic mass 8 4.5 Angiodysplasia 2 1.1
incomplete
Intolerance to procedure | 7 4.0 Anal fissure 7 3.9
colonoscopy - ;
Technical problems 2 1.1 Single polyp 23 13

Table 2. Completeness of procedure.

Crohn’s in 5 (2.8%), TB in 5 (2.8%), colon cancer in 19
(10.7%), and benign polyps in 9 (7%), Table 4.

DISCUSSION

Symptoms of lower gastrointestinal (GI) disease
are diverse and frequently trigger consultation.

In the 81 patients who had biopsies, histopathology
has confirmed ulcerative colitis in 4 patients (2.3%,)

Table 3. Colonoscopy findings.

in gastrointestinal service and often necessitates
investigation by colonoscopy. Lower gastrointestinal
bleeding (LGIB), chronic diarrhoea, and/or constipation,
and significant abdominal pain constituted the leading
indications for colonoscopy in this study almost similar to
previous studies.**” Out of these LGIB is by far the most
urgent indication for colonoscopy in the present study,
which is similar to previous reports from KSA which
showed that the commonest causes were hemorrhoids,
inflammatory bowel disease (IBD), and tumors."!

Results No. %
No. of biopsies 81 45.2
Ulcerative colitis 4 4.9
Crohn's disease 5 6.2
Ischemic colitis 1 1.2
Nonspecific infective colitis 4 4.9
TB 5 6.2
Histopathological Adenocarcinoma 16 9
results of biopsy Squamous carcinoma 3 3.7
Benign polyp 9 11
Pseudo-polyp 5 6.2
No definitive diagnosis 23 28.4
Lymphocytic colitis 3 3.7
Insufficient biopsy 2 2.5

Table 4. Result of histopathology.
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These findings are broadly similar to those reported in
other regional countries, but in contrast to what has been
found among western populations where diverticula
disease rather than hemorrhoids is the main cause.'*"

About a decade ago, studies in Southern Saudi Arabia
have shown that normal colonoscopy findings were seen
in the majority of patients (63.4%), much higher than
that in the present study (24.3%).' On the other hand,
inflammatory bowel diseases constituted only 3% of the
study population a decade ago, while it was diagnosed
in 11.1% in the present study, indicating a more than
3-fold increase.

However, the prevalence of inflammatory bowel
disease (IBD) in KSA has a regional variations. For
instance, early studies in the eastern province showed
a calculated prevalence of 1.3% for ulcerative colitis in
one study, and 6% in another earlier one from the same
region,®!”

while a frequency of 17.1% was reported in 2009
from Western KSA.'"® Another study from central KSA
concluded that IBD is no longer a rare disease with
increasing frequency of Crohn’s disease as opposed to
ulcerative colitis.” In contrast, IBD was less reported
from neubouing African countries.*

This increase in IBD is most likely attributed to
the westernization of lifestyles with great change in
dietary and environmental habits among Arabian gulf
countries. The consequence of these findings is the
possible complication of IBD by colorectal cancer
which represents the major cause for excess morbidity
and mortality in both ulcerative colitis as well as in
Crohn’s disease.

Another striking finding in the present study is the
increasing frequency of detection of colorectal cancer
(CRC).

Compared to our previous colonoscopy findings more
than a decade ago,'¢ the present study showed about 80%
increase in the frequency of CRC detection, an alarming
finding. The incidence of CRC in the Arab world and
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Middle East countries is relatively low a decade ago.?!

However, some reports from Middle-Eastern
countries show a higher prevalence of CRC in patients
undergoing colonoscopy than in the West. CRC was
detected in 2.1% of patients who underwent colonoscopy
in the United Kingdom and 9-11% in Morocco.?*%

However, the highest recent rates of CRC detection
were reported in younger people from Egypt (14%)*
and Sudan (11%),® on the other hand, the detection rates
were relatively low in Kuwait and the eastern province
of KSA.%7

Most alarmingly, the incidence of CRC will continue
to rise in most regions except the US and the highest
rise will be projected in the developing countries due
to population growth and changes in demographic
structure.”

Lastly, colonoscopy is areasonable procedure to detect
colonic polyps knowing that there are different types
of colon polyps with differing tendencies to become
malignant and may predict the development of more
polyps and cancer. In the present study, colonoscopy
detected about 8.5% colon polyps, a higher rate what

was reported from other regional countries.®®!!

Thus, early diagnosis and endoscopic resection of
adenomatous polyps is the main approach for screening
and prevention of colorectal cancer CRC.

Therefore, colonoscopy remains the preferred test to
detect colonic polyps, obtain biopsies, and/or perform
endoscopic resection with a high sensitivities for large
colonic polyps.2?

CONCLUSIONS

Colonic diseases are increasing in developing
countries and colonoscopy is a rewarding procedure in
patients referred with lower gastrointestinal bleeding,
mass lesions, polyps, and diarrhea.

However, proper patient selection according to
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the significance of the presenting complaint may
help to utilize the limited resources available to

gastroenterologists, especially in low resource
countries.
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CHURG-STRAUSS SYNDROME: A CASE REPORT
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ABSTRACT

Churg-Strauss syndrome (CSS) is a vasculitis of
medium to small sized muscular arteries and veins. CSS
was first described in 13 patients with deadly asthma
who had the combination symptoms of asthma and
eosinophilia, rhinosinusitis and signs of vasculitis in
the heart, pericardium, the nervous and gastroenteric
systems and other vital organs. Lung is the organ most
frequently involved. We describe the case of a 29-year-
old Syrian woman with bilateral pulmonary infiltrations
and recurrent respiratory infections, which has been
improved by corticosteroids and cyclophosphamide.

INTRODUCTION

Churg-Strauss syndrome was first described in
1951 by Churg and Strauss.! Churg-Strauss syndrome
(CSS) is a systemic vasculitis involving medium to
small vessels, affecting several organs.? It was first
described in 13 patients with deadly asthma who had

- spalin S,

the combination symptoms of asthma and eosinophilia,
rhinosinusitis and signs of vasculitis in the heart,
pericardium, the nervous and gastroenteric systems and
other vital organs.'* Actually, this disease is renamed to
eosinophilic granulomatosis with polyangiitis (EGPA).*
Usually the patients’ age range is between 20 and 40
years, and both men and women are equally affected.’
Lungs are the organs most frequently involved, followed
by kidneys.?

Most reports consider this vasculitis a disease
by itself or a variant of asthma which occurs from
immune system involvement such as with the use of
medications like leukotrienes or sudden withdrawal of

oral steroids.>>®

They also consider environmental factors significant
in development of primary systemic vasculitides.” One
of these factors is the influence of severe antigenemia
(SAg) in inducing vasculitis.>*® Presumptively inhaling
allergens, vaccination, desensitizing medications and

*Abdallah Khoury, MD, CESAEU. Professor in the Department of Pulmonary Diseases, Aleppo University Hospital, Aleppo, Syria.

*Fatima Alhamed Alduihi, MD, Resident in the Department of Internal Medicine, Aleppo University Hospital, Aleppo, Syria. E-mail:dr.duihi88@hotmail.com.
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even infections and Loeffler’s syndrome can behave as
a triggering event against T-lymphocytes and cause the
signs of CSS in the asthmatic population.”*!°

Epidemiology: CSS is a rare disease. The annual
incidence of CSS in Olmstead County, Minnesota,
was estimated to be 4/1,000,000 inhabitants based on a
single case seen during the period from 1976 to 1979."?
From 1988 to 1998, 14 cases of CSS were diagnosed in
the Norwich Health Authority.'

Diagnosis: We have 3 diagnostic criteria classification,
and nomenclature of eosinophilic granulomatosis with
polyangiitis during the last 20 years.

According to Lanham’s criteria all three criteria must
be met for a diagnosis of EGPA: asthma, peak peripheral
blood eosinophil count >1.5%10%cc and systemic
vasculitis involving two or more extrapulmonary
organs.!!? According to the American College of
Rheumatology (ACR), there are four or more criteria
out of six for the diagnosis: asthma, eosinophilia (>10%
in peripheral blood), paranasal sinusitis, pulmonary
infiltrates, histological evidence of vasculitis with
extravascular eosinophils, and mononeuritis multiplex
or polyneuropathy.'?

According to Revised International Chapel Hill
consensus conference nomenclature of vasculitides
(2012), Eosinophil-rich and necrotizing granulomatous
inflammation often involving the respiratory tract,
and necrotizing vasculitis predominantly affecting
small to medium vessel, and associated with asthma
and eosinophilia. ANCA is more frequent when
glomerulonephritis is present."

Table 1 summarizes the three diagnostic criteria."
Pulmonary eosinophilia can be due to large number of
diseases as varied as allergic disorders, parasitic, fungal
infections, vasculitis, drugs, lymphoma, idiopathic etc.'*
We will discuss a state that we diagnose CSS by biopsy
after we make a lot of procedures that are been mentioned
in the article. Anti-neutrophil cytoplasmic antibodies
(ANCA) are important serological markers for certain
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small-vessel vasculitides, encompassing Wegener
granulomatosis (WG), microscopic  polyangiitis
(MPA) and Churg-Strauss syndrome (CSS)." French
and Italian clinical studies found that the clinical
characteristics of patients with Churg-Strauss syndrome
differed according to their antineutrophil cytoplasmic
autoantibody status: cardiomyopathy predominated
in antineutrophil cytoplasmic autoantibody-negative
patients while necrotizing glomerulonephritis was
more often observed in antineutrophil cytoplasmic
autoantibody-positive patients.!®

CASE PRESENTATION

A 29-year-old Syrian woman has been admitted with
a story of productive cough with purulent expectoration
without blood traces, worsening of dyspnea and fatigue
with a fever in the past month. In addition to increased
shortness of breath, the patient developed gradual
paresthesia in her left lower leg. She coursed dysphasia
and weight loss (about 9 kg in six months).

On physical examination, she was in respiratory
distress and had coarse crackles and generalized ronchi
and wheezing in the lung bases. The level of SPO,
upon admission was 74% and increased to 91% with
administration of 6 liters of 40% oxygen via venturi
mask.

A complete blood count showed a white cell count
(WBC) of 22300 with 1.6% eosinophils, 85.7%
neutrophils an 6.4% monocytes. Her Hb was 10.8 g/dl
and the platelets count was 261000 per cubic millimeter.
Renal function tests, blood coagulation studies and
electrolytes were within normal limits. Urinalysis was
normal. The liver tests show a little increasing in total
billirubin, while other liver tests were around normal
limits.

Her immunology tests for liver were normal and also
tumor markers (alpha fetoprotein, CA19.9 and CEA).
Tests for rheumatoid factor (RF), anti nuclear antibodies
(ANA), circulating anti-neutrophil cytoplasmic
antibody  (cANCA), perinuclear anti-neutrophil
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cytoplasmic antibody (pANCA) as well as C3, C4 were
negative. USG abdomen was normal. No hepatomegaly
or splenomegaly, no ascites or lymphadenopathy.
Echocardiography was also normal, no regurgitation
or stenosis of valves, and the left ventricular function
was normal. EMG (electromyography) and NCV
(nerve conduction study) studies showed neuritis and
axonopathy along the common peroneal nerve located
below the left knee level.

The chest X-ray showed bilateral infiltrations.
Sputum for AFB was negative. Stool examination did
not reveal any ova or cyst.

Chest computed tomography (CT) demonstrated the
presence of multiple pulmonary nodules, consolidation
and ground glass opacities, raising the diagnostic
hypotheses of Wegener granulomatosis and Churg
Strauss syndrome. The pleural biopsy suggests
vasculitis.

Fiber optic bronchoscopy revealed inflammatory

mucosa and we take a bronchoalveolar lavage for PCR
test and for cytological examination. Mycobacterium
Tuberculosis (Real Time) PCR was also negative.

Cytological examination of bronchial smears and
washings show moderately cellular smears with benign
ciliated respiratory epithelial cells, many neutrophils,
some macrophages, small lymphocytes, and few buccal
squamous cells. Bronchoalveolar lavage (BAL) revealed
neither mycobacteria nor cancerous cells, Figure 1 and
Figure 2.

A Needle renal biopsy was done, composed of
three renal parenchymal cylinders comporting cortical
and medullary areas with fibrous renal capsule, 77
glomeruli are seen reveal normal architecture and
normal cellularity in most of them, some reveal increase
in the number of mesangial cells, no crescents are seen.

The tubules and interstitium are normal. The blood
vessels are unremarkable, Congo red stain was negative
for amyloid deposit. The histological changes on the

Lanham diagnostic criteria

American college of theumatology

Revised International Chapel Hill
consensus conference nomenclature

. P . b
(1984) classification criteria (1990) of vasculitides (2012)
Eosinophil-rich and necrotizing
granulomatous inflammation often
involving the respiratory tract, and
Asthma Asthma necrotizing vasculities predominantly

affecting small tomedium vessel,

and associated with asthma and
eosinophilia. ANCA is more frequent
when glomerulonepgritis is present.

Eosinophilia (>10% of total WBC)

Blood eosinophilia >1500/mm?
or >10% of total WBC

Pulmonary infiltrates non-fixed

Evidence of vasculitis
involoving two or more organs

Paranasal sinus abnormalities

Extravascular eosinophils

a. All three criteria must be met for a diagnosis of EGPA, b. The presence of four or more of these six creteria yielded
a sensitivity of 85% and a specificity of 99.7% for the classification of vasculitis as EGPA, WBC, white blood cells.

Table 1. Diagnostic criteria, classification, and nomenclature of eosinophilic granulomatosis
with polyangiitis during the last 20 years.
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Figure 1. Moderately cellular smears with benign
ciliated respiratory epithelial cells, many neutrophils,
some macrophages, small lymphocytes, and few
buccal squamous cells.

ground of light microscopic are those of focal mesangio-
proliferative GN. An incisional lung biopsy from left
lung shows focal aggregation of inflammatory cells
forming variable size nodules within the pulmonary
parenchyma (subpleural and interstitial nodules), these
nodules composed of neutrophils, eosinophils and
histocytes, very few multinucleated giant cells and
rimmed by fibroblasts. PAS stain was negative and
Zheil Nelson too. The histological changes consistent
with Eosinophilic granuloma of the lung.

During her hospital stay, our patient was treated
with oral steroids and cyclophosphamide, and she was
discharged two weeks after admission in no respiratory
distress and good general health.

DISCUSSION

ANCA associated vasculitis (AAV) includes EGPA,

Eosinophilic pneumonia (chronic or acute)

Hypereosinophilic syndrome

Bronchocentric graulomatosis (allergic
(bronchopulmonary aspergillosis

Wegener granulomatosis

Miscellaneous

Table 2. Eosinophilic pneumonia (chronic or acute).

45

Figure 2. The arrow refers to an eosinophils.

microscopic polyangiitis (MPA) and granulomatosis
with polyangiitis (GPA).!"!¥ The cause of Churg-Strauss
syndrome is unknown, but its characteristic histological
findings and association with asthma distinguish it
from other vasculitides.” Etiology is considered to
be autoimmune due to allergic symptoms, immune
complex mediation 48% are (ANCA, antineutrophil
cytoplasmic antibody) positive, increased T-cell
mediated immunity, elevated immunoglobulin E (IgE)
levels and rheumatoid factor.’

Clinical diagnosis is based on American College of
Rheumatology Criteria which requires the presence of
four or more of the six conditions: asthma, eosinophilia
>10%, neuropathy, migratory or transient pulmonary
opacities, abnormalities of the paranasal sinuses and
extravascular eosinophils on biopsy. Regularly, a history
of asthma and rhinosinusitis precedes the appearance
of the syndrome itself.*® Histological diagnosis is
by demonstration of vasculitis that is necrotizing,
tissue infiltration with eosinophils and extra-vascular
granulomas are found in a few cases.>*!

The classic pathologic findings in the lung include a
combination of eosinophilic pneumonia, granulomatous
inflammation, and vasculitis.?

Diagnosis often requires careful correlation of the
clinical and pathologic findings. Differential diagnosis of
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Churg-Strauss syndrome in the lung includes: eosinophilic
pneumonia (chronic or acute), hyper-eosinophilic syndrome,
broncho-centric granulomatosis (allergic bronchopulmonary
aspergillosis), Wegener granulomatosis, miscellaneous
(infections, dirofilarial nodules, eosinophilic vascular
infiltration of pneumothorax), Table 2.2 Radiological
differential diagnoses include disorders associated with
prominent eosinophilic infiltrate or a combination of
granulomatous with eosinophilic inflammation.'?>?

Treatment regularly is with prednisone starting
at 40-60 mg a day and the occasional addition of
cyclophosphamide or azathioprine with the purpose to
limit the disease or spare steroids.

CONCLUSIONS

Even though the Churg-Strauss syndrome is rare in
medical field, but it must be in suppose infront of any
double infiltrations in patients with a story of productive
cough even pANCA and cANCA are negative.

Consent: Written informed consent was obtained
from the patient for publication of this manuscript and
any accompanying images.

Authors’ contributions: AK and FD participated
in planning of case reporting and provided case
presentation and guidance and manuscript was prepared
by two authors. Both authors read and approved the
final manuscript.
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Medical Case

Large Arachnoid Cyst

A 27-year-old man presented to the emergency department after a first seizure. He reported that during the previous
3 years, he had had frequent headaches and falls. Magnetic resonance imaging of the brain revealed an arachnoid
cyst, measuring 12.3 cm by 16.5 cm by 7.9 cm, with mass effect on the right cerebral hemisphere; the cyst was
causing displacement of the temporal lobe superiorly and posteriorly and a shift of midline structures. Arachnoid
cysts are congenital malformations and are filled with cerebrospinal fluid, and they can be incidental findings on
imaging. When large, as in this patient, they can cause a mass effect. A craniotomy for fenestration of the arachnoid
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cyst was performed; subsequently, a right frontal cyst-peritoneal shunt was placed because of persistently elevated
intracranial pressure. Repeat imaging after these interventions revealed no substantial change in the size of the cyst.
The patient continues to have daily headaches, and antiepileptic therapy has been prescribed
to prevent additional seizures.
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Jennifer de Longpre, D.O., M.P.H.
Metro Health Hospital, Wyoming, MI
N EnglJ Med 2017;376:2265. June 8, 2017.
DOI: 10.1056/NEJMicm1610483. Images in Clinical Medicine
Translated by Samir Aldalati, MD
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Medical Case

Osteopetrosis
allie il Al

A 6-year-old girl was brought to the dentist by her parents, who reported that she had only a single tooth. Her
medical history revealed that she was the child of consanguineous parents. She had partially impaired hearing
and had lost her vision at 2 years of age. In addition, she had strabismus, frontal bossing, ocular hypertelorism,
and short stature. Laboratory studies were notable for a serum calcium level of 5.7 mg per deciliter (1.42 mmol
per liter; normal range, 8.7 to 10.3 mg per deciliter [2.18 to 2.58 mmol per liter]) and normal serum phosphorus
and alkaline phosphatase levels. Computed tomography revealed diffusely thickened bones of the skull (Panel A,
arrows). A radiograph of the wrists showed alternating sclerotic and lucent bands (Panel B, arrows). These findings
were consistent with a diagnosis of osteopetrosis, a rare inherited disorder that is characterized by increased bone
density. Typically, mutations in one of several genes lead to impaired osteoclast function and failure of bone
resorption. Complications can include cranial nerve compression, brittle bones, and bone marrow failure. Calcitriol
was initiated, and the patient was referred for interferon gamma-1b therapy; however, she was lost to follow-up.

s oyl 155 7 Akl 58 dpuayall Al Cpelal L da Lggal daly s dsmg (gsSi Y] Gapal Cilsis 6 L jec Alik ¢ puaal]
Ol G 2oLl 8 b cdgaal) (b )0 dsn Aagyall (sl dangl QA AELYL L il ans Ayl il Ll LS ¢ ia e i (0
O ol sinsall (Jfdsae 1.42) denall i Jy/ale 5.7 ssims ppsndlS Slisine 35ms Ayl e Lafiol] copelil LG 3 s
O gl Rl geail] edal A5l Sl illy Juaall shunsh (g Tmla Ciliginn e (Jfdsae 2.18-2.58 4 Jy/icke 10.3-8.7

50



Journal of the Arab Board of Health Specializations Vol.18, No.4, 2017

Abaia Zgliie Ayl 2gn (pecanall Aapal) Zelatll 3)5eall Cipelal Lty (A JSAI (8 aend) sl pllze S ale claws 3585 CT
ABES 3oy 50 5,0l 38)s Als a5 coSteOpetrosis alasll jaas Alls (adii pe Glagasall oda (38155 L (agu) (B JSAY) d3lass
USR] pan . pliall L) 8 Ly aliall 8yulSH Aadll 3 gl ) oaai i yse B30 (e B3aly b 8k Caaad L g . alaal
goadll Ayl Jisas &5 LS ccalcitriol elhel eadl & Lakaall & 3 jsealy 2da allae Aydndll GlacY) 8 Lliai) ¢gan Allad) o3
21D day dayyall Aalia & 1 (81 cinterferon gamma-1b g8y L dslledl

Udayshankar Yaga, M.D.S. and Prashanth Panta, M.D.S.
MNR Dental College, Telangana, India
N Engl J Med 2017,;376:e34. April 20, 2017.
DOI: 10.1056/NEJMicm1609871. Images in Clinical Medicine
Translated by Samir Aldalati, MD
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Pediatrics

Jukyi b

Acute myocarditis with infarct-like presentation in a pediatric population:
role of cardiovascular magnetic resonance
s JEkY) ale o LEAad Agliall aUst g3 alad) At8Y dlial) ilgdt)
(rashalial) Cyiplly Sl ) el g8

Martinez-Villar M, et al.
Pediatr Cardiol 2017 Oct 6.

Chest pain is a typical symptom of acute myocarditis in adolescents. It may be indistinguishable from myocardial
ischemia so it is called “infarct-like pattern.” Cardiovascular magnetic resonance has an important role as a
non-invasive diagnostic tool. The aim of our study is to provide a description of an acute myocarditis series
with infarct-like pattern and to evaluate the cardiovascular magnetic resonance role in a pediatric population.
We included all pediatric patients (0-16 years) admitted to our hospital (May 2007-May 2016) with clinical
diagnosis of acute myocarditis and infarct-like presentation (chest pain, EKG alterations, and released cardiac
biomarkers). Diagnosis was confirmed with cardiovascular magnetic resonance using Lake Louise criteria.
Seven patients (five males, two females) with a median age of 14 years (12.5-15.2) were included. All patients
showed ST-segment changes and released cardiac biomarkers. Three patients had left ventricular hypertrophy
and two presented mild systolic left ventricular dysfunction. All patients had at least two positive Lake Louise
criteria. Late gadolinium enhancement was positive in all of them. With a median follow-up of 23 months (8-
47), all of them are alive, with no cardiac symptoms and normal ventricular function. Infarct-like pattern is a
typical presentation of acute myocarditis in adolescents. CMR should be performed in this population and may
be considered as a first-line diagnostic tool. Its high sensitivity in infarct-like acute myocarditis may allow us
to avoid endomyocardial biopsy. Unlike what was described in adults, late gadolinium enhancement does not
imply worse outcome in our series.
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Subcutaneous golimumab for children
with active polyarticular-course juvenile idiopathic arthritis
Salial) ae Jladll jghal) JNMA JUkY) die alal) ciad golimumab s Uss)
sl I3 (Sl Jualiall gl o

Brunner HI, et al.
Ann Rheum Dis 2017 May 15.

Objective: This report aims to determine the safety, pharmacokinetics (PK) and efficacy of subcutaneous
golimumab in active polyarticular-course juvenile idiopathic arthritis (polyJIA).

Methods: In this three-part randomised double-blinded placebo-controlled withdrawal trial, all patients received
open-label golimumab (30 mg/m? of body surface area; maximum: 50 mg/dose) every 4 weeks together with
weekly methotrexate during Part 1 (weeks 0-16). Patients with at least 30% improvement per American College
of Rheumatology Criteria for JIA (JIA ACR30) in Part 1 entered the double-blinded Part 2 (weeks 16-48)
after 1:1 randomisation to continue golimumab or start placebo. In Part 3, golimumab was continued or could
be restarted as in Part 1. The primary outcome was JIA flares in Part 2; secondary outcomes included JIA
ACR50/70/90 responses, clinical remission, PK and safety.

Results: Among 173 patients with polyJIA enrolled, 89.0% (154/173) had a JIA ACR30 response and
79.2%/65.9%/36.4% demonstrated JIA ACR50/70/90 responses in Part 1. At week 48, the primary endpoint was
not met as treatment groups had comparable JIA flare rates (golimumab vs placebo: 32/78=41% vs 36/76=47%;
p=0.41), and rates of clinical remission were comparable (golimumab vs placebo: 10/78=12.8% vs 9/76=11.8%).
Adverse event and serious adverse event rates were similar in the treatment groups during Part 2. Injection site
reactions occurred with <1% of all injections. PK analysis confirmed adequate golimumab dosing for polyJIA.
Conclusions: Although the primary endpoint was not met, golimumab resulted in rapid, clinically meaningful,
improvement in children with active polyJIA. Golimumab was well tolerated, and no unexpected safety events
occurred.
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Bovine colostrum for preterm infants in the first days of life
BN e As¥) ALY U4 zadd) adjsall aic i) Ll aladii

Juhl SM, et al.
J Pediatr Gastroenterol Nutr 2017 Oct 10.

Objective: Mother’s own milk (MM) is the best nutrition for newborn preterm infants, but is often limited in
supply just after birth. Pasteurized human donor milk (DM), and especially preterm infant formula (IF) are less
optimal diets than MM. We hypothesized that it is feasible to use bovine colostrum (BC), the first milk from
cows, as a supplement to MM, during the first weeks after preterm birth.

Methods: In an open-label, randomized, controlled pilot safety trial, supplementation of MM with BC was
compared with DM supplementation (Danish unit) or IF supplementation (Chinese unit). [f MM was limited or
lacking, BC, DM or IF were given according to local feeding guidelines during the first 14 days of life.
Results: Forty infants were included and randomized in Denmark and in China, with gestational ages 29.9+0.4
and 31.1+0.2 weeks, respectively. Infants supplemented with BC received more enteral protein (p<0.05) and
tended to reach full enteral feeding earlier (China only). Eight infants fed BC showed a temporary elevation in
plasma tyrosine on d 7, versus two infants in the DM/IF groups. There were no differences between diet groups
in feeding intolerance or clinical adverse events.

Conclusions: Our results indicate that it is feasible to use BC as a supplement to MM during the first weeks
of life to increase enteral protein intake in preterm infants. Plasma tyrosine levels may be a good marker for
excessive protein intake. A larger randomized trial is required to test the safety and possible short- and long-term
clinical benefits of BC supplementation during the first weeks of life for preterm infants.
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Metabolic disturbances in Chinese children with urolithiasis
Adaadall LDt cly o)
Algl) luanl) eVl Guiuall JlakY) e

Yang D, et al.
Urolithiasis 2017 Jun;45(3):285-90.

Urinary stones and urine composition are the first steps in the process of recurrence prevention, but data
concerning the association between the two compositions are scarce in Chinese children with urolithiasis. We
retrospectively analyzed the records of children (age range 0-18 years) with urolithiasis in our center between
March 2004 and December 2013. Stone analysis was carried out in 382 children and 24-hour urine analysis in
80 children. Analysis of both stone and 24-hour urine composition was completed in 56 children. Stone samples
were analyzed by Fourier transform-infrared spectrometry. The major stone constituents were calcium oxalate
(78.8%). Of 80 children with 24 h urine analysis, only 2.5% were without urinary metabolic abnormalities.
Hypocitraturia was recorded in 97.5%, high sodium excretion in 50.0%, cystinuria in 48.7%, hypercalciuria in
18.8%, small urine volumes in 12.5%, hyperoxaluria in 5.0% and hyperuricosuria in 1.3%. Interestingly, higher
urine volumes were recorded in girls than in boys (73.2+58.5 vs 51.3+45.3 mL/kg, p=0.036). Urine sodium
(p=0.002) and oxalate (p=0.004) were significantly higher in children >9 year old. Moreover, compared with
calcium oxalate stone formers, the urine volume (p=0.040), citrate (p=0.007) and cystine (p=0.004) were higher
in patients with cystine stones. Hypocitraturia was the common abnormality among Chinese children with
urolithiasis. The surprisingly high incidence of cystinuria is of note.

WD Joa Bilsial)l Clanall o ¥) cilianl) (S e Bl Al (8 ISV lgladl) Jodl) cligas Aol Cilacanl) cilisSa yiiad
Ombiaal) JERA Aphal) Caull Jilas aaly JS 08 Adsdl Slhaall cV sy pipeall JULY) de daals e JI L osSall o
zie slanll et bl 252013 oY) S Jiny 2004 13T 0 55l D Canl) K50 b (L 1850 0 sem) Ao um
ol e Cliasl cilie QS 25 .Mk 56 die e )Y IS eha) 5. Mk 80 e Aelu 24 Js dilad 5 LS «JULY) 30 382
s +(%078.8 i) pspudl Sl IS s ilpmall glle b ) (5Sal) (f Jas gl Fourder ¢heall caad 2Vl sl Caikal
& Al AL deag (593 Apmpda il CulS agia Jadd %2.5 O o 28 delu 24 Jg Jidas pe L;);\ el UAMJ: 80 o
Jaﬁ 048.7 (8 Anifuns Ay %50.0 (B agdgall Zhka) A 5al) VA e %97.5 (B Jsdl i A (el 3ag Jaagl L Jgall
cild) L%1.3 3 Jsdl A Jsdll Gmes Ly %5.0 8 Jsd) SVESH 1 (%12.5 A Jsil aaa i %018.8 (3 Jsall asedlS
u\ Las).(0.036=p «i5/da 45.3+51.3 Jilia 58.5+73.2) DS (e ST LY die calaagd ) Jall eV asaal) sa L ylaill
Iy e 3dle . anl) (e st 9< JULY) e ala JSy el <alS (0.004=p) sl <YISsls (0.002=p) Jsdl o pem il ginna
58 (0.004=p) ¢yl (0.007=p) hsisad) «(0.040=p) sl ans af b a5andl€l) YIS ilacan I s g il
LS gl gl liaall e Cpasival) JUlY) vie ZaLal @328l e Jall i (ali o Jaagd i) Gilias soaye g el
calaia¥) et Gfivd) Ay (e dniyal) Lol

56



Journal of the Arab Board of Health Specializations Vol.18, No.4, 2017

Reduction of recurrence risk of pancreatitis

in cystic fibrosis with ivacaftor
ivacaftor slg2 aladiuly oSl il el B Gul Sl Qleal) (&S jhd e 2l

Carrion A, et al.
J Pediatr Gastroenterol Nutr 2017 Oct 17.

The effect of ivacaftor in cystic fibrosis (CF) patients with recurrent pancreatitis is unknown. We
conducted a multicenter retrospective study of CF patients taking ivacaftor who had a history of recurrent
pancreatitis. During the first three months of therapy, only one of the six patients had an episode of
pancreatitis, which was managed on an outpatient basis. Between three and twelve months on ivacaftor
therapy, none of the patients had recurrence of pancreatitis or required hospitalization. The use of
ivacaftor was associated with a reduced frequency and recurrence rate of pancreatitis in CF patients.
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Obstetrics And Gynecology
Al a1y 25

Fertility-sparing management using progestin for young women
with endometrial cancer from a population-based study
progestin alaiiuly 4gadl) o Bdlaa) i)

4l A A aa ) Al Glape ey cllal) o ludl) sic

Kim SR, et al.
J Obstet Gynaecol Can 2017 Oct 3.

Objective: For young women with complex atypical endometrial hyperplasia (CAH) and endometrial cancer
(EC) who choose to preserve fertility, progestin therapy is the mainstay of treatment. The objective of this study
was to evaluate oncologic and reproductive outcomes associated with progestin therapy among these women
from a population-based cancer registry.

Methods: This was aretrospective population-based cohort study of women under age 45 in British Columbia from
2003 to 2015 with CAH or grade I endometrioid EC who used progestins as initial management. Demographics,
treatment type, response to treatment, determinants of definitive surgery (hysterectomy), pathologic findings,
and obstetrical outcomes were reviewed.

Results: There were 50 women under age 45 with CAH (n=29) and EC (n=21). Median age at diagnosis was 36
years (range 25-41), and most were nulliparous (88%) with a median BMI of 32.9 (range 21-70). After 6 months
of therapy, 58% of women had persistent disease, and only 35% had full resolution at last follow-up (median 23
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months). There were 32 women who had a hysterectomy, including 27 because of persistent/recurrent disease,
and 5 who chose surgery despite complete response to progestins. The majority of hysterectomy specimens
(85%) had minimal or no residual pathology, even among those with disease on preoperative biopsy. Only 10%
of women had successful pregnancies.

Conclusions: There is a moderate to high risk of persistence of CAH or EC on progestin therapy. However, for
those undergoing hysterectomy, the vast majority has low-risk disease confined to the endometrium, implying
the possibility of further conservative management of persistent disease.
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Ovulation induction and controlled ovarian stimulation
using letrozole gonadotropin combination
dgluli clilally letrozole (i AS)Wia aladiuly Jsscaal) uapsall Jadailly oadasall (i i)

Arya S, et al.
Eur J Obstet Gynecol Reprod Biol 2017 Sep 23;218:123-8.

Objective: To assess the effect of letrozole in combination with low dose gonadotropins for ovulation induction
in anovulatory infertility from polycystic ovary syndrome (PCOS) and controlled ovarian stimulation for
endometriosis, and unexplained infertility patients.

Study design: Retrospective cohort study in a setting of private Reproductive Endocrinology and Infertility
Clinic affiliated with the University. Three hundred couples (650 cycles) requiring OI/COS for PCOS (92
patients, 195 cycles), endometriosis (89 patients, 217 cycles), and unexplained infertility (119 patients, 238
cycles). Patients received 2.5 mg or 5 mg letrozole for 5 days (D3-D7) and recombinant follicle-stimulating
hormone on alternating D3-D7 and human menopausal gonadotropin-highly purified alternating D5-D10 until
growth of ideally 2 mature follicles. Ovulation was triggered with 10,000 IU of HCG. Maximum number of
cycles per patient was four.
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Results: Main outcome measures were clinical pregnancy rates, multiple order pregnancy rates, miscarriage
rates, number of follicles and endometrial thickness on the day of HCG administration. The cumulative incidence
of pregnancy was estimated as 35% (95%CI: 29%-41%) overall and was highest in patients with PCOS (36.6%),
followed by unexplained infertility (34.6%) and endometriosis (32.5%). The pregnancy rates per cycle in PCOS,
endometriosis and unexplained infertility patients were 17%, 13.2% and 17.2% respectively, no statistically
significant difference between the groups. There were three twin pregnancies in PCOS, and one in unexplained
infertility group. Monofolliculogenesis was noted in 48% of patients.

Conclusions: Letrozole-low dose gonadotropins combination appears to be effective across different causes
of infertility for superovulation. The letrozole-low dose gonadotropin combination resulted in high rate of
monofolliculogenesis, low occurrence of multiple gestations and no case of OHSS or cycle cancellation.
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Meta-analysis of bipolar radiofrequency endometrial ablation
versus thermal balloon endometrial ablation for the treatment of heavy menstrual bleeding
pladialy il el Gl ela il ilgd Jalas
@bl sl Apanl) Alad) ol o) Al ek il il Apan ) Aildad) 3
ZhaiyY, et al.
Int J Gynaecol Obstet 2017 Oct 6.

Background: Heavy menstrual bleeding is a common problem that can severely affect quality of life.
Objective: To compare bipolar radiofrequency endometrial ablation and thermal balloon ablation for heavy
menstrual bleeding in terms of efficacy and health-related quality of life (HRQoL).
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Search strategy: Online registries were systematically searched using relevant terms without language
restriction from inception to November 24, 2016.

Selection criteria: Randomized control trials or cohort studies of women with heavy menstrual bleeding
comparing the efficacy of two treatments were eligible.

Data collection and analysis: Data were extracted. Results were expressed as risk ratios (RRs) or weighted
mean differences (WMDs) with 95% confidence intervals (Cls).

Main results: Six studies involving 901 patients were included. Amenorrhea rate at 12 months was significantly
higher after bipolar radiofrequency endometrial ablation than after thermal balloon ablation (RR 2.73, 95% CI
2.00-3.73). However, no difference at 12 months was noted for dysmenorrhea (RR 1.04, 95% CI 0.68-1.58) or
treatment failure (RR 0.78, 95% CI 0.38-1.60). The only significant difference for HRQoL outcomes was for
change in score (12 months: WMD -3.51, 95% CI -5.42 to -1.60).

Conclusions: Bipolar radiofrequency endometrial ablation and thermal balloon ablation reduce menstrual loss
and improve quality of life. However, bipolar radiofrequency endometrial ablation is more effective in terms of
amenorrhea rate and SAQ pleasure.
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Reducing false-positive pregnancy test results
in patients with cancer
Olayed) Gl e die Jaall [LAAY 43S dlay) @il ¢ aal)

McCash S, et al.
Obstet Gynecol 2017 Oct;130(4):825-9.

Objective: To assess whether the use of a laboratory test specific for intact human chorionic gonadotropin
(hCG) would reduce the number of false-positive pregnancy test results.
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Methods: From October 21, 2014, to January 20, 2015, and April 1, 2015, to June 2, 2015, all serum samples
sent for pregnancy screening at a large cancer center with a value of 5 milli-international units/mL or greater
total B-hCG were frozen and stored and then retested using intact hCG reagent. We compared the accuracy of
total B-hCG and intact hCG results for the diagnosis of clinically confirmed pregnancy. A negative test was
defined as 14 milli-international units/mL or less, our current institutional cutoff. We also assessed a cutoff of
less than 5 milli-international units/mL, a historical cutoff to rule out pregnancy.

Results: We performed intact hCG testing on 64 patient samples, of which 34 had originally resulted positive
when tested for total B-hCG. These included 21 cases of clinically confirmed pregnancy and 13 false-positive
cases. No women were pregnant when their intact hCG concentration was 14 milli-international units/mL or
less, and all pregnancies were detected at and above this concentration. Intact hCG reduced the number of false-
positive pregnancy test results from 13 to 1, a 92% reduction (95% CI 64-99%), corresponding to a reduction in
the false-positive rate from 38% (95% CI 22-56%) to 3% (95% CI 1-15%).

Conclusions: The use of intact hCG reagent in patients with cancer reduces the rate of false-positive pregnancy
test results without increasing the rate of false-negative test results.
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Metabolic syndrome
in menopause and associated factors
A3d)pal) Jalgadly (ullY) Cpmn ALDIELLY) AaiUial)

PuD, etal.
Climacteric 2017 Oct 24:1-9.

Objective: Metabolic syndrome (MetS) is a cluster of risk factors for cardiovascular disease and diabetes.
Menopause is associated with an increased risk for MetS. The purpose of this meta-analysis is to better understand
the relationship between MetS and menopause.
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Methods: MEDLINE and EMBASE were searched for all the associated articles on (1) MetS components
in postmenopausal women vs. premenopausal women, (2) comparison of MetS incidence between surgical
menopause and natural menopause, (3) the effect of hormone therapy (HT) with 173-estradiol (E2) compared to
conjugated equine estrogen (CEE) on MetS components among postmenopausal women. A meta-analysis was
applied by Review Manager 5.3 software.

Results: All comparable indicators were significantly unfavorably changed in postmenopausal women compared
to premenopausal women except for high density lipoprotein cholesterol. Women who underwent surgical
menopause suffered a 1.51-fold higher risk for MetS compared to those with natural menopause. HT with E2
provided more benefits for levels of triglyceride and diastolic blood, while CEE showed a better effect on both
high and low density lipoprotein cholesterol levels.

Conclusions: Menopause nearly adversely affects all components of MetS, and surgical menopause may
lead to a higher incidence of MetS compared to natural menopause. HT with various preparations may have
different effects on MetS components. These results may clarify the management of menopause-related

MetS in clinical practice.
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Meta-analysis of the association between alcohol consumption

and abdominal aortic aneurysm
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Spencer SM, et al.
Br J Surg 2017 Sep 7.

Background: Alcohol is a possible risk factor for abdominal aortic aneurysm (AAA), but evidence from
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individual studies is weak and inconsistent. Existing narrative reviews suggest the possibility of non-linear
associations. The aim here was to quantify any association using a systematic literature review, followed by
dose-response meta-analysis of prospective studies.

Methods: MEDLINE, Embase and Web of Science were searched systematically to January 2017 for relevant
prospective studies of alcohol consumption and AAA risk. Summary estimates of highest versus lowest levels
of consumption, and linear and non-linear dose-response curves were quantified using random-effects models.
Results: Eleven relevant cohorts were identified describing results from 3580 individuals with among
473 092 participants. Data were extracted from ten cohorts for meta-analyses of high versus low levels of
alcohol consumption (risk ratio for AAA 0.93, 95 per cent c.i. 0.78 to 1.11; P=0.4, [>=47 per cent). The
linear dose-response risk ratio for AAA, derived from 11 cohorts, was 1.00 (0.97 to 1.04) per 8 g alcohol
per day (P=0.9, I? = 73 per cent). Non-linear dose-response results showed a tick-shaped curve with lower
risk up to 2 units/day, but increasing risk beyond that (P=0.05). The increase in risk beyond 2 units/day was
stronger in men than in women.

Conclusions: Although the linear dose-response analysis revealed little evidence of an association between
alcohol consumption and AAA risk, a tick-shaped trend in the association was observed. This non-linear dose-
response analysis revealed reduced risks for alcohol consumption below 2 units/day, masking increased risks
for 2 or more units/day.
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Factors affecting hospital length
of stay following pelvic exenteration surgery

Gasall i clles dy Adall b plad) Baa e 5all Jalgal

Guo Y, et al.
J Surg Oncol 2017 Oct 16.

Background and objectives: Total pelvic exenteration are performed in patients with locally advanced
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or recurrent pelvic malignances. Many patients have prolong hospital length of stay (LOS), but risk
factors are not clearly identified.

Methods: From 2002 through 2012, 100 consecutive patients undergoing pelvic exenteration were
retrospectively reviewed. A general linear model was used to examine risk factors for prolonged hospital
LOS.

Results: Among the 100 patients, 51 had gastrointestinal cancer, 14 had genitourinary cancer, 31
had gynecologic cancer, and 4 had sarcoma. Perioperative complications included infection (n=44),
anastomotic leak/fistula (n=6), wound or flap dehiscence (n=11), and ileus or bowel obstruction (n=30).
The median (Interquartile range (IQR)) hospital LOS was 15 days (10-21.5 days). On multivariate
regression analysis, hospital LOS was significantly prolonged by underweight status, genitourinary
cancer or sarcoma diagnosis, >2 infections, anastomotic leak/fistula, requiring rehabilitation consult and
admission, and >2 consultations (P=0.05).

Conclusions: In patients undergoing pelvic exenteration, prolonged hospital LOS is associated with underweight
status, genitourinary cancer or sarcoma diagnosis, more than one infection, anastomotic leak/fistula, requiring
rehabilitation consult and admission, and more than one consultation. Further study is needed to assess whether

minimizing these risk factors can improve hospital LOS in these patients.
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Diagnosis and management of pancreatic cystic neoplasms
L) (b Sl i iy (auid

Kearns M, et al.
Curr Treat Options Gastroenterol 2017 Oct 23.

Pancreatic cystic neoplasms (PCNs) are being diagnosed with increasing frequency. PCNs have diverse
presentations, natural history, and biological behavior. Obtaining an accurate diagnosis of the type of
cyst and assessing the potential for malignancy are crucial in determining the appropriate management
strategy. Cross-sectional imaging with computed tomography (CT) or magnetic resonance imaging (MRI),
at experienced centers, is effective in defining the type of cyst as well as identifying high-risk features.
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Endoscopic ultrasound with fine-needle aspiration (EUS-FNA) and cyst fluid analysis can categorize and
risk-stratify cysts and is the test of choice in selected patients. However, there is currently no “perfect” test
and studies have demonstrated substantial misdiagnosis and over-treatment of benign cysts using standard
clinical, imaging, and cyst fluid analyses. Patients with symptomatic cysts or cysts with high-risk features
suggestive of malignancy should be considered for surgical resection. Patients with low-risk PCNs can
be placed in surveillance protocols with interval imaging. Various gastrointestinal societies have put forth
evidence- or consensus-based guidelines that provide a framework for management of PCNs. However, the
management can be complex and should ideally be planned in a multidisciplinary fashion by experienced
specialists. Recent investigations using molecular markers to risk-stratify cysts offer promise in the future for

an effective and accurate management strategy.
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Management of breast cancer brain metastases
A Glapad Lelanl) JHAL) s

Yuan P, et al.
Chronic Dis Transl Med 2017 Mar 8;3(1):21-32.

After the introduction of trastuzumab, a monoclonal antibody that binds to human epidermal growth
factor receptor 2 (HER?2), the overall survival (OS) among patients with HER2-positive breast cancer has
been substantially improved. However, among these patients, the incidence of brain metastases (BM) has
been increasing and an increased proportion of them have died of intracranial progression, which makes
HER2-positive breast cancer brain metastases (BCBM) a critical issue of concern. For local control
of limited BM, stereotactic radiosurgery (SRS) and surgical resection are available modalities with
different clinical indications. Postoperative or preoperative radiation is usually delivered in conjunction
with surgical resection to boost local control. Adjuvant whole-brain radiotherapy (WBRT) should be
deferred for limited BM because of its impairment of neurocognitive function while having no benefit for
OS. Although WBRT is still the standard treatment for local control of diffuse BM, SRS is a promising
treatment for diffuse BM as the technique continues to improve. Although large molecules have difficulty
crossing the blood brain barrier, trastuzumab-containing regimens are critical for treating HER2-positive
BCBM patients because they significantly prolong OS. Tyrosine kinase inhibitors are more capable of
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crossing into the brain and they have been shown to be beneficial for treating BM in HER2-positive
patients, especially lapatinib combined with capecitabine. The antiangiogenic agent, bevacizumab, can be
applied in the HER2-positive BCBM scenario as well.
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Inhaled corticosteroids and the risks of low-energy fractures
in patients with chronic airway diseases
AaRY) (gl s pmaSl By sy ABLEIY) Ayl iyl
Aiajall dilsgd 3l abal e o

Tsai CH, et al.
Clin Respir J 2017 Nov 17.

Background and aims: Inhaled corticosteroids (ICSs) are crucial anti-inflammatory medications for chronic
airway diseases. Studies investigating the relationship between ICSs and fractures in Asian populations are
scant. We investigated whether ICSs increased the risk of low-energy fractures in patients with chronic airway
diseases.

Methods: We used the Longitudinal Health Insurance Database to select patients aged 20 years and older with
chronic airway diseases (asthma and COPD) between 2000 and 2011 as the base cohort. We identified ICS users
and ICS non-users matched by propensity score method at 1:1 ratio. Cox proportional hazard regression models
were used to calculate the adjusted hazard ratio (aHR) and 95% confidence interval (CI) for factors associated
with the risk of fracture.

Results: A total of 1182 ICS users and 1182 controls were enrolled. After adjustment for age, gender, annual
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exacerbation number of acute respiratory events, comorbidity, and medications, the risk of fracture was
1.10 for ICS users (aHR=1.20; 95% CI=1.10-1.31) compared with ICS non-users. The ICS users exhibited
significantly 1.63-fold risk of hip fracture and 1.24-fold risk of ulna and radius fracture than did the ICS non-
users. Patients with medium and high doses of ICS use were associated with significantly increased risks of
fracture (aHR=1.48, 95% CI=1.25-1.76 for medium dose and aHR=1.55, 95% CI=1.39-1.72 for high dose)
compared with those in ICS non-users.

Conclusions: Patients with medium and high doses of ICS use are associated with an increased risk of

fracture.
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Increased serum IL-17A and Th2 cytokine levels in patients
with severe uncontrolled asthma
s s Th2 5 IL-17A clisSgiwd) (e Aaall cilginad) 3345
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Hasegawa T, et al.
Eur Cytokine Netw 2017 Mar 1;28(1):8-18.

Asthma is a syndrome of chronic bronchial inflammation and airway remodelling. Initially, asthma has been
categorized into atopic and nonatopic types, based on antigen-specific IgE levels. Moreover, recently, asthma
has been classified into different endotypes based on its pathophysiology, leading to the selection of the most
optimal and effective therapies. Although T helper cell type 2 (Th2) cytokines were proven to play critical
roles in atopic asthma, IL-17A has been reported to be involved in severe refractory asthma. In this study, we
measured the levels of 24 cytokines/chemokines in the sera of healthy controls (HCs) (n=34) and patients with
asthma (n=77), that were compared among patient groups with different disease activities and characteristics.
The serum levels of nine cytokines were significantly higher in patients with asthma than in HCs, and the
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levels of IL-17A and SCF were significantly different between uncontrolled and well-controlled patient groups
(p=0.003). The IL-17A levels were significantly correlated with those of IL-4, [L.-25, IL-10, and IFN-y in patients
with uncontrolled asthma, and the patients with the highest levels of all the above cytokines were refractory to
high-dose of inhaled corticosteroid therapy and have a history of acute exacerbation within 1 year, requiring
systemic steroid therapy. IL-17A was significantly upregulated in patients with the uncontrolled and refractory
status. Therefore, IL-17A may play important roles in asthmatic exacerbation, and its high level, in combination

with upregulated Th2 and other cytokines, may indicate the refractory endotype of asthma.
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Renin-angiotensin system blockade therapy
after transcatheter aortic valve implantation
O giaii—coia ) Alea by Aadlaal
BRI e @) alacall £ 2

Ochiai T, et al.
Heart 2017 Oct 6.

Objective: The persistence of left ventricular (LV) hypertrophy is associated with poor clinical outcomes after
transcatheter aortic valve implantation (TAVI) for aortic stenosis. However, the optimal medical therapy after
TAVI remains unknown. We investigated the effect of renin-angiotensin system (RAS) blockade therapy on LV
hypertrophy and mortality in patients undergoing TAVI.

Methods: Between October 2013 and April 2016, 1215 patients undergoing TAVI were prospectively enrolled
in the Optimized CathEter vAlvular iNtervention (OCEAN)-TAVI registry. This cohort was stratified according
to the postoperative usage of RAS blockade therapy with angiotensin-converting enzyme (ACE) inhibitors or
angiotensin-receptor blockers (ARBs). Patients with at least two prescriptions dispensed 180 days apart after
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TAVI and at least a 6-month follow-up constituted the RAS blockade group (n=371), while those not prescribed
any ACE inhibitors or ARBs after TAVI were included in the no RAS blockade group (n=189).

Results: At 6 months postoperatively, the RAS blockade group had significantly greater LV mass index
regression than the no RAS blockade group (-9+24% vs -2+25%, p=0.024). Kaplan-Meier analysis revealed a
significantly lower cumulative 2-year mortality in the RAS blockade than that in the no RAS blockade group
(7.5% vs 12.5%; log-rank test, p=0.031). After adjusting for confounding factors, RAS blockade therapy was
associated with significantly lower all-cause mortality (HR, 0.45; 95% CI 0.22 to 0.91; p=0.025).
Conclusions: Postoperative RAS blockade therapy is associated with greater LV mass index regression
and reduced all-cause mortality. These data need to be confirmed by a prospective randomised controlled
outcome trial.
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Circulating microRNAs: a novel potential biomarker
for diagnosing acute aortic dissection
o> amily 1Ol & microRNAs (g8al) Uyl
Aad) el Al c¥la e & e

Dong J, et al.
Sci Rep 2017 Oct 6;7(1):12784.

Acute aortic dissection (AAD) is a catastrophic emergency with high mortality and misdiagnosis rate. We aimed
to determine whether circulating microRNAs allow to distinguish AAD from healthy controls and chest pain
patients without AAD (CP). Plasma microRNAs expression were determined in 103 participants, including
37 AAD patients, 26 chronic aortic dissection patients, 17 healthy volunteers, 23 patients without AAD. We
selected 16 microRNAs from microarray screening as candidates for further testing via qRT-PCR. The results
showed that plasma miR-15a in patients with AAD (n=37) had significantly higher expression levels than it
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from control group (n=40; P=0.008). By receiver operating characteristic curve analysis, the sensitivity was
75.7%; the specificity was 82.5%; and the AUC was 0.761 for detection of AAD. Furthermore, 37 patients with
AAD had significantly higher plasma expression levels of let-7b, miR-15a, miR-23a and hemv-miR-US33-5p
compared with 14 CP patients of 40 controls (P=0.000, 0.000, 0.026 and 0.011, respectively). The corresponding
sensitivity were 79.4%, 75.7%, 91.9% and 73.5%, respectively; the specificity were 92.9%, 100%, 85.7% and
85.7%, respectively; and the AUCs of these microRNAs were 0.887, 0.855, 0.925 and 0.815, respectively. These
data indicate that plasma miR-15a and miR-23a have promising clinical value in diagnosing AAD.
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Neurology

Galectin-3: An emerging biomarker in stroke and cerebrovascular diseases
L ladl) Agile gl i@y AiSud) e B Laa o anlsS Galectin-3 g

Venkatraman A, et al.
Eur J Neurol 2017 Oct 20.

Background: The carbohydrate-binding molecule Galectin-3 has garnered significant attention recently as a
biomarker for various conditions ranging from cardiac disease to obesity. Though there have been several recent
studies investigating its role in stroke and other cerebrovascular diseases, awareness of this emerging biomarker
in the wider neurology community is limited.

Methods: We performed a systematic search in PubMed, EMBASE, Scopus, CINAHL, Clinicaltrials. gov and
the Cochrane library in November and December 2016 for articles related to Galectin-3 and cerebrovascular
disease. We included both human and pre-clinical studies, in order to provide a comprehensive view of the state
of the literature on this topic.

Results: The majority of the relevant literature focuses on stroke, cerebral ischemia and atherosclerosis, but
some recent attention has also been devoted to intracranial and subarachnoid hemorrhage. Higher blood levels of
Galectin-3 correlate with worse outcomes in atherosclerotic disease as well as in intracranial and subarachnoid
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hemorrhage in human studies. However, experimental evidence supporting the role of Galectin-3 in these
phenotypes is not as robust. It is likely that Galectin-3’s role in the inflammatory cascade within the central
nervous system following injury is responsible for many of its effects, but its varied physiological functions
and multiple sites of expression mean that it may have different effects depending on the nature of the disease
condition and the time since injury.

Conclusions: Experimental and human research raises the possibility that Galectin-3, which is closely linked
to the inflammatory cascade, could be of value as a prognostic marker and therapeutic target in cerebrovascular
disease.
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Familial hypercholesterolaemia in patients with ischemic

stroke or transient ischemic attack
iladl adl) JgidsS Jajd
Byalad) A UE8Y) Gl ol ALY ASCl) udaje die

Toell T, et al.
Eur J Neurol 2017 Oct 20.

Background and aims: Identification of patients with familial hypercholesterolemia (FH) is a prerequisite for
the appropriate management of their excess cardiovascular risk. It is currently unknown how many patients with
acute ischemic stroke or transient ischemic attack (TIA) are affected by FH and whether systematic screening
for FH is warranted in these patients.

Methods: The prevalence of a clinical diagnosis of FH was estimated in a large representative series of patients
with acute ischemic stroke or TIA (ABCD?2 score >3) using the Dutch Lipid Clinic Network Algorithm (DLCNA;
possible FH >3, probable/definite FH >6).

Results: Out of 1054 patients included in the present analysis, fourteen had probable/definite FH (1.3% [95%CI
0.6-2.0]) and 107 possible FH (10.2% [8.4-12.0]) corresponding to an overall prevalence of potential FH of
11.5%. Prevalences were even higher in patients with stroke/TIA manifestation before age 55 in men or 60 in
women (3.1% [0.6-5.6] and 13.1% [8.3-17.9]) and those with a prior history of cardiovascular disease (2.6%
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[0.9-4.3] and 15.1% [11.3-18.9]). Of note, in two third of our patients with probable/definite and possible FH,
stroke or TIA was the initial clinical disease manifestation.

Conclusions: The frequency of potential FH, based on clinical criteria, in patients with acute ischemic stroke or
TIA was 11.5% and that of probable/definite FH (1.3%) was similar to recently reported counts for patients with
acute coronary syndrome (1.6%). FH screening using the DLCNA is feasible in clinical routine and should be
considered as part of the usual diagnostic work-up.
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Hematology And Oncology

b1y a2l aly]

Current applications of multiparameter flow cytometry in plasma cell disorders
L) LAY bl B conliall sia goladl lad) oul! A0l cilidail)

Jelinek T, et al.
Blood Cancer J 2017 Oct 20;7(10):¢617.

Multiparameter flow cytometry (MFC) has become standard in the management of patients with plasma cell
(PC) dyscrasias, and could be considered mandatory in specific areas of routine clinical practice. It plays a
significant role during the differential diagnostic work-up because of its fast and conclusive readout of PC
clonality, and simultaneously provides prognostic information in most monoclonal gammopathies. Recent
advances in the treatment and outcomes of multiple myeloma led to the implementation of new response
criteria, including minimal residual disease (MRD) status as one of the most relevant clinical endpoints with the
potential to act as surrogate for survival. Recent technical progress led to the development of next-generation
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flow (NGF) cytometry that represents a validated, highly sensitive, cost-effective and widely available technique
for standardized MRD evaluation, which also could be used for the detection of circulating tumor cells. Here
we review current applications of MFC and NGF in most PC disorders including the less frequent solitary
plasmocytoma, light-chain amyloidosis or Waldenstrém macroglobulinemia.
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Vitamin D insufficiency is associated with an increased risk
of early clinical failure in follicular lymphoma
Aol Lasiall) c¥la Aadlas VA S (gppeal) JEAY o 305 aa D Conalisl) (g giana B Jsal) Aidls

Tracy SI, et al.
Blood Cancer J 2017 Aug 25;7(8):e595.

We evaluated whether vitamin D insufficiency (VDI; 25(OH)D <20 ng/ml) was associated with adverse
outcomes among follicular lymphoma (FL) patients using an observational prospective cohort study
of 642 FL patients enrolled from 2002-2012. The median age at diagnosis was 60 years. At a median
follow-up of 59 months, 297 patients (46%) had an event (progression, treatment failure), 78 had died
and 42 (6.5%) had a lymphoma-related death. VDI was associated with inferior event-free survival (EFS)
at 12 months (EFS12, odds ratio (OR)=2.05; 95% confidence interval (CI) 1.18-3.54), overall survival
(OS, hazards ratio (HR)=2.35; 95%CI 1.37-4.02), and lymphoma-specific survival (LSS, HR=2.97;
95% CI 1.52-5.80) for the full cohort. Among patients treated with immunochemotherapy (IC), VDI
was associated with inferior EFS12 (OR=3.00; 95% CI 1.26-7.13), OS (HR=2.86; 95% CI 1.39-5.85),
and LSS (HR=2.96; 95% CI 1.29-6.79). For observed patients, VDI was associated with inferior OS
(HR=2.85; 95% CI 1.20-6.76). Our work is the first to reveal an association of VDI with early clinical
failure, and to demonstrate an association of VDI with adverse outcomes among patients who are observed or
treated with therapies other than IC. Our findings suggest a potentially modifiable prognostic factor to address
in patients with FL.
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Gastroenterology
dacagll Ll

Rapid infliximab infusion in children with inflammatory bowel disease
JULY) sie iy gerall £)Al e B infliximab 98] g pd) cu el

El-Matary W, et al.
Inflamm Bowel Dis 2017 Dec;23(12):2104-2108.

Background: Infliximab (IFX) infusion may lead to development of anti-IFX antibodies, and subsequent infusion
reactions (IRs). The safety of rapid IFX infusion administered over 60 minutes has been under-investigated in
children with inflammatory bowel disease. In a multicenter study, the frequency and nature of rapid infusion-
associated IRs were examined.

Methods: The medical records of all consecutive children with inflammatory bowel disease receiving rapid IFX
infusions between January 2014 and December 2016 were reviewed. Poisson regression analysis was used to
identify possible associated factors with IRs.

Results: A total of 4120 rapid infusions for 453 children (median age 16 yrs [interquartile range 13.8-17.8],
289 males, 374 with Crohn’s disease) were included. One hundred thirty-five participants (29.8%) received
rapid IFX infusion for induction and maintenance while the rest received rapid IFX infusion after a median
of 5 (interquartile range 4-9) standard infusions. The median dose of IFX using rapid protocol was 8 mg/kg/
infusion (interquartile range 6-10). Two hundred sixty-seven (59%) patients received 1 or more premedications
and 161 (35.5%) participants received concomitant immunosuppression. Twenty-one participants (4.6%)
had IRs with rapid infusions and 2 participants discontinued IFX because of IRs (0.4%). Antihistamine
premedications were associated with less frequent IR (adjusted relative risk = 0.30; 95% confidence interval,
0.14-0.64; P=0.002).

Conclusions: In children with inflammatory bowel disease, rapid IFX infusion administered over 60 minutes is
safe and well-tolerated. Antihistamine premedications may reduce frequency of IRs.
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Gastrointestinal bleeding associated with chronic excessive use overdosing with topical
ketoprofen patch in elderly patient
Crarall hajdal) aladiodU g8lyall (ggmall (g aaall i3
Cpieal) pajal) die auagal) Ketoprofen cilad; 808 bt

Hirose S, et al.
Scand J Gastroenterol 2017 Oct 18:1-4.

Purpose: Topical ketoprofen patch has been developed to reduce the risk of systemic adverse effects such as
gastrointestinal injury and renal toxicity.

Materials and methods: We reported here a case of lower intestinal bleeding associated with chronic excessive
use of topical ketoprofen patch in an elderly patient.

Results: A 74-year-old female visited to the outpatient clinic of the Gifu University Hospital and admitted
thereafter. She had fecal occult blood and anemia. Enteroscopic examination showed several ulcerative
lesions and a protruded lesion accompanied with redness in the small intestinal mucosa. She used 8 sheets
of 20 mg ketoprofen patch every day for a long period to relieve pain in the shoulder, lower back and lower
limb. She had no diseases that are related to the initiation of gastrointestinal bleeding, including infection,
inflammatory bowel disease, autoimmune disease and malignant disease. Thus, the present lower intestinal
bleeding was concluded to be due to the use of topical ketoprofen patch. The symptoms were recovered after
cessation of the patch.

Conclusions: Extensive care should be taken to avoid ulcerative intestinal hemorrhage to elderly patients
receiving multiple doses of non-steroidal anti-inflammatory drug patch for multiple days.
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Endocrinology
axall 2021) (jzal

Effects of exenatide twice daily, exenatide once weekly or insulin in patients
with type 2 diabetes and baseline HbAlc >10.0%
N Ball) ase die Clgai¥l) pliae) of Legaad 850 aillie) of Lags (i exenatide slhe) il
%10.0 Jslaki A Lac @Y g Sual) Gladl) clygiona 593 (g pSeal) g lall

Busch RS, et al.
Int J Clin Pract 2017 Oct 17.

Aims: Patients with advanced type 2 diabetes (T2D) and high glycated haemoglobin (HbAlc) values can be
difficult to treat because of their severe metabolic disease. This pooled analysis examined the treatment effects
of exenatide twice daily (BID), exenatide once weekly (QW) and insulin in patients with high baseline HbAlc
(>10.0%).

Methods: This post hoc analysis used pooled data from 12 and 8 randomised controlled trials of exenatide BID
and exenatide QW, respectively. Patients with T2D who completed at least 24 weeks of treatment with exenatide
BID, exenatide QW or insulin (insulin glargine, insulin detemir or insulin aspart) were categorised by baseline
HbA 1c. Patients with HbAlc >10.0% were included in the analysis.

Results: Both exenatide and insulin reduced HbAlc (meantSE reduction: -2.0%+0.2% [exenatide] and
-2.1%+0.2% [insulin] in the exenatide BID studies, and -2.6%+0.1% [exenatide] and -2.1%=+0.2% [insulin] in the
exenatide QW studies; all P<0.001). Body weight decreased with exenatide and increased with insulin. Systolic
blood pressure decreased with exenatide QW. Insulin dose increased over the course of treatment. The most
common adverse events with exenatide were gastrointestinal. Insulin was associated with some hypoglycaemia
risk. Hypoglycaemia events occurred infrequently with exenatide when given without sulphonylureas.
Conclusions: For patients with high HbAlc, treatment with exenatide or insulin both improved glycaemic
control. Given the associated weight loss and low risk of hypoglycaemia, exenatide may be a suitable alternative
to treatment with insulin in certain patients with T2D and high HbAlc.

@3S ladl) (e Fnifpall il ginaall 553 (580l o all S Jaaill (e Aaiall LAY ampe Aallae 8 A0 2agi tiagl) ian
1:.«);: Ofixe exenatide slacy Lpadlall il e laiinl ) oS Jiatll 138 Caagy . ageal il DY) olall dags (g Sadl)
%10.0< HbA ¢ (Sl liatll (4o dniiyal) Dune il il mpe tie clsui¥lls QW L guud 550 exenatide olac) (BID
exenatide BID s dhasuae dlsde clula 85 12 (e 3358l Sl cillanall alasinl Jiaill 13 3 &5 o) G5k
exenatide »laainly dalladll o 1 o legad 24 8 elall B Jaadl) mye JaST il Lo exenatide QW

76



Journal of the Arab Board of Health Specializations Vol.18, No.4, 2017

O Agaclall aall b._u a3y (aspart o detemir culs¥) cglargine }uﬁ!\) sl sl exenatide QW BID

Ll 13 3 %10.0<HDA e Gpaclill cilsisall 553 oumpal) (ppaci i (5 Sl aliadl)
cexenatide ¢)s) dually %0.242.0-) HbAlc gSull loadll ad (o aall b cloal)s exenatide (e JS bl i)
sl %0.242.0- 5 exenatide o5l Aually %0.142.6- 5 exenatide BID ciluhy 3 culsusd dily %0.2+2.0-
ol gy pladinly alans exenatide aladiul auall o)y (=dlii (0.001>p ad aea cexenatide QW clulys & RAPWEL
ganall @il colS L adall Lasill DA s deja 50l &5 o) cexenatide QW alasiuly oaldy) aall bia misl
Calil Epanl s ki g o) aladiul 35 .exenatide Haainy Wbl lepd Y1 dlall il s L
JS& sulphonylureas lSye alasiul axe die exenatide alaaiuly 5ol JS4 aall Su b Gala cliaa (s dcad Su

- (38
el V) ff exenatide alasiuly falled) DS HbATC (Sl aliadl] (he G yall il ginsal) azape i Jas o) s cilaliiind)
exenatide aladin) (lé caall S dagia Cgaad Ainmidiall 3yghadlly Bahall ()l (@l dading aall Su (g Jania (pund 4
il (e ndipal) lginnal) 553 (g8l elall B Jaaill e (he (pdna oaage die Gl e adle Jin Llia (5 38

HbAlc gl

Serum alanine aminotransferase/aspartate aminotransferase ratio is one of the best markers
of insulin resistance in the Chinese population
Glaclsl) Jab) aals Jaal) 3 AST clisbad) cal J8U 5pad A ALT Ga¥Y) Gal JU § el A
Ol (payall i (ol guaiSUl Aaglial

Zhao L, et al.
Nutr Metab (Lond) 2017 Oct 10;14:64.

Background: The alanine aminotransferase (ALT)/aspartate aminotransferase (AST) ratio is reportedly
associated with insulin resistance (IR). However, few studies have explored the relationship between the ALT/
AST ratio and IR in the Chinese population. Here, we aimed to explore whether the ALT/AST ratio is associated
and, if so, to what extent, with IR in the Chinese population as categorized by waist circumference (WC).
Methods: Our data were obtained from the SPECT-China study, a cross-sectional survey on the prevalence
of metabolic diseases and risk factors in East China from 2014 to 2015. A total of 8398 participants aged
52.16£13.16 (mean+tstandard deviation) years were included in this study. Anthropometric indices, biochemical
parameters and clinical characteristics were measured. IR was defined as the top quartile of the homeostasis
model assessment of insulin resistance (HOMA-IR >1.6), and central obesity was defined as a WC >90 cm in
males or >80 cm in females.

Results: The ALT/AST ratio was significantly correlated and associated with HOMA-IR in both non-centrally
obese (r=0.284, B=0.509, 95% confidence interval (CI): 0.459-0.559, P<0.001) and centrally obese subjects
(r=0.372, B=0.607, 95% CI: 0.532-0.683, P<0.001) after adjusting for potential confounders. The ALT/AST ratio
was one of the best markers of IR, with areas under the curve (AUC) values of 0.66 (0.64-0.68) in non-centrally and
0.68 (0.66-0.70) in centrally obese subjects. In the prediction model for IR, the AUCs were significantly augmented
after adding the ALT/AST ratio in both non-centrally obese [AUC 95% CI 0.69(0.67-0.71) vs 0.72(0.70-0.74),
P<0.001] and central obese [AUC 95%CI 0.69 (0.67-0.71) vs 0.73(0.72-0.75), P<0.001] subjects. The optimal cut-
off points of the ALT/AST ratio for identifying IR were 0.80 in non-centrally obese people and 0.78 in centrally

obese people, respectively.
Conclusions: The ALT/AST ratio may be one of the best markers for IR in the Chinese population. Whether the
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ALT/AST ratio should be regarded as an additional metabolic syndrome component in the Chinese population
warrants further investigation.
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Rheumatology And Orthopedics
allaall ialyaly Ayl byl

Usefulness of neutrophil-to-lymphocyte ratio as a biomarker
for diagnosing infections in patients with systemic lupus erythematosus
gl aleal) QA odaje aie GULEY) Qasidal g om anlsS ilygliall e and) Ly 58

Kim HA, et al.
Clin Rheumatol 2017 Aug 24.

Neutrophil-to-lymphocyte ratio (NLR), monocyte-to-lymphocyte ratio (MLR), and platelet-to-lymphocyte ratio
(PLR) have been investigated as disease activity markers for systemic lupus erythematosus (SLE). Hence, we
investigated the clinical significance of these parameters in diagnosing infection in patients with SLE. In total,
120 patients with SLE, who were admitted to hospital due to disease flares or infection, were recruited for
the study. Of the 120 patients, 60 had a concurrent infection (SLE with infection), while the remaining 60
patients were admitted with a flare without any evidence of infection (SLE with flare). NLR was higher in the
patients with SLE with infection, compared to patients with SLE with flare (14.2+15.4 versus 3.3+£2.2, p<0.001).
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Additionally, PLR was higher in the SLE with infection group than in the SLE with flare group (357.7+£350.1
versus 231.7+152.9, p=0.012), but not MLR. In the SLE with infection group, C-reactive protein (CRP) levels
positively correlated with NLR and PLR. NLR with a cut-off value of 5.70 and an area under the curve (AUC) of
0.872 indicated good sensitivity (75%) and specificity (90%), for the diagnosis of SLE with infection. CRP with
a cut-off value of 1.28 mg/dL (AUC 0.942) showed the sensitivity (93.3%) and specificity (91.7%). NLR with
a cut-off value of 5.70 and CRP with a cut-off value of 1.28 mg/dL showed the increased specificity (98.3%)
than only CRP, but not significant. NLR could be a good additive marker for diagnosing infection in patients
with SLE.
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Filgotinib for the treatment of rheumatoid arthritis
@) Jualiall gl dxllea A filgotinib aladid

Taylor PC, et al.
Expert Opin Investig Drugs 2017 Aug 24.

Introduction: Biologics were the first targeted therapies for rheumatoid arthritis (RA), having in common high
clinical efficacy. Being proteins, they are administered parenterally. The first oral targeted small molecules
approved for RA are competitive inhibitors of the Janus kinase (JAK) enzyme family which mediate signalling
for a cytokine subset important in RA pathogenesis.

Areas covered: Several JAK inhibitors have been developed with differing selectivity for the four JAK enzymes
with a view to generating oral, multi-cytokine inhibitors. Here we review the pharmacology and clinical trial
data for efficacy and safety of filgotinib, an investigational selective JAK1 inhibitor.

Expert opinion: The selectivity of filgotinib for JAK1 may have theoretical advantages in terms of limiting
toxicity. However, establishing whether this is so before larger numbers of patients are exposed in phase III
and beyond in the real word setting, will be difficult. Filgotinib clinical trial data to date has been encouraging
with rapid, sustained efficacy with promising safety and tolerability. We are likely to see an expanding choice
of approved JAK inhibitors in the clinic but it may not be straightforward to distinguish safety and efficacy
differences.
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Urology And Nephrology
S Sleadly AL il

Immunosuppressive therapy
for steroid-resistant nephrotic syndrome
Bainal) 439 Al Aaliall el A delial) cillafiay dpdlaal)
. agig ally Aallaal) o

Jiang X, et al.
Clin Exp Nephrol 2017 Oct 27.

Background: The purpose of this study was to conduct a meta-analysis examining the efficacy of
cyclophosphamide, cyclosporin, and tacrolimus in treating steroid resistant nephrotic syndrome.

Methods: Medline, Cochrane, EMBASE, and Google Scholar were searched until May 02, 2017 using the
keywords: immunosuppressive therapy, steroid-resistant nephrotic syndrome, cyclophosphamide, cyclosporine
A, and tacrolimus. Inclusion criteria were randomized controlled trials (RCTs) including patients with SRNS
treated with an immunosuppressive therapy or placebo.

Results: Seven RCTs were included, and the number of patients ranged from 30 to 131. Conventional
pair-wise meta-analysis indicated a higher odds of complete or partial remission with tacrolimus as
compared to cyclophosphamide [odds ratio (OR) 4.908, 95% confidence interval (CI) 2.278-10.576,
P<0.001], and cyclophosphamide (OR 0.143, 95% CI 0.028-0.721, P=0.019) and placebo (OR 0.043,
95% C10.012-0.157, P<0.001) were associated with a lower likelihood of complete or partial remission
than cyclosporine. Bayesian analysis indicated that tacrolimus and cyclosporine were the best and the
second-best agents for inducing a complete or partial remission (rank probability =0.53 for tacrolimus
and 0.46 for cyclosporine).

Conclusions: As compared to cyclophosphamide and cyclosporin, tacrolimus is more effective at inducing

remission in patients with SRNS.
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Glomerular filtration rate is associated
with free triiodothyronine in euthyroid subjects
Al triiodothyronine <ligiva ga sl mdipdl Jaza bl
A gl cS A

Anderson JLC, et al.
Eur J Intern Med 2017 Oct 24.

Background: Effects of variations in thyroid function within the euthyroid range on renal function are
unclear. Cystatin C-based equations to estimate glomerular filtration rate (GFR) are currently advocated for
mortality and renal risk prediction. However, the applicability of cystatin C-based equations is discouraged in
patients with overt thyroid dysfunction, since serum cystatin C and creatinine levels are oppositely affected by
thyroid dysfunction. Here, we compared relationships of thyroid stimulating hormone (TSH), free thyroxine
(FT4) and free triiodothyronine (FT3) with various measures of kidney function in euthyroid subjects.
Methods: Relationships of eGFR, based on creatinine (¢GFRcrea), cystatin C (eGFRcysC), creatinine+cystatin
C combined (eGFRcrea-cysC) and creatinine clearance (CrCl) with TSH, FT4 and FT3 were determined in 2180
euthyroid subjects (TSH, FT4 and FT3 all within the reference range; anti-thyroid peroxidase autoantibodies
negative) who did not use thyroid hormones, anti-thyroid drugs, amiodarone or lithium carbonate.

Results: In multivariable models including TSH, FT3 and FT4 together, eGFRcrea, eGFRcysC and eGFRcrea-
cysC and CrCl were all positively related to FT3 (P<0.001), translating intoa 2.61 to 2.83 mL/min/1.73m? increase
in eGFR measures and a 3.92 mL/min increase in CrCl per 1 pmol/L increment in FT3. These relationships with
FT3 remained taking account of relevant covariates.

Conclsusions: In euthyroid subjects renal function is associated with thyroid function status, especially by
serum FT3, irrespective of the eGFR equation applied. In the euthyroid state, cystatin C-based eGFR equations
are appropriate to assess the relationship of renal function with variation in thyroid function status.

81



Journal of the Arab Board of Health Specializations Vol.18, No.4, 2017

o a5 G A A ) el ol ol Jlaal (e 2ol Al ) 5 ol il Ol Le siad) 418
oy iy W 4l V) el gl A5l 8y shaally il 3 A U155 Lo oSl )l Jaxa a3 cystatin C e sadieall Y aleall
creatinine s cystatin C <ilisine o) Cus (i )l) dadal) &0 zealy JB a8 cystatin C e 3adiaall Y alaall 238
FT4 jall (g yill (TSH (pall alall (¢ sapel) (s lalis ) lia iyl o3 & o5 L 3all Zada gl ¢ pud Aty (Sl JS i
LB slgnd) S 8 A gIS Adlasll Akl Ll ao FT3 all sy fisasasilly

o adindl} @l Sl Sl Jaee G BB Aubs G Cua Bl elpud) SYla (e 2180 Al e rdad) 3ok
il Q) Adas {(eGFRcrea-cysC) L Logal€ e wiadls (eGFReysC) cystatin C e aiadlls (@GFRcrea) creatinine
Ciigargll 028 Cilysine oS Cun) FT3 all Guisefisassilly FT4 sall Sl (TSH ol Slall ysas¢l Clisiosas (CrCl)
Gpall saliae cilallas of 4uyn cligan 4 Ayl ey pi ol o Hyall Slass yul) lacal 4l e sl Jladd) e b._m;
Jlithium carbonate sl amiodarone s

«¢GFRcysC «eGFRcrea # o () FT45 FT3 (TSH u\-’}-&)@ﬂ Laiall Glpaaiall soaeie zilall & laagl rgsladl)
Dhaiay 32k ) aagh W 985 ¢(0.0012p) FT3 @lisis ae Lu\a.n\ s, ki) CrCl 5 eGFRerea- cysC J) dalayl
ol Sl At 8 9/de 3.92 salyyy @GFR (gpaiill ) w33l Jae @luld 8 25 1.73/3/de 2.83 a5 2.61
i) laeYh 381 e 4l FT3 s ao claliy¥) oda cudy 85 JFT3 Gsis & JfUsesSu 1 50l JS (CrCl)
Alall cly daldl g8y

o FT3 Clisine go dualiy oidyal) didigll Alla pe Laifi Gyl Ailagl) of JBal) oloudl e¥la 6 Laagl tculplitivy)
o B elpdl Vs b Jangl LeGFR (sl Sl iyl Jiee il Zidadd) Ableall ge Jlall (s @l Jeadl)
Uls & @builly K00 Agdagll 280l sl Lslie 580 €l &30 Jaes padi 4 cystatin C e saciaad) <Y aladl)
Al dighs )

Anaesthesia And Intensive Care

55 5al) lially ol

Anesthesia and Alzheimer’s disease
sl glag puaddl)

Marques AFVDSEF, et al.
Rev Bras Anestesiol 2017 Nov 11.

Background and objectives: It has been speculated that the use of anesthetic agents may be a risk factor for
the development of Alzheimer’s disease. The objective of this review is to describe and discuss pre-clinical and
clinical data related to anesthesia and this disease.

Content: Alzheimer’s disease affects about 5% of the population over 65 years old, with age being the main
risk factor and being associated with a high morbidity. Current evidence questions a possible association
between anesthesia, surgery, and long-term cognitive effects, including Alzheimer’s disease. Although data
from some animal studies suggest an association between anesthesia and neurotoxicity, this link remains
inconclusive in humans. We performed a review of the literature in which we selected scientific articles in
PubMed database, published between 2005 and 2016 (one article from 1998 due to its historical relevance),
in English, which address the possible relationship between anesthesia and Alzheimer’s disease. 49 articles
were selected.

Conclusion: The possible relationship between anesthetic agents, cognitive dysfunction, and Alzheimer’s
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disease remains to be clarified. Prospective cohort studies or randomized clinical trials for a better understanding
of this association will be required.
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Psychiatry

Evaluation of serum neuron-specific enolase, S100B, myelin basic protein and glial fibrilliary
acidic protein as brain specific proteins in children with autism spectrum disorder
raaad) A8l cilinll) (g9 @3 Cpbiall Gtig g <ST00B ¢y gmandl o5l SYgiY) g0 anill
@il cighl) clihdly ulaal) JUkY) sie § Ll de g clisig S Juaall

Esnafoglu E, et al.
Int J Dev Neurosci 2017 Oct;61:86-91.

Objecitve: Brain specific-proteins are not found in other tissues and measurement non-invasively in the blood
may identify structurally and functionally damaged brain regions and identify the severity and prognosis of
neuropsychiatric diseases. For this reason, we aimed to evaluate serum brain-specific protein values as brain
damage markers in children with autism spectrum disorder (ASD).

Methods: 35 children with ASD and 31 healthy subjects were included in the study. Sociodemographic form
and Childhood Autism Rating Scale (CARS) were applied to each subject. Serum neuron specific enolase
(NSE), S100B, Myelin basic protein (MBP) and Glial fibrillary acidic protein (GFAP) values were measured
with ELISA.

Results: There was no significant difference between the two groups for NSE, MBP and S100B values (p=0.242;
p=0.768; p=0.672, respectively). However, GFAP values in the patient group were statistically significantly
higher (mean+SD: 0.463+0.392 ng/ml) than in the healthy control group (mean+SD: 0.256+0.111ng/ml)
(p<0.001). In addition, there was a significant positive correlation between serum GFAP values and CARS score
in all subjects and in the patient group (r=0.599; p<0.001 and r=0.380; p=0.024, respectively).

Conclusions: While serum NSE, MBP, and S100B values cannot be considered as biomarkers for ASD, GFAP
may be a biomarker and is suggested as a possible indicator of autism severity.
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Evaluation of sleep profile in schizophrenia patients treated

with extended-release paliperidone
L), adl) g3 paliperidone ¢)s

Kongsakon R, et al.
Psychol Res Behav Manag 2017 Oct 27;10:323-327.

Objective: To evaluate the effect of 6 months of treatment with paliperidone extended-release (ER) tablets on
the sleep profile of patients with schizophrenia.

Methods: A total of 984 patients meeting the The Diagnostic and Statistical Manual of Mental Disorders,
Fourth Edition (DSM-1V) criteria for schizophrenia who switched their antipsychotic to paliperidone ER were
recruited from 61 sites in five countries in Southeast Asia. We recorded patient demographics and assessed sleep
quality and daytime drowsiness using visual analog scales.

Results: Approximately 70% of patients completed the 6-month study. After the use of paliperidone
ER, patients reported significantly better sleep quality (76.44 vs 65.48; p<0.001) and less daytime
drowsiness compared with their baseline value (23.18 vs 34.22; p<0.001). Factors predicting sleep
profile improvement were completion of the study and higher baseline Positive and Negative Syndrome
Scale scores.

Conclusion: Paliperidone ER can help schizophrenia patients to improve sleep quality and reduce daytime
drowsiness; this was seen especially in the patients who completed the 6-month treatment period and had higher
baseline Positive and Negative Syndrome Scale scores.
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Otorhinolaryngology
syaially oVl N1 Lalyl

Endoscopic sinus surgery improves sleep quality
in chronic rhinosinusitis
psil) A gi Cpeand B Ay BN ugaad) daa g
Gajall qugaadly ) gl eV B

Sukato DC, et al.
Otolaryngol Head Neck Surg 2017 Oct 1:194599817737977.

Objective: Up to 75% of patients with chronic rhinosinusitis (CRS) suffer with poor sleep quality and
reduced quality of life. Endoscopic sinus surgery has demonstrated encouraging results in improving
sleep function. The aim of this systematic review is to assess the change in sleep quality after surgery
for CRS.

Methods: Data Sources PubMed, Web of Science, EMBASE. An electronic search was conducted with the
keywords “sinusitis” or “rhinosinusitis” and “sleep.” Studies were included only when adults underwent
endoscopic sinus surgery and were evaluated pre- and postoperatively by the Epworth Sleepiness Scale
(ESS), the Pittsburgh Sleep Quality Index (PSQI), the Apnea-Hypopnea Index (AHI), the sleep domain
of Sino-Nasal Outcome Test-22, or the sleep domain of Rhinosinusitis Disability Index.

Results: The database search yielded 1939 studies, of which 7 remained after dual-investigator screening. The
standardized mean differences (95% CI) for the ESS, PSQI, and AHI were -0.94 (-1.63 to -0.26), -0.80 (-1.46 to
-0.14), and -0.20 (-0.32 to -0.07), indicating large, moderate to large, and small improvements, respectively. All
analyses displayed high heterogeneity ( I> = 95%-99%).

Conclusions: Sleep quality, as measured by the ESS and PSQI surveys, shows substantial improvement
after surgery for CRS, with smaller improvement seen for AHI. Generalizability of our results is limited
by high heterogeneity among studies and by broad confidence intervals that cannot exclude small to trivial
changes. The findings of this meta-analysis provide insight into the effect of CRS-related endoscopic sinus
surgery on sleep quality, which should guide future research direction and counseling of patients in the
clinical setting.
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Epstein-Barr virus infection
and oral squamous cell carcinoma risk
layudl jhadg Epstein-Barr gusd; oY)
plll B LAY Addia

She Y, et al.
PLoS One 2017 Oct 24;12(10):e0186860.

Background: The evidence for association between Epstein-Barr virus (EBV) infection and risk of oral
squamous cell carcinoma (OSCC) is inconsistent in the literature. Therefore, this meta-analysis was conducted
to clarify this association.

Methods: A literature search was conducted in electronic databases for English- and Chinese-language
publications until March 31, 2017 to include eligible case-control studies. The pooled odds ratio (OR) and 95%
confidence interval (95% CI) were estimated to determine the association between EBV infection and OSCC
risk using a fixed- or random-effects model based on heterogeneity. Publication bias was assessed using funnel
plot analysis.

Results: A total of 13 case-control studies with 686 OSCC patients and 433 controls were included based on
predetermined inclusion and exclusion criteria. The pooled OR with 95% CI between EBV infection and OSCC
risk was 5.03 (1.80-14.01) with significant heterogeneity observed (I> =87%). The subgroup analysis indicates
that the year of publication, study location, economic level, sample size, tissue type, detection method and
marker, control type, and language might explain potential sources of heterogeneity. Publication bias was not
observed, and sensitivity analysis showed stable results.
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Conclusions: The results of the current meta-analysis suggest that EBV infection is statistically associated
with increased risk of OSCC. However, additional high-quality studies with larger sample sizes are needed
to further confirm the relationship between EBV and OSCC.
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Ophthalmology
dnall alpeY)

Intravitreal infliximab injection
to treat experimental endophthalmitis
) awall Jals infliximab s g0
crradl Ol ol gl Aallaa B

Ondas O, et al.
Eurasian J Med 2017 Oct;49(3):167-171.

Objective: The purpose of this study was to compare the use of an intravitreal injection of infliximab and of
dexamethasone combined with vancomycin to treat experimental endophthalmitis induced by Staphylococcus
epidermidis.

Materials and Methods: The study was conducted between March 25 and April 13, 2012. Twenty-five
six-month-old healthy rabbits were used, each weighing 2.5-3 kg. The rabbits were randomized into
five groups with five animals per group. Endophthalmitis was induced by 0.1 mL (103 colony-forming
units) S. epidermidis in all groups. In group 1, injection was not implemented after the occurrence of
endophthalmitis. In groups 2, 3, and 4, the following intravitreal injections were given 24 h after the
occurrence of endophthalmitis: group 2, 0.1 mg/0.1 mL vancomycin; group 3, 1 mg/0.1 mL vancomycin
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and 1 mg/0.1 mL dexamethasone; and group 4, 1 mg/0.1 mL vancomycin and 2 mg/0.1 mL infliximab.
Group 5 was the control/uninfected group. The rabbits were clinically assessed each day for seven days.
On day 9, a histopathologic evaluation was performed after enucleation.

Results: After a clinical evaluation, no statistically significant difference was found between the
vancomycin+infliximab and vancomycin+dexamethasone groups (p>0.05). The difference was significant when
both groups were compared with the vancomycin group (p<0.001). After the histopathologic evaluation, no
statistically significant difference was found among the three groups (p>0.05).

Conclusion: An intravitreal injection of infliximab and of dexamethasone combined with vancomycin have
similar clinical and histopathologic effects. To supplement the antibiotic treatment of endophthalmitis,
infliximab in a safe dose range can be used as an alternative to dexamethasone to suppress inflammation
and prevent ocular damage.
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Dermatology
alall yal e

European guideline for the management of scabies
) a¥la s 8 dyg,sY) cluagil)

Salavastru CM, et al.
J Eur Acad Dermatol Venereol 2017 Aug;31(8):1248-1253.

Scabies is caused by Sarcoptes scabiei var. hominis. The disease can be sexually transmitted. Patients’
main complaint is nocturnal itch. Disseminated, excoriated, erythematous papules are usually seen on the
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anterior trunk and limbs. Crusted scabies occurs in immunocompromised hosts and may be associated with
reduced or absent pruritus. Recommended treatments are permethrin 5% cream, oral ivermectin and benzyl
benzoate 25% lotion. Alternative treatments are malathion 0.5% aqueous lotion, ivermectin 1% lotion and
sulphur 6-33% cream, ointment or lotion. Crusted scabies therapy requires a topical scabicide and oral
ivermectin. Mass treatment of large populations with endemic disease can be performed with a single dose
of ivermectin (200 micrograms/kg of bodyweight). Partner management needs a look-back period of 2
months. Screening for other STI is recommended. Patients and close contacts should avoid sexual contact
until completion of treatment and should strictly observe personal hygiene rules when living in crowded
spaces. Written information should be provided to suspected cases.
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Evaluation of anti-desmoglein-1 and anti-desmoglein-3 autoantibody titers in pemphigus
patients at the time of the initial diagnosis and after clinical remission
4513 desmoglein-3 s desmoglein-1 Jadf e anis
Ay pead) i) Eigaa dayg padldil) auag die g AL e dis

Russo I, et al.
Medicine (Baltimore) 2017 Nov;96(46):e8801.

It has been suggested that anti-desmoglein autoantibody titers could be helpful in follow-up and therapeu-
tic management of pemphigus patients. However, there is no consensus regarding the relationship between
anti-desmoglein autoantibody titers and clinical activity of pemphigus. The aim of our study was to evalu-
ate if clinical remission of pemphigus relates to the presence of anti-desmoglein autoantibodies. Thirty
patients with pemphigus vulgaris and 7 patients with pemphigus foliaceous were included in the study.
Assessment of autoantibody titers was carried out at the time of the initial diagnosis and after the clinical
remission using an enzyme-linked immunosorbent assay-based assay. Our results indicate that pemphigus
clinical remission did not necessarily imply a serological remission, and consequently it is necessary to
establish if withdrawal of the immunosuppressive regimen in pemphigus should be based exclusively on
the achievement of clinical remission or also on the serological findings.
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