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Antioxidants and Cancer Prevention

Antioxidants are substances that may protect cells from the damage caused by unstable molecules known as free
radicals. Free radicals damage may lead to cancer. Antioxidants interact with and stabilize free radicals and may
prevent some of the damage free radicals might otherwise cause. Well known examples of antioxidants are the
vitamins C, E, and A including beta-carotene, other substances are lycopene and lutein.

Free radicals are formed as part of our natural metabolism but also by environmental factors, including smoking,
pesticides, pollution and radiation. Free radicals are unstable molecules which react easily with essential molecules
of our body, including DNA, fat and proteins. All organic and inorganic materials consist of atoms, which can
be bound together to form molecules. Each atom has a specific number of protons (positively charged) and
electrons (negatively charged). Most single atoms are not stable because they have too few or too many electrons.
Atoms try to reach a state of maximum stability by giving away or receiving electrons from other atoms, thereby
forming molecules. Free radicals are molecules which have one electron too much or too less in order to be
stable. Free radicals try to steal or give electrons to other molecules, thereby changing their chemical structure.

When a free radical attacks a molecule, this molecule will then become a free radical itself, causing a chain
reaction which can result in the destruction of a cell. Antioxidants have the property to neutralize free radicals by
receiving or donating an electron without becoming free radicals themselves, because they are stable in both forms.
In other words, antioxidants are chemicals that offer up their own electrons to the free radicals, thus preventing
cellular damage. However, when the antioxidant neutralizes afree radical it becomes inactive. Therefore we need to
continuously supply our body with antioxidants. The action of free radicals could increase the risk of diseases such as
cancer and heart problems and could accel erate ageing. Antioxidants have the property to neutralize the free radicals
and prevent damage.

In humans, the most common form of free radicalsis oxygen. When an oxygen molecule (O2) becomes electrically
charged or “radicalized” it tries to steal electrons from other molecules, causing damage to the DNA and other
molecules. Over time, such damage may become irreversible and lead to disease including cancer. Antioxidants
can be found in most fruits and vegetables but also culinary herbs and medicina herbs can contain high levels of
antioxidants. The five best antioxidant-rich foods:

1. Berries: In addition to being deliciously sweet, berries such as raspberries, blueberries and strawberries offer an
abundance of antioxidant capacity.

2. Brocceoli: Definitely takes the gold medal for most nutritious vegetable. This cruciferous vegetable contains
more vitamin C than an orange and has more calcium than a glass of milk.

3. Garlic: Is aso useful for decreasing blood pressure and cholesterol, removing heavy metals from the body,
preventing cancer and acting as an antifungal and antiviral agent.

4. Green tea. Contains high concentrations of catechin polyphenols, which heightens levels of oxidation and
hemogenesis.

5. Tomatoes: Are by far the richest source of a powerful anticancer agent called lycopene.

Professor M. Hisham Al-Sibai
Editor-in-chief
Secretary General of the Arab Board of Health Specializations
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RETICULIN MESHWORK: A POTENTIAL PARAMETER IN RISK
ASSESSMENT OF GASTROINTESTINAL STROMAL TUMORS (GISTs)
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ABSTRACT

Objective: The purpose of this study was to review
our series of Gastrointestinal Stromal Tumors (GISTs)
and to shed more light on the reticulin meshwork
patterns to investigate the question of any possible
correlation between its meshwork and the biologic

behavior of these tumors.

Methods: Our series included 59 spindle cell
tumors retrieved from the Pathology Department files
at Damascus University, Assad University Hospital
between 2000 and 2006. CD117 (c-Kit), CD34, PS100,
and Desmin were applied. The reticulin stain was then
applied on the CD117-positive-cases.

*Zeid Bittar, MD; Department of Pathology, Assad University Hospital, Damascus, Syria. E-mail: zeidbittar@yahoo.com.
*Sharif Elsalem, MD, PhD, Department of Pathology, Assad University Hospital, Damascus, Syria.



Journal of the Arab Board of Health Specializations VVol.13, No 2, 2012

Results: Thirty five cases showed immunoreactivity
for CD117 (cytoplasmic positivity with membranous
enhancement) and considered KIT-positive-GISTs
(incidence rate: 5 caseslyear), of which 18 cases
(51.43%) showed neural differentiation, and one
(2.85%) showed dual differentiation. The patients
ranged in age from 19 to 83 years (mean 53 years)
with a dight male predilection. The most common
site of GIST localization was the stomach followed
by the small intestine. The most common histologic
type was the spindle cell followed by the epithelioid
and mixed types. The clinicopathologic, histologic,
and immunophenotypic features were reviewed with
emphasis on the predictors of GISTS biologic behavior.
The tumor size ranged from 0.6 to 35 cm (mean 12.3
cm). More than 80% of cases were in the high and
intermediate risk groups. No correlation was noted
between neural differentiation and malignancy or
between the extent and intense of CD117 positivity and
malignancy. In the reticulin stain three special patterns
of reticulin meshwork were observed: (1) the very low
and low risk cases were found to be reticulin rich and
had fibers encircling the single tumor cells and small
groups of cells (identified in 6 of 6 cases or 100%); (2)
the intermediate risk cases had fibers enveloping larger
groups of cells giving an alveolar-like appearance
(identified in 9 of 9 cases or 100%), and (3) the high risk
cases had areas devoid of reticulin fibers surrounding
cells with the meshwork destroyed totally (in 12 of
20 cases or 60%), or focally with adjacent foci of the
“intermediate risk, widely meshed pattern” (in 8 of 20
cases or 40%), a morphology that may reflect varying
malignant potential in different tumor areas.

Conclusions: Ourfindings indicate that the conditions
in the reticulin meshwork considered are very predictive
in risk assessment of GISTs (proportion between the
paucity of fibers and malignancy).

INTRODUCTION

Gastrointestinal  Stromal  Tumors (GISTs), the
great majority of GI tract mesenchymal tumors,
have a spectrum from small indolent tumors to overt
sarcomas.

Criteria for identification of GISTs, based on

immunoreactivity for the CD117 epitope expressed on
KIT, have improved the accuracy of GIST diagnosis.!

There are many prognostic features for GISTs; the
two most important indicators are the tumor size and
mitotic index (2002 consensus approach).? According
to this approach, all GISTs have malignant potential.
Recently, anatomic location has been found to affect
the risk of disease recurrence and progression so it was
included in the 2007 updated criteria of the National
Comprehensive Cancer Network (NCCN).2

An early study indicated that the paucity of reticulin
fibers is one of the features that may predict the
aggressive behavior in gastric GISTs.*

The purpose of the present study was to review
our series of GIST tumors and shed more light on the
reticulin meshwork patterns as a suggestive feature of
biologic behavior.

METHODS

Gastrointestinal lesions diagnosed as spindle cell
tumors were retrieved from the Pathology Department
files at Damascus University, Assad University Hospital
between 2000 and 2006. A total of 72 lesions were
identified of which 59 had cell blocks available.

The H&E sections of the 59 tumors were reviewed
and found to be qualified, then four immunostains
(CD117, CD34, PS100, and Desmin) were performed
on the formalin-fixed, paraffin embedded sections
using the avidin-biotin-peroxidase (ABC) method.
The specimens were cut 5 um thick, deparaffinized in
xylene, and rehydrated in descending grades (100% to
70%) of ethanol. The retrieval solution was TRS, PH
6.0. The primary antibody for CD117 staining was
Rabbit anti-CD117 # A4502 with 1:250 dilution. No
epitope retrieval (demasking) was used with PS100
staining. The immunostaining reaction was visualized
using 0.05% diaminobenzidine in Tris-HCL buffer, PH
7.6.

The reticulin stain was then applied on the CD117
positive cases (Gordon Sweet’s silver impregnation
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technique)>87 in order to investigate the question of any
possible correlation between its meshwork and biologic
behavior.

Pathologic features analyzed included tumor
size, which was determined on the basis of the gross
description recorded in the pathology report; mitotic
activity (mitotic figures were countered in areas of
maximum mitotic activity and was expressed as the
number of mitoses per 50 high power field); individual
tumor cell morphology (spindle, epithelioid, or mixed);
special architectural arrangements (nested patterns,
myxoid stroma, vacuolization of cells, and other special
features like skenoid fibers); degree of nuclear atypia;
and cellularity (was graded as 1+ when <25% cells and
>75% collagen, 2+ when 50% cells and 50% collagen,
and 3+ when >75% cells and <25% collagen).

Clinical dataandfollow-upinformationwereaobtained
from patients’ charts.

RESULTS

Of the 59 cases, thirty five cases showed
immunoreactivity for CD117 (cytoplasmic positivity
with membranous enhancement) and considered KIT-
positive-GI STs. The clinicopathol ogic features of these
cases are summarized in Table 1.

Fifty three percent (53%) of the patientsin this series
weremen. They rangedin agefrom 19to 83 years(mean,
53 years). Tumor size ranged from 0.6 to 35 cm (mean,
12.3 cm). Mitotic activity was absent or low (<5 mitosis
per 50 HPF) in 13 tumors, intermediate (5-10/50 HPF)
in 13 tumors, and high (>10/50 HPF) in the remaining
9 tumors.

As for the involvement of the abdominal organs,
lesions involved the stomach in 17 patients, the small
intestine in 8, the colon and rectum in 2, the mesentery
in 3, and the omentum in 3 patients. There was also
one case in the appendix (case No. 5, Table 1), and
another in the abdominal wall. There was no casein the
esophagus. One patient had colonic adenocarcinoma
with concomitant gastric GIST (case No. 23, Table 1)
(Figure 1).

The last three parameters (tumor size, mitotic
activity, and anatomical location) were used to put the
tumors into risk groups (NCCN Guidelines, see Risk
Assessment below).

Two other features were screened in the setting of
determining malignancy; nuclear grade and degree of
cellularity. Eleven tumors were of low nuclear grade,
12 of intermediate, and 12 of high nuclear grade. Eight
tumors had 1+ cellularity, 12 had 2+ and 15 had 3+
cellularity.

Histologically; twenty four tumors were comprised
of largely spindle cells, 6 had more plump epithelioid
cells, and 4 had a mixture of both cell types (Figure 2A
and 2B).

Noticedin somecasesweresomespecial featuressuch
as skenoid fibers (Figure 2C), perinuclear vacuolization,
and scattered myxoid stroma. Some tumors had mild
inflammatory infiltrate while in others the cells were
arranged in intersecting fascicles and sometimes had a
nested morphology (Figure 2D). Topographically, there
have been 20 cases in the submucosa, 8 cases in the
subserosa, and 7 cases in the muscularis propria.

The immunoreactivity with CD117 in the 35 cases
was estimated according to two parameters:

1-The number of tumor cells positive for the staining
(focal staining versus diffuse) was graded as: 1+ when
<25% of tumor cells are immunoreactive for CD117
(identified in 3 cases); 2+ when 25-50% of tumor cells
are immunoreactive for CD117 (identified in 8 cases);
and 3+ when >50% of tumor cells are positive for
CD117 (identified in 24 cases) (Figure 3A and 3B).

2-The intensity of the staining (weak staining versus
intense) ranged from 1+ for weak staining (identified
in 3 cases); 2+ for intermediate degree (identified in
19 cases); and 3+ for intense staining (identified in 13
Cases).

The staining was cytoplasmic with membranous
enhancement and sometimes highlighting the plumped
morphology of the tumor epithelioid cells (Figure 3C).
Scattered mast cells within the intervening stromawere
positive for CD117 and were used as internal controls.®
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Patient No. | Age (year) | Size (cm) | Mitoses | Cell morphology Special features F(?r!?:tvﬁ:)p Organ
1 49 26 >10 S Hyalinized Vessels 8 Sl
2 44 5 <5 S Skenoid Fibers Sl
3 58 <5 S 23 ST
4 57 12 <5 S Myxoid Stroma 12 Sl
5 50 0.6 <5 S Nested 14 AP
6 48 15 >10 E Myxoid Stroma ST
7 32 14 5 S Vacuolization 9 MES
8 52 10 >10 S Nested ST
9 83 13 5-10 S Nested ST
10 56 8 >10 M Vacuolization 16 ST
11 63 8 <5 M Intersecting Fascicles ST
12 71 25 >10 E 25 ST
13 63 6 <5 S Skenoid Fibers 27 Sl
14 66 3 <5 M Intersecting Fascicles Sl
15 32 4 5-10 E 33 ST
16 64 15 <5 M Vacuolization MES
17 55 15 >10 E 45 REC
18 55 35 >10 E Inflammatory Infiltrate OME
19 58 <5 S 14 ST
20 45 30 <5 S Myxoid Stroma 11 ST
21 19 15 5-10 S OME
22 28 3 <5 S Nested 19 Sl
23 55 2 <5 S Nested ST
24 48 25 5 S Nested 48 (6(0)
25 59 20 <5 S Myxoid Stroma ST
26 50 5.8 5 S Nested 18 ST
27 46 45 5-10 S Intersecting Fascicles ST
28 65 13 5 S Nested 30 Sl
29 39 12 5-10 S Inflammatory Infiltrate ST
30 72 5 5-10 S Nested 90 ST
31 69 5-10 S Nested Sl
32 56 16 5-10 E Inflammatory Infiltrate MES
33 58 6 >10 E 85 OME
34 55 15 >10 E Myxoid Stroma 14 AW
35 48 6 5-10 S Nested 58 ST

S, spindle cell morphology; E, epithelioid; M, mixed (spindle and epithelioid); SI, small intestine; ST, stomach; AP, appendix; MES, mesentery;
REC, rectum; OME, omentum; CO, colon; AW, abdominal wall.

Table 1. Clinicopathologic features of the GIST tumors.
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Figure 1. The patient was found to have two tumors simultaneously; (A) Adenocarcinomain the colon
(H&E stain, magnification 20X), (B) GIST of the stomach (H&E, magnification 40X).

Figure 2. GIST of spindle cell type (A), and of epithelioid type (B) (H&E, magnification 20X);
(C) The so-called skenoid fibers in a GIST tumor (case no. 2 Table 1) (PAS stain, magnification 20X),
(D) A GIST with the nested-organized or paraganglioma-like morphology (H&E, magnification 20X).
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Figure 3. (A) A GIST shows CD117 positivity in >75% of tumor cells (graded 3+), (B) Only 25-50% of tumor
cells (2+) were positive for CD117 here, (C) CD117 positivity was typically membranous (magnification 20X).

Figure 4. (A) CD34 positivity in a GIST tumor, notice the membranous enhancement (magnification 40X),

(B) All cases had positive controls (magnification 20X); (C) PS100 positivity in a GIST tumor
(magnification 40X), (D) Desmin positivity in a submucosal GIST tumor (magnification 20X).
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Twenty ninecasesout of 35 showed immunoreactivity
of the endothelium of tumor blood vessels for CD117,
a finding that was warranted by some references by
the tumor cell phenotype conversion to that of fetal
endothelial cells that express CD117.° The vascular
endothelium in the remaining 6 cases was negative for
CD117.

Twenty nine cases showed diffuse CD34
immunoreactivity a typical membranous pattern too
with internal controls on the vascular endothelium in
all cases?™ (Figure 4A and 4B). Eighteen cases showed
identifiable expression of PS100 and only one case was
positive for desmin, (Figure 4C and 4D).

According to NCCN guidelines, the 35 tumors were
segregated into risk groups as follows. 1 case in the
“None” group (risk of progressive disease is 0%), 1in
the “Very low risk”, 4 casesin the “Low risk”, 9 cases
in the “Intermediate risk”, and 20 cases in the “High
risk” group.

Three reliably distinguished patterns of reticulin
meshwork were observed in the different risk groups.

In the very low and low risk cases the meshwork
noticed to be diffusely rich, intact, and well formed
ensheathing the tumor cells by delicate reticulin fibers
(identified in 6 of 6 cases or 100%) (Figure 5A).
Whereas the intermediate risk cases were found to have
a distributed wide-meshed reticulin meshwork that
gives an aveolar-like appearance with thickened septa
(identified in 9 of 9 cases or 100%) (Figure 5B).

Aloss ofreticulin fibers surrounding cells was found in
the high risk cases with the meshwork destroyed totally
(in 12 of 20 cases or 60%) (Figure 6A), or focally with
gradual transition to adjacent foci of the “intermediate
risk, semi-destroyed pattern” (in 8 of 20 cases or 40%)
(Figure 6B), a morphology that raise the possibility of
varying malignant potential in different tumor areas.

Follow-up information was available for 20 of the
35 patients. The length of the follow-up period ranged
from 8-90 months (median, 30 months). One patient
developed local recurrence after 20 months which had

histologic and immunophenotypic features similar to
those of the primary (case No. 17, Table 1), and two
developed liver metastasis (1.6 cm in diameter) which
had similar histologic features to those of the primary
but immunophenotyping of metastasis wasn’t possible
as no cell blocks were available.

DISCUSSION AND CONCLUSIONS

A study of 35 KIT-positive-GISTs, with an incidence
rate of 5 cases per year, 51.43% of cases showed neural
differentiation “located mainly in the stomach and small
intestine matching the coordinated activity and stretch
function of the intestinal cells of Caja (ICCs) in these
organs rather than contractility” .1+121314 2 859 of cases
showed dual differentiation. No correlation between
neural differentiation and malignancy was noted.

The peak incidence was in the fifth decade of life, the
median age was 53 years. There has been a slight male
predilection. The most common site of GIST occurrence
was the stomach followed by the small intestine. The
most common histologic type was the spindle cell type
followed by the epithelioid and mixed cell types.

More than 80% of cases were in the high and
intermediate risk groups and mainly located in the
stomach. The average tumor size was 12.3 cm.

Ideal results of CD117 staining can be obtained
by following some conditions:®® using a control, the
primary antibody A4502 with 1/200-1/500 optimal
dilution and aretrieval solution of PH 9 or 6 (a longer
incubation period is recommended in case of using a
solution of PH: 6). CD117 positivity was cytoplasmic
with membranous enhancement (2) in most of the cases.
No correlation noted between extent and intense (level
of KIT expression) of this positivity and malignancy.
CD117 found to be more sensitive than CD34 because
in the cases CD117 was dightly positive, CD34 was
negative.

Our clinicopathologic findings match and do support
those of most of the other published studies.?1617:18
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Figure 5. (A) A small intestinal GIST: 3*3 cm with <5 mitoses/50 HPF (low risk) (Reticulin stain, magnification 5X),
(B) 5*5 cm gastric GIST with 5-10 mitoses/50 HPF (intermediate risk) (Reticulin stain, magnification 10X).

Figure 6. (A) A gastric tumor: 12*11 cm with 5-10 mitoses/50 HPF (high risk),
(B) Thereticulin meshwork in a GIST tumor measures 16* 13 cm with 5-10 mitoses per 50 HPF
(foci of intermediate appearance next to foci devoid of fibers) (Reticulin stain, magnification 10X).
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In discussion of the reticulin meshwork status, the
morphological unit of interpretation begins with the
low power view of the slides. A dark color is noticed
in the very low and low risk cases that reflect a dense
meshwork. A littlelighter color isnoticed inintermediate
risk cases, where the totally light-colored dides are
consistent with the high risk cases.

There is no recent study advocated the recognition
of that unique reticulin meshwork patterns but our
study strongly supports the facts that there is a special
formula in distinguishing and predicting the group of
clinical behavior into which a GIST may fall (in that
one can predict the risk group of a given tumor case
from the morphology of its reticulin meshwork). This
morphology described for reticulin meshwork may have
resulted from pushing aside or destroying the fibers and
bands by aggressive tumor cells proliferation.

On the basis of these findings the conclusions are that
the reticulin meshwork considers very predictivein risk
assessment of GISTs.

REFERENCES

1. Blanke CD. Optimising therapy for GIST patients. Eur J
Cancer 2006;4(3).:19-26.

2. Fletcher CDM, Berman JJ, Corless C. Diagnosis of
gastrointestinal stromal tumors: a consensus approach.
Hum Pathol 2002,33:459-65.

3. Demetri GD, Benjamin RS Blanke CD. NCCN Task
Force Report: Optimal management of patients with
gastrointestinal stromal tumors(GIST)- Update of NCCN
Clinical Practice Guidelines. JNCCN 2007,5:Suppl 2,
Jones and Bartlett Publishers, Boston, S1-S26.

4. Appelman HD, Helwig EB. Gastric epithelioid
leilomyoma and leiomvosarcoma (leiomyoblastoma).
Cancer 1976;38:709-28.

5. Bancroft J, SevensA. Theory and practice of histological
techniques. 2nd ed. Churchill Livingstone: NY; 1982. p.
142-3.

6. Carson F, Hladik C, editors. Histotechnology: A self-
instructional text. 3rd ed. Ascp press, 2009. p. 177-8.

7. Kiernan JA. Histological and histochemical methods:

10

10.

12.

13.

14.

15.

16.

17.

18.

Theory and practice. 4th ed. Bloxham, UK: scion; 2008.
Ch8.

Orosz Z, Tornoczky T, Sapi Z. Gastrointestinal stromal
tumors: a clinicopathologic and immunohistochemical
study of 136 cases. Pathol Oncol Res 2005,11:11-21.
Miettinen M, Sarlomo-Rikala RM, Lasota J. KIT
expression in angiosarcomas and fetal endothelial cells:
Lack of mutations of exon 11 and exon 17 of C-kit. Mod
Pathol 2000,13(5):536-41.

Miettinen M, Sarlomo RM, Lasota J. GISIs: recent
advances in understanding of their biology. Hum Pathol
1999:30:1213-20.

Rudolph P, Chiaravalli AM, Pauser U. Gastrointestinal
mesenchymal tumors-immunophenotypic classification
and survival analysis. Virchows Arch 2002;441:238-48.
Eyden B, Chornevko KA, Shanks JH, et al. Contribution
of electron microscopy to understanding cellular
differentiation in  mesenchymal tumors of the
gastrointestinal tract: a study of 82 tumors. Ultrastruct
Pathol 2002;26:269-85.

Lee JR, Joshi V, Lasota J, et al. Gastrointestinal
autonomic nerve tumor: Immunohistochemical and
molecular identity with gastrointestinal stromal tumor.
Am J Surg Pathol 2001;25:979-87.

Wang L, Vargas H, French S\ Cellular origin of
gastrointestinal stromal tumors: a study of 27 cases.
Arch Pathol Lab Med 2000,124:1471-5.

Sabah M, Leader M, Kay E. The Problem With KIT:
Clinical implications and practical difficulties with
CD117 immunostaining. Appl Immunohistochem Mol
Morphol 2003;11(1):56-61.

Kim KM, Kang DW, Moon WS, Gastrointestinal stromal
tumors in Koreans: It's incidence and the clinical,
pathologic and immunohistochemical findings. J Korean
Med Sci 2005,20(6):977-84.

Nilsson B, Bumming P, Meis-Kindblom JM.
Gastrointestinal  stromal  tumors:  the incidence,
prevalence, clinical course, and prognostication in the
preimatinib mesylate era. Cancer 2005;103(4):821-9.
Tryggvason G, Gislason HG, Magnusson MK, et al.
Gastrointestinal stromal tumors in Iceland, 1990-2003:
The Icelandic GIST study, a population based incidence
and pathologic risk stratification study. Int J cancer
2005;117(2):289-93.



Journal of the Arab Board of Health Specializations VVol.13, No 2, 2012

SEASONALITY AND CIRCADIAN DISTRIBUTION OF SUDDEN DEATH
INAUNIVERSITY HOSPITAL, EASTERN SAUDI ARABIA

L gand) Ay yall ASTaall 408,50 dskaial L
Mohammed Fakhry Abdulmohsen, MD, MESC, FACC

Houssien Kamel Nofal, MD, PhD; Ammar Hassan Khamis, Bsc, Msc, DEA, PhD
o> ol jlae oo S99 JolS s> 1o u_mil.\.-.cg)_’d.\.a_xo .

Gyl paila

Cipall s 35 Cun cgpaliall ) Cagal) e (pay BLISY) A Cusfgall 155 8 Alead a5 3ns Laslas ol 6 tial) i
e A Akl 3 aliall Cgall Hlad b daals 5l Dl L Capall el 3 ity cWE) 8 poalidl) 8 el dali palial
ins el Gt (g A3kl o3 e cagh Jladl) =y o LS L Alla) a5 daiyall 83hall (63 Caall Jomd DA 3 gmadl Ay pa)) ASLel
coadall 2Ll gl elally sl gyl Aaali g Apdiil) (alpeV) A 3 sl 5yshad Jale ety Capall el Al

Gl ol Aaay QKD ralad) agd Gllal) ol aglgay axy Isazd (Al (o yall aead Apdall bl Ay paly JSy 5 sCanl) (3ub
31 ins 2000 slad S ()38 1) Clgins 6 558 (parin lldg c3lis Ala 1273 addre s A pradl Aygpadl ASLaall 438580 dilaially aleal) daalal
gl A ge e sially foalid) Cipall cV s Jilad 2 Aa DU AV Liadl ol e Jsaanll 2ny dllig (2 2005 lad ISV )58
4afi 0.05>p dad Cyiicly dusgyaall Clyriall (G Akl paail AP dfbaa) @ylall Gk &5 ldgll asdl g5lls Ayyells Adiadl
Alas) dala

i g aa gl Ll Al g IS adigie Cise Alla 1050 5 toalie Cige Al 223 yani slig Al 1273 Jass (0 5 1)
& Ll ga 508l (%0547 Canalls wapl) lasd) ysially cadall ¢ Slall - liall DUa eV o3¢ el 318 o zoaliall Csall eV 5 st
Nl el 35 Baagl (0.012=p <1.947-1.090 :%95 4 Jualsis «1.457 dpma V! dus) (%045.3 cludlly Cagall Load) Jxiedl)
Ay e A3lally ellyg ¢ Jladll 1) aleas o3 Hladly sl Lsha )l oo ladl Galall B Cua (%011.7) Ohois sed DA paliall gl
Slebs Pl oY) 5 Sipn pa adsiad) Ssally oaliadl Copall SV cap 35 35ms Liad Langd AT dea (50 .(0.0001>p) eV
L(0.0001>p) AY! el el e Apladly (sl Lo %28.86 5 %631.38) 1N 7Ll

£35 dsms Liad Jangd L 3)lls Jutinall = Lially 43jlie foalial) cogal) VAT el 55w sally cadaylly lall ) (3815 :culaliiiay)
el ge (Y el Pl oY) i) aa g o faliall Ggal OV maly s

*Mohammed Fakhry Abdulmohsen, MD, MESC, FACC, King Fahd University Hospital, PO.Box 40032, Alkhobar 31952, Saudi Arabia. E-mail: fakhri_
fakhria@yahoo.com.

*Houssien Kamel Nofal, MD, PhD, Consultant of Forensic Medicine and Assistant Professor, Department of Pathology, Forensic Medicine, College of Medicine,
University of Dammam, Dammam, Saudi Arabia.

* Ammar Hassan Khamis, Bsc, Msc, DEA, PhD, Associate Professor of Biostati stics and Genetic Epidemiol ogy, Department of Family and Community Medicine,
College of Medicine, University of Damman, Dammam, Saudi Arabia.

11



Journal of the Arab Board of Health Specializations VVol.13, No 2, 2012

ABSTRACT

Objective: Seasonal variation in coronary heart
disease eventsincluding sudden cardiac death has been
documented for long time. Sudden death especially
sudden cardiac death peaks in winter, and decreasesin
summer months. e promote that the risk for sudden
death (SD) in the Eastern Region of Saudi Arabia,
significantly increases during the very hot and humid
long summer season. Al Shamal’s (Northern) wind also
blow across this region from mid spring to late summer
months which is considered to be a major risk for
exacerbation of respiratory diseases such as bronchial
asthma and chronic obstructive pulmonary disease.

Methods. Weretrospectivelyinvestigated all deceased
cases (1273 cases) that occurred between January 1,
2000 and Dec 31, 2005 (223 cases of sudden death and
1050 of expected death) in King Fahd Hospital of the
University (KFHU), with the permissions of theresearch
committees of both the College of Medicine, Dammam
University, and KFHU, Al Khobar, Saudi Arabia. The
monthly and seasonal variation and the circadian
distribution of sudden death were studied. The necessary
statistical analyses to examine the relationship between
variables were implemented and a (p value) of <0.05
was considered significant.

Results: Out of 1273 cases of total death, we
identified 223 cases of sudden death and 1050 cases of
expected death during the 6 years study period. There
was a seasonal variation in sudden death with higher
frequency (54.7%) occurring in hot, humid, and dusty
climate (spring and summer) than (45.3%) in temperate
climate (fall and winter), (risk ratio: 1.457, 95% CI:
1.090-1.947, p=0.012). Sudden death occurred more
frequently in June (11.7%) when the hot weather is
coupled with severe humidity and dust brought on by
AL-Shamal (Northern) winds, than in other months
(p<0.0001). Circadian distribution of sudden death and
expected death was also noted with higher frequency in
early morning hours (31.38% and 28.86% respectively)
than other times of the day (p<0.0001).

Conclusions: Hot, humid and dusty climate was
associated with higher frequency of sudden death than
temperate and cool climate. There was also a clear
circadian distribution of sudden death with higher
frequency in the early morning hours.

12

INTRODUCTION

Sudden death is defined to be the death occurring
in less than 24 hours from the onset of the symptoms,
not otherwise explained and death is not to be violent.
Seasonal variation in coronary heart disease (CHD)
events including sudden cardiac death (SCD) has
been recognized for long time. SCD, especialy that
unexpected (i.e. without prior CHD) increased during
winter versus summer, and in low temperature versus
normal temperature.>° It has been aso found that the
out of hospital cardiopulmonary arrest occurring in
winter have a significantly lower likelihood of surviving.
Only 6% of people who arrested in winter survived to
discharge, compared with 8% of those who arrested in
summer.® Gerber Y, et al. assessed the relationship of
seasonsandweather typewithmyocardial infarction(MI)
and SCD in Olmsted County between 1979 and 2002.
They found that SCD and not MI increased significantly
in winter than summer and aso in low temperature.
These association were stronger for unexpected SCD
than for SCD with prior CHD (p<0.05).2 In a Scotch
study undertaken between 1990 and 1996, out of atotal
admission of 156,721 heart failure hospitalizations,
there were significantly more admissions occurred
in winter (very cold westher) compared to summer.
The peak admission occurred in December and the
nadir occurred in July. The number of male deaths in
December was 16% higher and in July 7% lower than
the average. In women the equivalent figures were 21%
higher in January and 14% lower in July.*? The AVID
(A comparison of antiarrhythmic-drug therapy with
implantable defibrillators) investigators tried to answer
the same question; if the sudden death is associated with
temporal variablesor not?. They included 4.450 patients
who had a recent episode of sustained ventricular
arrhythmia or unexplained syncope and inducible
ventricular tachycardia (VT), through the Nationa
Death Index Service as of December 31, 1997 (Follow
up 25.5+13.7 months). They found higher mortality rate
in winter months, and related the seasonal variation in
mortality to the variation in sudden arrhythmic death.®

Similarly, Takigawa M, et al. investigated the
seasonal and circadian distribution of ventricular
fibrillation (VF) in patients with Brugada syndrome.
Among 62 consecutive Brugada syndrome patients
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with an Implantable Cardioverter Defibrillator (ICD),
19 patients had at least one episode of an appropriate
ICD shock dueto VF during amean follow up of 7036
months, and 98 episodes were evaluated asisolated VF.
There was a significant peak between March and June,
(i.e. from spring to early summer). As for the circadian
distribution, significantly more VF occurred from
midnight to 6:00 am.**

Dhahran and Al khobar cities (Eastern Region of
Saudi Arabia) are characterized by extremely hot and
humid summer. Temperature can rise to more than 50°C
in summer coupled with extreme humidity (85%-100%),
giving the two cities proximity to the Arabian Gulf. It
holds the records of the highest temperature recorded in
the country: 51.1°C, recorded in August 1956.1>16

Nonetheless, the Shamal (Northern) winds usually
blow across the region in the spring and early summer
months, bringing a strong dust storm. These winds can
last up to 6 months. In contrast, the weather istemperate
during winter season (the geographical fall and winter
months), and the temperature rarely fals below 2°C,
being the lowest ever recorded -0.5°C in January
1964, with rain falling mostly between the months of
November and May.'%*" Therefore, we have carried out
this analysis regarding the seasonality and circadian
distribution of SD that occurring in a large University
hospital, located in the Eastern Region of Saudi Arabia,
in proximity to the Arabian Guilf.

Our main objectives of this work were to find if there
is a seasonal variation and/or circadian distribution
of SD in this region, which is characterized by a very
tough, extremely hot, humid and dusty weather in the
long summer season.

METHODS

The current study is a retrospective study of SD in
all age groups undertaken in King Fahd Hospital of the
University (KFHU), withthe permissionsof theresearch
committees of both the College of Medicine, Dammam
University, and KFHU, Al Khobar, Saudi Arabia.

We retrospectively investigated all deceased cases
(1273 cases) that occurred between January 1, 2000 and
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Dec 31, 2005 (223 cases of SD and 1050 of expected
death). For the purpose of this analytical study, SD
was defined as death occurring within less than 24
hours from the onset of symptoms of their final clinical
presentations, and is not to be violent. In all SD cases,
personal information, history of preexisting diseases,
chief complaint(s) on presentation, clinical signs,
performed investigations and diagnosis of death were
obtained from the medical case files. The individuals
who arrived dead were excluded from this study. We
stratified the frequency of SD in relation to all cause
deaths. We tried also to find if there is any monthly or
seasonal variation and/or circadian distribution of SD
or not.

Datawereenteredincomputer using SPSSforwindows
version 13.0 (SPSS Inc., Chicago, IL). Results were
cross-tabulated to examine the relationships between
the variables. Statistical analysis was performed using
y>-squarefor test of association and Fisher’sexact test as
appropriate. Where multiple variables were examined,
logistic regression analysis was used. Frequency tables
were performed as descriptive statistics. A (p-value) of
less than 0.05 was considered significant in all statistical
analyses.

RESULTS

Out of 1273 cases of total death in KFHU during the
6 years study period, there were 223 cases of natural SD
and 1050 cases of expected death. The frequency of SD
was 17.5% as compared to 82.5% for expected desath.
The frequency of SD was much higher in infantile (<1
year) and elderly (>60 years) age groups (31.2% and
32.4%, respectively).

It appears from the results illustrated in Tablel that
there was a seasonal variation of SD with the highest
frequency occurring in spring followed by summer
(29.6% and 25.1%, respectively), and the lowest
frequency occurred during fall and winter (22.4% and
22.9%, respectively). Whereas, the highest frequency
of expected death occurred in fall followed by winter
(36.8% and 34.4%, respectively), and the lowest
frequency occurred in spring and summer (10.6% and
18.3%, respectively), p<0.0001.
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A monthly variation of SD was also noted as depicted
in Table 2 and Figure 1. The highest frequency occurred
in May and June and the nadir occurred in January
(10.8%, 11.7%, and 5.4%, respectively), p<0.0001. On
the same direction of seasonality of SD, its frequency
was significantly higher in the long hot, humid and dusty
weather [spring and summer, 122 cases (54.7%)], thanin
temperate weather [fall and winter, 101 cases (45.3%)].
Logistic regression analysis revealed that 22.6% of the
risk of SD is explained by hot, humid, dusty weather
and age of the patients. Nevertheless, there was a clear
circadian distribution of SD as depicted in Figure 2.

The frequency of SD was significantly higher in
early morning hours (between 00:00 am to 5:59 am)
followed by evening hours (6:00 pm to 11:59 pm)
than late morning (6:00 am to 11:59 am) and afternoon
(12:00 noon to 5:59 pm), [67 cases (30.2%), 60 (27%),
55 (24.8%), and 40 (18%) respectively, p<0.0001]. The

No. of No. of
Season sudden % expected %
death cases death cases
Winter 51 229 361 34.4
Spring 66 29.6 111 10.6
Summer 56 25.1 192 18.3
Fall 50 224 386 36.8
Total 223 100 1050 100
p<0.0001

Table 1. Seasonal variation of sudden death as
compared to expected death.

frequency of expected death was also higher in early
morning followed by late morning than the afternoon
or evening hours [295 cases (28.1%), 283 (27%), 237

(22.6%), and 235 (22.4%) respectively, p<0.0001].

Month No. of sudden death cases % No. of expected death cases % Total | %
January 12 54 151 144 163 | 12.8
February 19 85 153 14.6 172 | 135

March 22 9.9 57 54 79 6.2

April 20 9.0 51 49 71 5.6

May 24 10.8 33 31 57 45
June 26 11.7 27 2.6 53 4.2
July 14 6.3 48 4.6 62 4.9
August 16 7.2 51 49 67 53
September 14 6.3 93 8.9 107 | 84
October 18 8.1 93 8.9 111 8.7
November 18 8.1 149 14.2 167 | 131
December 20 9.0 144 13.7 164 | 129
Total 223 100 (17.5%) 1050 100 (82.5**) | 1273 | 100

*Percent of sudden death in relation to total deaths, ** Percent of expected death in relation to total deaths, (p<0.0001)

Table 2. The monthly distribution of sudden death as compared to expected death.
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Figure 1. Monthly variation of sudden death as compared to expected death.
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DISCUSSION

Seasonal variation of sudden death (SD) in general
and sudden cardiac death (SCD) in particular, with
increased incidence in cold winter climate has been
recognized for long time.2° This can be explained by
the adverse effects of both viral and bacterial infections
on the major body systems, especialy in patients with
cardiovascular and respiratory diseases. Cold weather
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can add also further hemodynamic burden on the
circulation of patients with cardiovascular disease and
heart failure.>!2 The strong association of cold weather,
viral and bacterial infections in winter months, and
exacerbation of chronic obstructive pulmonary disease
(COPD) and bronchia asthma has been emphasized
also for long time.’®*? In the current study, there were
both monthly and seasonal variation in SD. The peak
frequency of SD (11.7%) occurred in June (i.e. the
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extremely hot, humid and dusty month) and the nadir
(5.4%) occurred in January (i.e. the cool and pleasant
month), p<0.0001.

Seasonality of SD was also very evident in this study
asit was higher (54.7%) during the long hot, humid and
dusty season (spring and summer), than in temperate
and cool season [fall and winter (45.3%)]. We believe
that heat stress during that very hot climate add a
significant hemodynamic burden which unfavorably
affects cardiac patients, especially patients with CHD
and heart failure in this area of the world, more or less
similar to the effect of cold weather in the northern
half of the globe?®'? 1822 Nevertheless, the small dust
(sand) particles brought on by Al-Shamal (Northern)
winds during that season invade the respiratory tracts
and cause acute exacerbation of important respiratory
diseases such as bronchial asthma and COPD.*

Inalogistic regression analysis, it appeared that such
hot, humid and dusty weather and age of the patient
(infantile and elderly age groups) represent a major
risk for SD in this area of the world with aimost 46%
increased risk after removing the effects of other factors
like gender and nationality. Our findings contrast with
the findings of Joshua JR. et al. who found that there was
no significant association between sudden infant death
syndrome (SIDS) and either measure of temperature
during periods of high heat stress-related death rates.?
In agreement with other investigators a circadian
distribution of SD was also evident in our analysis. %

CONCLUSIONS

Seasonality and monthly variation of SD wereevident
in our study, with rather higher frequency during the
long hot, humid and dusty weather than in temperate
and cool weather. There was aso a circadian pattern of
SD. These results should be taken into consideration
when physicians deal with patients with chronic
cardiovascular or respiratory diseases.
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ABSTRACT pharmacological treatments suggests near equivalence

Objective: Evidence from a multitude of clinical in efficacy. We tried to compare the night-injection
trials and meta-analyses comparing endoscopic and sclerotherapy with the vaso-active drugs in controlling
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acute variceal bleeding in Althawra Modern Hospital
in Sanaa, Yemen.

Methods. Seventy patients with acute variceal
bleeding were randomly assigned, by alternate days
of the week, to receive either early night-injection
sclerotherapy (46 cases) or a continuous use of
vasoactive drugs for the night period atmost 16 hours
then mor ning sclerotherapy (delayed patients, 24 cases).
Both groups were followed in the ward for five days.
The primary outcome measures were initial control of
bleeding, rebleeding, mean units of blood transfusion
and survival during the five days after sclerotherapy.

Results: Initial control of bleeding was achieved in
64/70 (91.4%) (93.5 % verses 91.7%). Re-bleeding was
in 18.6 (17.4% verses 20.8%). The mean number of
blood units transfused were 1.9 units vs. 2.2 units. All
the previous measures have no significance (p-values
0.078, 0.072 and 0.08 respectively). The vaso-active
drug use with delayed sclerotherapy treated patients
had a better short term (5 days) survival (mortality rate
0% versus 6.5%, p=0.02).

Conclusions: Thisis an initial trial and in need for
repeat. The use of night-vasoactive drugs followed
by morning sclerotherapy is as effective as night-
sclerotherapy in controlling acute variceal bleeding
with less mortality rate.

INTRODUCTION

Treatment of acute varicea bleeding has improved
dramatically since the era of the mechanical balloon
tamponade. These advances include endoscopic band
ligationor sclerotherapy, andvasoactivepharmacol ogical
options such as somatostatin, octreotide, vasopressin
and terlipressin. Evidence from a multitude of clinical
trials and meta-analyses comparing endoscopic and
pharmacological treatments suggests near equivalence
in efficacy for initial hemostasis, mortality and rate of
rebleeding.® Thisraises the question of whether on-call
gastroenterologists should be performing emergency
endoscopic treatment in the middle of the night or
start pharmacologica treatment and delay endoscopy
until optimal patient and working conditions the next
morning. It was suggested that delaying endoscopic
treatment until the next morning may be the most
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reasonable practical approach' Available (contradicted)
evidence does not support emergency sclerotherapy as
the first-line treatment of variceal bleeding in cirrhosis
when compared with vasoactive drugs, which control
bleeding in 83% of patients. Therefore, endoscopic
therapy might be added only in pharmacol ogic treatment
failures.? After an acute variceal hemorrhage, bleeding
resolves spontaneously in 50% of patients. Once the
bleeding stops, patients remain at increased risk of
rebleeding for about 6 weeks;, such risk is greatest
during the first 48 hours after hemorrhage.34%78° Early
endoscopy should be performed in patients with major
bleeding.>101

Initial procedures are to secure and protect the
airway, and administer volume replacement to stabilize
the patient. Treatment with vasoactive drugs should be
started as soon as possible, since a reduction in portal
pressure is associated with a better control of bleeding
and may facilitate later endoscopic procedures.*12

Vasopressin and its analogues terlipressin, and
somatostatin and it's analogues are the two types of
medicine, which has been evaluated. In meta-analysis,
only terlipressin have demonstrated effects on control
of bleeding and on mortality. Somatostatin and its
analogues improve control of bleeding, but no effects
on mortality observed in meta-analysis. 1012

Terlipressin is a synthetic vasopressin analogue with
fewer side effects and alonger half-life than vasopressin
and thus can be used in bolus form. This advantage
has led to its successful use for suspected variced
bleeding.*1°

Octreotide acetateisasynthetic, long-acting analogue
of somatostatin. By inhibiting the release of vasodilatory
hormones (eg, glucagon), it indirectly causes splanchnic
vasoconstriction and decreased portal flow. Several
studies found octreotide to be more effective than either
placebo or vasopressin in controlling both initial and
sustained bleeding.341618

Vasoactive drugs are safe and easy to administer,
and universal treatment is the first-line approach for
all patients with suspected variceal bleeding. There are
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strong arguments that the combination of vasoactive
drugs, started as soon as possible, and endotherapy later
on isthe best therapeutic option, particularly in cases of
ongoing bleeding at the time of endoscopy.'41*%

We compared direct night injection-sclerotherapy
with vasoactive drugs use with delay of sclerotherapy
to the morning to control acute variceal bleeding and
prevent early rebleeding in patients with cirrhosis or
periportal fibrosis (PPF).

METHODS

This study was performed in Althawra Modern
hospital in Sanaa, Yemen, from April through December
2009. after approval by alocal Ethics Committeefor this
prospectivetrial . Patientswith cirrhosisor PPF and acute
varicea bleeding were randomly assigned, by alternate
days of the week, to receive -by a specific guideline
(Figure 1)- either early injection sclerotherapy or a
continuous use of vasoactive drugs (octreotide 25 g per

hour or terlipressin 1 mg 6 hourly) for the night period
atmost for 16 hours then morning sclerotherapy. Both
groups were followed in the medical ward for five days
by a specific guideline (Figure 2). Cirrhosis or PPF was
documented on the basisof abdominal ultrasonography
performed during the admission or typical laboratory
and clinical findings. The primary outcome measures
were initial control of bleeding, mean units of blood
transfusion, re-bleeding and survival during the five
days after sclerotherapy. The results were statistically
evaluated using Chi-square tests. A p-value of <0.05
was considered statistically significant.

All adults with hematemesis or melena (or both)
presented to emergency department at AlthawraModern
hospital. Patients were enrolled in the trial if they
had active variceal bleeding from history and clinical
examination and then documented by gastroscopy
(spurting or oozing from esophageal or cardial varices)
or nonbleeding varices but evidence of blood with no
other potential sourceof gastrointestinal bleeding).

Indication for emergency endoscopy:
Suspected continued bleeding.

Hb must be >7 and INR<2.
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Terlipressin (Glypressin) 2 mg V- direct- bolus every 4 hours for 24 hoursthen 1 mg IV
direct 4 hourly for 5 days or octreotide 50 mg 1V bolus then 25 mg/hr
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Rebleeding within 12 hours: (overt fresh hematemesis or melena, RR>100 or
drop of systolic BPto <90 mmHg, or fall of Hb> 2 g% over a period of 24 hour or less).
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Patients were ineligible if they had been randomly difference between the two groups (1.9 units versus 2.2
assigned to a treatment group in this trial during an units, p-value=0.08).
earlier admission, had bleeding from esophageal varices
within the previous 15 days, if sclerotherapy had been The vasoactive drug use with delayed sclerotherapy
administered, had received treatment with balloon treated patients had a better short term (5 days) surviva
tamponade or vasoactive drugs during the bleeding ~ (mortality rate, 0% versus 6.5%, p-value 0.02).

episode; had hepatocellular carcinoma; or were 80 years
old or older. DISCUSSION

RESULTS A critical advantage of pharmacologic therapies
for acute hemorrhage is that they can be administered
early and do not require special technical expertise.
Pharmacologic therapy has evolved into an attractive
first-line approach in patients with probable variceal
Seventy patients achieved theinclusion criteria, 46in hemorrhage. An important new approach to treatment
the days of direct night sclerotherapy and 24 in delayed has been the use of pharmacol ogic agentsin combination
sclerotherapy. with endoscopic therapy. The addition to endoscopic
sclerotherapy or ligation for a period of five days

Initial control of bleeding was achieved in 64 out resulted in improved control of bleeding and reduced

Table 1 showsthemanagement and outcome measures
during the five days.

of 70 (91.4%) and no statistical significant difference transfusion requirements, particularly within the first 24
between the two groups (93.5 % versus 91.7%, p-value to 48 hours.
0.078).

In our study, emergency injection sclerotherapy was

Rebleeding was 18.6% and aso with no differene performed as soon as the patients had been resuscitated

(17.4% verses 20.8%, p-value=0.072). The mean in the direct sclerotherapy group, while in the morning
number of units of blood transfused has no significant in the delayed sclerotherapy group.
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- Omeprazole 20 mg Cap. 1x2x5d
- Cefotaxime 1 mg 1.V 1x2x5d
- Octreotide 50 mg/hr infusion for 5 days or terlipressin 1 mg 1.V 1x6x5 d
- Lactulose 30 ml syrup 1x4
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Direct sclerotherapy Delayed sclerotherapy
Measures Number
No. % No. %
Total Patients 70 46 65.7 24 34.3
Terlipressin 10 1.7
Vasoactive drugs used for delay 24 P
Octreotide 14 58.3
Initial control of bleeding 65 (92.9%) 43 93.5* 22 91.7*
Rebleeding rate 13 (18.6%) 8 17.4** 5 20.8**
VAN ZAVAN
Mean blood transfusion - 89/46 1'9f\ 52/24 2'2_
units units
Mortality rate 3 (4.3%) 3 6.5" 0 0 %"

p-values*0.078, **0.072, ~0.08, "0.02.

Table 4. Management and outcome measures during five days.

Control of bleeding, initial haemostasis: The
definitions of initial control of bleeding (ICB) and early
rebleeding have differed widely among other studies. In
our study, we considered an initial control of bleeding
if the bleeding (vomitting of the blood and not the
melena) was stopped under treatment for up to 12 hours
and rebleeding if it occurs after the 12 hours up to 5
days of follow up. SoitisICB-12 hrs.

The rate of ICB-12 hrs was 91.4%. It was similar
to that reported in randomized studies involving a
single sclerotherapy session as with Shields,® who
controlled bleeding for five days in 34 of 41 patients
(83%). Planas®” controlled bleeding for seven days in
24 of 35 patients (69%) and Burroughs? reported a 62%
success rate (control of bleeding in 31 of 50 patients)
five days after sclerotherapy in a group of patients
with uncontrolled bleeding after transfusions and the
administration of vasoactive drugs. Burroughset al® also
reviewed prospective and randomized series and found
that the success rate for sclerotherapy ranged from 50
to 87%. These differences emphasi ze the importance of
conducting large, double-blind trials.

D’ Amico in 2003 controlled bleeding by vasoactive
drugs in 83% of patients and adviced endoscopic
therapy might be added only in pharmacol ogic treatment
failures.?

Shah? in 2005 found the initial control of bleeding
was achieved in 46/51 (90.2%) of patientswho received

combined treatment compared to 41/54 (75.9%) patients
in sclerotherapy aone group.

Although there is some difference between the
direct and delayed sclerotherapy groups (93.5% verses
91.7%) it was statistically insignificant.

Re-bleeding: Once the bleeding stops, patients
remain at increased risk of re-bleeding for about 6
weeks; such risk is greatest during the first 48 hours
after hemorrhage.® In our study, rebleeding after 12
hours was high (18.6%), without significant difference
between the two groups (p=0.072).

In Shahs study,” re-bleeding after the first 48 hours
was less in the octreotide treated patients (4.3% versus
19.5%). Also,* Sorbi found rebleeding in 12.6% at a
median of 7 days. As these figures vary may reflect the
definition of the rebleeding itself. However they look
comparable.

Blood transfusion requirements:The mean number
of units of blood transfused was also less in the direct
sclerotherapy group (1.9 units versus. 2.2 units). In
Shah study? the blood transfusion requirement was al so
lessin the combined treatment group (3.88 versus 5.37
units).

Mortality rate: The short term survival rate for the
five days was higher in the direct sclerotherapy group and
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it was significant statistically (p-value=0.02). In Shah
study the octreotide treated patients had a better short
term (5 days) survival without rebleeding as compared
to sclerotherapy aone group. Although mortality rate
was higher in the group of direct sclerotherpy it may be
due to short time for the preparation of the case before
sclerotherapy.

CONCLUSIONS

Further studies are necessary to prove the above
results. As the trial was performed in the usual clinical
practice in the hospital, it can be repeated easily and
continuely in abetter research. In patientswith cirrhosis
or PPF, the use of night-vasoactive drugs (octreotide or
terlipressin) followed by morning sclerotherapy is as
effective as night-injection sclerotherapy in controlling
acute variceal bleeding with less side effects.
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ABSTRACT

Objective: Theaimof the present study isto compare
the results of endoscopic polypectomy versus simple
intranasal avulsion of antrochoanal polyp in respects
of recurrence rate and postoperative mor bidity.

Methods: Retrospective study concerned with
18 patients suffering from antrochoanal polyps
who underwent endoscopic polypectomy through
middle meatal antrostomy and compared with the
corresponding results of 14 patients who were treated
by simple intranasal avulsion as a control group. The
study wascarried out at Al-Jumhori Teaching Hospital/

Mosul-Iraq for the period from January 2008 to July
2010. The mean follow up period was 13 months with a
range of 3-24 months.

Results: The mean age of our patients was 26.1
years with a range of 6-65 years. The study included
10 male patients (55.5%) and 8 females (44.5%) with
aratio of 1.25:1. Five out of 18 patients (27.7%) gave
positive history of allergy. The recurrence rate of
antrochoanal polyp following endoscopic polypectomy
and simpleintranasal avulsion were 11.1% and 35.7%
respectively.

Conclusions: Our study reinforces endoscopic
removal of antrochoanal polyp through middle
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meatal antrostomy because of low recurrence rate, low
morbidity and the ability to deal with any associated
ethmoidal polyps simultaneously.

INTRODUCTION

The antrochoanal polyps, or the solitary nasal polyps,
are rare non cancerous polyps that originate from lining
tissue of arising from the maxillary antrum, were first
described by Killian in 1906.! Antrochoanal polyps
represent approximately 4-6% of all nasal polypsin the
general population. Antrochoanal polypisalmost always
unilateral, more frequent in men than women, as well
as being more prevalent in children and young adults,
however it may manifest at any age. Nasal obstruction
and nasal drainage are the most common presenting
symptoms.2® The soft tissue mass does not erode or
destroy contiguous soft tissue or bony structures.*

The aetiology of antrochoanal polyps are not clearly
identified but infection and chronic obstruction of the
antral ostia have been postulated.® Chronic sinusitis and
cystic fibrosis are possible causes. It is also believed
that some cases of antrochoanal polyp develop as a
complication of allergy. Recently, Cook et al found
that 24% of patients had the aspirin sensitive asthma
triad (aspirin sensitivity, nasal polyposis and bronchial
asthma).®

Because of the risk of recurrence after simple
avulsion, antral exploration and removal of maxillary
sinus diseaseis generally recommended. Thisis usualy
performed through the Caldwell-Luc antrostomy;
however utilization of an inferior meatalnasoantral
window or amiddle meatal antrostomy under endoscopic
control has also been recommended recently.® Radical
surgery (Caldwell-Luc operation) of the maxillary sinus
for antrochoanal polyp has recently been replaced by
functional endoscopic sinus surgery (FESS).”

The goal of the present study is to assess the rate of
recurrence of antrochoanal polyp following endoscopic
polypectomy through middle meatalantrostomy and
compare the results with the corresponding data
following simpleintranasal avulsion.
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METHODS

This study presents a retrospective study of 18
patients with antrochoanal polyps who underwent
endoscopic removal of the polyp through middle
meatal antrostomy. Thetreatment resultswerecompared
with the corresponding results of 14 patients who were
treated with simple intranasal avulsion before the era
of endoscopic sinus surgery in our hospital asacontrol
group. Thestudy wascarried out at Al-Jumhori Teaching
Hospital for the period from January 2008 to July 2010.
The diagnosis of antrochoanal polyp was confirmed by
clinical and histopathological examination.

The operations were performed under genera
endotracheal anaesthesia after application of local
vasoconstrictor neuropatties. Local anaesthesia was
used in one patient, 65 years old, with history of CVA
and ischaemic heart disease. After general anaesthesia,
the uncinate process and axilla of middle turbinate were
infiltrated with 2 ml of 2% lidocaine with 1:100000
epinephrine using the 0-degree endoscope to be
followed by the application of neuropattiesimprignated
with 2 ml 1:1000 adrenaline in 10 ml xylometazoline
0.1% (otrivin) for 5 minutes. The uncinate process was
incised using a sickle knife and was then removed. The
nasal part of the polyp was removed either transnasally
using the straight Blakesley forceps or transorally
when reasonably large. Moreover, the antral part was
removed through the middle maxillary ostium using the
30-degree endoscope and upturned Blakesly forceps.
Furthermore, the accessory ostium was connected to the

Figure 1. Endoscopic view of left antrochoanal polyp
with 0-degree endoscope.
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Figure 2. Antrochoanal polyp showing
nasal and antral part.

Figure 3. Endoscopic view of left middle
meatal antrostomy after excision of polyp with
30-degree endoscope.

middle meatal ostium creating one large ostium about
55 mm in diameter, (Figure 1, 2 and 3). These patients
were followed up endoscopically for period ranging
from 3 to 24 months with an average of 13 months.

The recurrence of disease among the two groups was
compared using Z two proportion tests. A p-value less
than 0.05 was considered significant.

RESULTS

The mean age of the patients was 26.1 years with
a range of 6-65 years. Fourteen patients (77%) were
younger than 30 years of age and the peak ageincidence

was in the third decade of life.The study included 10
mal e patients (55.5%) and 8 femal es (44.5%) with aratio
of 1.25:1. In comparison, the mean age of the control
group who were treated by simple intranasal avulsion
was 24.6 years with amale:female ratio of 1.3:1.

The polyp was located in the right nasal cavity in
9 patients (50%) and in the left nasal cavity for the
rest 9 patients (50%). Three of our patients (16.6%)
had recurrent polyps after previous simple intranasal
avulsion.

Themain presenting symptom was constant unilateral
nasal obstruction (83.3%) more in expiration than
inspiration, whereas, unilateral nasal mass (100%) was
the main clinical sign, (Table 1). Moreover, three cases
(16.6%) were associated with ipsilateral ethmoidal
polyps and history of alergy was positive in 5 patients
(27.7%). Furthermore, septal deviation was found in
7 patients (38.8%) and it was necessary to perform
septoplasty for 4 of them (22.2%) at the same operation
(Table 1). In this series there was neither intra, nor
postoperative complications.

Endoscopic follow up revealed that 2 patients out
of 18 (11.1%) had recurrent antrochoanal polyp after 3
months. On the contrary, the recurrence rate was 5 out
of 14 patients (35.7%) in the control group. Statistical
analysis using Z two proportion test revealed that this
difference was statistically not significant (Z=1.66,

p=0.096).

Symptoms (n =18) No. %

Unilateral nasal obstruction 15 83.3%
Mucopurulent rhinorrhea 10 55.5%
Headache 5 27.7%
Bilateral nasal obstruction 16.6%
Epistaxis 11.1%
Signs No. %

Nasal mass 18 100%
Septal deviation 7 38.8%
Ethmoidal polyp 3 16.6%

Table 1. Theclinical presentation of patients with
antrochoanal polyp.
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DISCUSSION

Many surgical options have been suggested for
the treatment of antrochoanal polyp to minimize
postoperativerecurrence. Theendoscopicnasal approach
is a surgical option for resection of the polyp through
the maxillary ostium or middle meataantrostomy,
with lower morbidity when compared to other surgical
approaches.®

The average age of our patients was 26.1 years
with a malefemale ratio of 1.25:1. Fourteen patients
(77%) were younger than 30 years. Similarly, Jmeian,®
Rabelo de Freitas et al® and Frosini et a’ concluded that
antrochoanal polyp happens predominantly in children
and young adults.

Inthe present study, thereisslight male predominance
(1.25:1). Similarly, Rabelo de Freitas et al° reported
a same ratio. Moreover, Frosini et a’ reported that
antrochoanal polyp occurs mostly in children and young
adults, with no sexual preponderance, and represents
4-6% of al nasal polyps. On the contrary, Francbe et al®
and Kamath et al* observed a subtle female prevalence
which is not in agreement with most authors.

In our study, polyps were located in the right nasal
cavity in 9 patients (50%) and in the left nasal cavity for
therest 9 patients (50%). Jmeian® reported an extremely
rare bilateral antrochoanal polyps in a 6 years old
female.

The main presenting symptom in our patients was
constant unilateral nasal obstruction more in expiration
than inspiration. In their series, Rabelo de Freitas et al°
presented the major symptoms as being unilateral nasal
obstruction (81.3%) and purulent rhinorrhea (43.8%).
According to Marshal and Gomeset a de pending onits
size, the antrochoanal polyp may cause Eustachian tube
obstruction and thus, unilateral secretory otitis media.®

Five out of 18 patients (27.7%) gave positive history
of alergy. Conventionally, antrochoana polyps are
regarded as a separate entity. However, Kamath et al*
concluded that antrochoanal polyps do not differ in their
presentation from sinonasal polyps, except that they
mainly cause unilateral nasal obstruction. Previously
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infection hasthought to betheaetiol ogy. Oninvestigation,
he found that they are significantly associated with an
dlergic diathesis. It may be possible to treat alergic
antrochoanal polyps safely by the use of steroids only.
Ozdek et al? reported that Chen et a detected allergy
in 50% of children presenting with antrochoana polyp
using skin-prick tests. Similarly, Cook et al showed that
allergic disease plays a significant role in antrochoanal
polyp. Aktas et al, however, found no relation between
allergy and antrochoanal polyp in their patients.?

Itisvery well knownthat thetreatment of antrochoanal
polyp is always surgical. Historically, surgical therapy
hasinvolved two different modes simple avulsion of the
polyp or Caldwell Luc procedure. Simple avulsion of
the polyp alone carriesahigh recurrencerate. Therefore,
the antral part of the polyp should be resected to avoid
recurrence. There is controversy concerning the route of
removal of the antral part. The Caldwell Luc procedure
offers a good exposure and ensures complete removal
of the antral part of the polyp. In children, however,
the Caldwell Luc procedure carries significant risks to
the devel oping teeth and the bone growth centers of the
maxilla. Cheek swelling, anesthesia of the cheek and
maxillary teeth, and long recovery time are the other
possible side effects of the procedure.

Recently, endoscopic surgery has become the choice
of surgery because it is less harmful and having short
recovery time?. Kamel® suggested removing the antral
part of the polyp through maxillary ostium, and he
reported no recurrence in his patients. However, El-
Guindy and Mansour suggest that by using thistechnique
intrantral remnants of the polyp and a second cyst lying
in an unfavorable position maybe easily overlooked.
They advocate combining middle meatal surgery with
transcaninesinuscopy to overcome this problem.?

Similarly Frosini et a’ reported that at present,
functional endoscopic sinus surgery (FESS) is the gold
standard technique.The antrochoanal polyp is usualy
removed via the middle meatus, after enlarging the
maxillary ostium, and under endoscopic control by
telescopes with 0° 45° and 70° degree lens.Another
surgical technique is that described by Hong et al, the
antral cystic part of the antrochoanal polyp is removed
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by a trocar inserted through the canine fossa. The
cannula of the trocar is removed, leaving the sheath
in the canine fossa. Under endoscopic control, via the
middle meatus, a microdebrider is inserted into the
sinus and the antral portion of the antrochoanal polypis
resected by powered instrumentation.’

The recurrence rate of antrochoanal polyp in our
patients following endoscopic polypectomy and simple
intranasal avulsion were 11.1% and 35.7% respectively.
This difference was statistically not significant probably
because of small sample size. On comparison, Towbin
et al*, Francbe et a®, Rabelo de Freitas et al® and Deka?
reported that if simple polypectomy by avulsion is
performed, there isareccurencerate of about 20%, 25%,
25% and 40-50% respectively. It is necessary to identify
the polyp origin, because the sinonasal component
must also be resected, in an attempt to preclude tumour
recurrence. Despite approaching the polyp origin in the
maxillary sinus, there is a possibility of postoperative
recurrence. Rabelo de Freitas et al® and Francbe et al®
concluded that there is 12.5% and 6.9% recurrence
rate respectively following endoscopic polypectomy.
Kamel® reported that 22 patientsin his study had history
of recurrence following Caldwell-L uc procedure.

It was claimed that the inferior meatalantrostomy
offers enough exposure of the maxillary sinus for
removal of the antral part of the polyp especialy after
excision of the anterior part of the inferior turbinate.
Neel reported one recurrence in 21 cases and Ophir and
Marshak reported no recurrence in 12 cases. On the
contrary, othersstated that theinferior meatal antrostomy
gives poor access for the antrum for either inspection or
treatment.®

Kamel® concluded that endoscopic surgery in
antrochoanal polypthroughthemiddlemeatal antrostomy
offers the following advantaged; it ensures complete
removal of the antral part of the polyp and diseased
mucosa without the need to perform a Caldwell-Luc
antrostomy or inferior meatalantrostomy, it offers
preservation of the healthy sinus mucosa for later
epithialization, any associated ethmoid polyps could be
detected and removed simultaneously, and it could be
performed in children without harm to the permanent
dentition.
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CONCLUSIONS

Our study reinforces endoscopic remova of
antrochoanal polyp through middle meatal antrostomy
because of low recurrence rate, low morbidity and
any associated ethmoidal polyps could be dealt with
simultaneously.
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EFFECT OF TOXOPLASMOSIS ON THE HISTOLOGICAL STRUCTURE
OF THE MAST CELLSIN THEMICEEYE
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ABSTRACT

Objective: This study is concerned with the effect of
toxoplasmosis on the histology of the mast cells in the
mice eye.

Methods. Themicewereinocul catedintraperitoneally
with placental fluid containing Toxoplasma Gondii
parasite to induce the infection. After 10-15 days
of inoculation, the eyes of the mice were examined
histologically by the light microscope. Isolation of
Toxoplasma Gondii parasite from pregnant women
suffered from acute Toxoplasmosis and their infection

Od) 8 Aalall o c0leliy Al gl el leal)

was proved by ELISA test showing the presence of IgM
antibodies against the parasitein their blood. Placental
fluid was taken from those women after abortion and
inoculated intraperitoneally in the mice.

Results. Many histological changes observed in the
eyes of the injected mice. Histologically, the eyes of the
mice showed the presence of the parasite tachyzoites
and bradyzoites invade the eyes together with intense
inflammatory infiltration, vasodilatation
involving iris and retina,; congestion and hemorrhage in
theanterior region of the eye with accumulation of mast
cells. All these changes indicated that the infection

cellular

*MahaA. Al-Sammak, M.B.Ch.B.M Sc.PhD, Department of Anatomy and Histology, College of Medicine, University of Mousl, Irag.

E-mail: maha_yakdan@yahoo.com.



Journal of the Arab Board of Health Specializations VVol.13, No 2, 2012

with Toxoplasma Gondii parasite could affect all the
body organs including the eye.

Conclusions. Toxoplasma Gondii parasites invade
all the layers of the eye leading to destruction of the
eye, in addition to activation of the mast cells as an
important cellsin the immune system and their relation
to the hypersensitivity reaction in the eyes.

INTRODUCTION

Toxoplasma Gondii is a universally distributed
pathogen that infectsover onebillion peopleworldwide.*
Toxoplasma Gondii is a ubiquitous parasite of the
Phylum Apicomplexa, the largest and most important
group of obligate parasites, which aso include the
human pathogens Plasmodium (the cause of malaria)
and Cryptosporidium.2 Humans and other warm-
blooded animals are often infected with Toxoplasma
Gondii through the ingestion of contaminated food and
water.® Once ingested, Toxoplasma Gondii parasites
penetrate the intestine and rapidly disseminate through
all organs of the body.*

Toxoplasma Gondii causes many changes when they
invade the cell, those changes are particularly due to the
DNA damage that provoked by the infection.®> Nearly
al the internal organs and tissues will be affected after
infection with Toxoplasma Gondii parasite, this will
lead to many pathological changes ranging from mild
congestion to severe degeneration involving mainly the
liver, spleen and pancreas.®’

The eye ball is surrounded by three main layers, the
outer layer in the eye, is the sclera which anteriorly
modified into a transparent cornea. The middle layer
is the vascular layer consists of three parts: a densely
pigmented layer called the choriod, a cilliary body and
an iris, located in the choriod numerous blood vessels
that nourish the photoreceptor cellsin theretinaand the
structures of the eye ball. The inner most lining of the
most posterior chamber of the eye is the retina which
consists of the rods, cones and various interneurons
cellsthat are stimulated by and respond to light.®

The natura infection with Toxoplasma Gondii
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parasite is acquired by ingestion of encysted organism
which are released in the digestive tract then they
invade the intestinal tissues and then disseminated via
the blood stream.®

Themast cell isapowerful effector cell for theimmune
system acting through the secretion of several distinct
mediators such as histamine, specific immunoregulatory
cytokines, lipidic mediators and protease, due to high
number of mediators mast cell are considered primary
effectors for immune reactions through the direct or
indirect activation of lymphocytes.*®

In this study an attempt was made to evaluate the
effect of infection with Toxoplasma Gondii parasites on
the histology of the mice eye.

METHODS

Experimental animals consisted of 6-10 week-old
male mice, ten mice were isolated and maintained on
normal diet, they wereinoculated intraperitoneally with
placental fluid containing Toxoplasma Gondii parasite.

We isolated Toxoplasma Gondii parasite from
pregnant women infected by acute Toxoplasmosis and
their infection was proved by ELISA test. After abortion
the placenta were taken from those women and a piece
of placental tissue about 30-50 g in weight were taken,
cut into small pieces and grinded using pistil and mortar
followed by placing them in a homogenizor added with
0.9% normal saline followed by adding the enzyme
trypsin (0.25% in NaCl solution).

This mixture was then placed in an incubator for
one hour. Filtration of this mixture was made using
filter paper to remove large pieces of tissue, followed
by placing the mixture in a centrifuge for 10 minutes,
then phosphate buffer saline (PBS) was added to the
precipitate with norma saline solution to prevent
bacterial contamination, a solution of normal saline
containing 1000 IU of penicillin and 100 mg of
streptomycin was also added to the above solution.

Intraperitoneal inoculation of 0.5-1 ml of the
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placental tissue suspension was made for the mice, the
mouse inoculation with placental fluid was regarded as
the best diagnostic way in congenital Toxoplamosis.™
After about 10-15 days those mice were scarified and
the eyes were taken for the further study.

The eyes were kept for few days in 10% neutra
buffered formalin solution. Then the tissues were
dehydrated by alcohol, cleared with xylol and finally
embedded in paraffin and paraffin blocks were made.

Using Reichert Rotary microtome serial paraffin
sections of 5 pm. thickness were made and the section
were then stained with Harries Hematoxylin & Eosin
and Giemsastain for the parasite.’

Thick section of electron microscope was made
to identify the presence of mast cells, the eyes were
taken from those mice inoculated with the infection
and were placed into mixed aldehyde fixation solution,
1% paraformaldehyde+2.5% glutaraldehyde in 0.2m
sodium cacodylate buffer at pH 7.4 (Hayat,1981) at
4°C for two hours. Then the specimens were rinsed in
a sodium cacodylate buffer at 4°'C three times for 10
minutes each, after that they were postfixed for two
hoursin 1% osmium tetroxide at 20°C. Then, they were
washed three timesin asodium cacodylate buffer for 10
minutes each at 4'C and remained in 75% alcohol at 4°C
till the second day.

Later, 90% alcohol was used for 10 minutes.
Then100% alcohol was used with two changes for 30
minutes each at 20°C. Then they were cleared in xylene
for 15 minutesat 20°C. L ater, the specimenswere placed
in a mixture of xylene and durcupan (mixture no.1)
with aratio of 1:1 for two hours at 20°C. Then they were
transferred to durcupan (mixture no.2) till the third day
at 20°C. On thethird day, the specimens were embedded
in durcupan Acm (mixture no.2) using Beem capsules
with labeling at 20°C. The capsuleswere polymerizedin
oven at 65°C for 48 hours, the de-capsulation was done
by removal of the blocks from the capsules.
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Semi-thin sections of 1 um thickness were cut with
Reichert Austria Omu3. Ultramicrotome, using 45 glass
knives, collected sectionswere placed in asmall drop of
distilled water on aglass microscope slide and the slides
were gently heated on hot plate to flatten the sections
and evaporate the water.

Sections were then stained with toludine blue and
then followed by light microscppic examination.*®

RESULTS

Examination of the mice eyes infected with
Toxoplasmosis revealed many marked histological
changes which include: the presence of the parasite
(bradyzoites and tachyzoites) founded throughout the
eyes mainly invading the limbus, choroids and iris,
further moretachyzoitesof the parasiteswere maximally
accumulated inside and outside the blood vessels of
the choroids, cillary body and iris, Figures 1, 2, and
3 producing a reaction characterized by dilated blood
vessels and congestion in the choroids mainly, also
the presence of inflammatory cells infiltration mainly
lymphocytes in the iris, sclera and episclera, Figures 4
and 5.

Accumulation of the mast cells mainly in the limbus
and choroids;, degranulation of their cytolpasmic
granules.

Figure 1. The bradyzoites of the parasite in the anterior
segment of the eye (arrow head), Giemsa stain 400X.
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Figure 2. The tachyzoites of the parasite in the cornea
(arrow head), Toludine blue stain 1000X.
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Figure 4. The inflammatory cells infiltration in the Figure 5. Accumulation of the mast cellsin the limbus
cornea of the eye. (arrow head), Toludine blue of the eye with degranulatuion of their cytoplasmic
stain 1000X. granules. (arrow head), Toludin 1000X.
DISCUSSION In experimental models of infection with Toxoplasma

Gondii parasite, acute mortality can be result either

Toxoplasmosis remains a serious disease and in many directly from a failure to control the parasite number
studies were carried out on Toxoplasma Gondii parasite and the toxin producing from the parasite or indirectly
and its effect on tissue histology, the eye remains one of due to excessive immunological response against the

the most important organs affected by thisinfection and infection.®

remains a preferable site for growth and multiplication

of Toxoplasma Gondii parasite.>® Although this is not In this study, many histological changes were
a common infection medium, there are also records of observed in mice eyesinfected with Toxoplasma Gondii
systemic infections in people working in laboratories, parasite.

who acquired the disease through an accidenta

inoculation of the conjunctiva.’® The presence of the parasite inside and outside the
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vessels of the anterior and posterior segment of the
eye indicated that the eye is one of the important organ
involved and affected during the parasitemia stage of
the infection.*

The eyes are very sensitive and very vascular organ
so it is preferable site for growth and multiplication of
the parasite. Thisisalso recorded by other workers and
some relate the disturbance in the eye function to DNA
damage in the rods and cons of the retina provoked by
the infection with Toxoplasmosis.® Another important
histological finding was vasodilatation responsible for
increased vascular perfusion in order to prepare the
way for the inflammatory infiltrate to enter the inflamed
tissue, vasodiaation induce by relaxation of the smooth
musclesin the blood vesselswall and resultsin increase
in blood flow. Normally, there is a balance between fluid
leaving vascular spaces and fluid re-entering the system.
Inflammation shift this balance, and causes accumulation
of fluid into the extravascular compartment.®

Microscopical examination also reveadled intense
infiltration of the eyes with the mixed inflammatory
cells mainly the lymphocytes and plasma cells,
migration of these cellsis one of the principle purposes
in inflammation. This observation was also noted by
other workers®'® who found that chronic inflammatory
cellsare normally not present in the tissues unless there
is infection in which a chronic inflammatory process
takes place within the vascular layers, these cells leave
the blood and the enter the tissues as a part of the
immunological response of the miceto theinfectionwith
Toxoplasma Gondii parasite. The lymphocytes usually
accumulate somewhat later during the inflammatory
process, their presence in large numbers indicates
continuous presence of antigen and thus suggests an
established infection.

Themast cellsareconsidered asprimary effectorscells
for the immune reaction through the direct or indirect
activation of the lymphocytes and they are important
in the defense mechanism against the pathogen, several
studies has reported the importance of the mast cellsand
their connection to hypersensitivity reaction and ocular
pathology such as uveitis, a disease that may have the
Toxoplasm Gondii as an etiological agent.’®!” These
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authors demonstrated that the incubation of the mice
mast cells with the tachyzoites of Toxoplasma Gondii
resulted in intense degranulation of these cells with
the release of the cytotoxic leukotrienes, histamine,
immunoregulatory cytokines and lipidic mediators
which are important in the immunological reaction.

The strategic location of mast cells next to blood
vessgls, therel ease of several mediatorsto start immune
and inflammatory responses as well as the ability to
interact with the inflammatory cells suggest that the
mast cells play an important role in the reaction against
the Toxoplasma Gondii parasite.'

Demonstration of the mast cells is very difficult in the
light microscope so modification of the processing for
the electron microscope was used in this study in order
to identify these cells using semithin sections stained
with toludine blue stain. This procedure is used for the
first time to study the mast cells in the eye.

CONCLUSIONS

Thisstudy suggeststhat thereisamast cell mobilization
induce by an infection with Toxoplasma Gondii, this
is manifested by the accumulation of the mast cellsin
the anterior region of the eye with the presence of the
tachyzoites inside and outside the vessels followed by
accumulation of inflammatory cells which suggest an
important role of these cells in the host inflammatory
response against the Toxoplasma Gondii parasite.
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AND PROBLEMS OF POSTNATAL MOTHERS RELATED TO THEIR NEWBORN
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ABSTRACT importance, because the knowledge, attitude, and
practice of mothers will affect the wellbeing of both

Objective: The care of mothers and babies during the mother and child. The aim of this study is to assess
the postnatal period should be treated with equal postnatal mother’s source of knowledge, their attitude,
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practice and problems that faced them in relation
to different aspects of baby health care in hospital
setting.

Methods: A cross-sectional study was conducted in
Al-Kadhimia Teaching Hospital during the period from
June to September 2006, a sample of 125 mothers were
selected randomly (46 primi para and 79 multi para)
using a well structured questionnaire form, information
related to different aspect of baby care wereincluded in
the form.

Results: Although most of the mothers (84.8% of
primi para and 79.7% of multi para) admitted that
they visited the primary health care (PHC) center for
antenatal care during their current pregnancy, their
source of knowledge were mainly fromtheir relatives or
friends. Methods of care and practice of mothersin both
groups were inadequate in many aspects of baby care,
with no significant difference between the two groups
of mothers, majority of women prefer to contact doctor
when they faced a problem relating their babies, again
with no significant difference between the two groups.

Conclusions; Further studies need to be done in
other areas in Baghdad city and in other part of the
country to identify the key behavior and interventions
that should be integrated into the existing maternal
and child health programs to improve newborn health
and survival. A situation analysis should provide the
necessary information for developing a strategy, based
on the newborn health situation, existing services and
available resources, and understanding the priorities
for introducing potential intervention.

INTRODUCTION

The postpartum period is a time of great change for
women both physically and psychologically. During the
postpartum period, women have much to learn about
taking care of themselves and their new infants, but
short postpartum hospital stays limit the amount of time
availablefor instruction that postpartum women receive
regarding self and infant care.! The care of mothers and
babies during the postnatal period should be treated
with equal importance as the antenatal period, the
knowledge, attitude, and practice of mothers will affect
the well being of both mother and child.? Two-thirds of
neonatal deaths occur in the first week of life, and two-
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thirds of those deaths occur within the first 24 hours,3
health experts agree that the Millennium Devel opment
Goal to reduce child mortality by two-thirds between
1990 and 2015 cannot be met unless neonatal mortality
is halved.* There are striking variations from place
to place in the patterns of care and interventions that
newborn infantsreceive. In many casesthereisalack of
knowledge of what is needed for optimal newborn care.
Modern hospital practices and traditional ones neglect
the basic need of newborns warmth, cleanliness, breast
milk, safety and vigilance. Most newborn deaths can
be avoided by both preventive measures (such as clean
delivery) and by effectivemanagement of complications.
Other interventions also have important preventive
effects (thermal protection, breast-feeding, and eye care
to reduce blindness).®> Although effective interventions
for many causes of maternal and newborn death are
well documented,57® effective delivery of care remains
an enormous challenge in developing countries, where
more than 60 million women deliver without skilled
providers.® Nurses play important roles in perinatal-
neonatal care at healthcare facilities from being skilled
attendants at birth, to managing sick neonate; from
counseling mothers about breastfeeding to advising
home care of low birth weight babies; from instituting
Kangaroo Mother Care, to stabilizing sick neonates
brought to health facility. It isnot overstatement to assert
that nurses form backbone of newborn care at First
Referral Units and District Hospitals and play a more
important role than the physicians.’® Certain actions can
makethepostnatal period safer for newborns. Immediate
and exclusive breastfeeding and keeping the baby warm
and the umbilical cord clean contribute to the health and
survival of newborns. Since most newborn deaths occur
during the first hours or days after birth contact with an
appropriately trained health provider is key to newborn
health and survival.” Improving newborn health is part
of any poverty reduction strategy, given the wide gap
between rich and poor in neonatal outcomes.™

In our country, nursestraining on the care of newborn
and mother after delivery isinadequate and almost nil in
some places, after the 2003 invasion of the country, this
problem was worsen by the destruction that was made
ontheinfrastructure of the country including health care
facilities especialy hospitals, also by the movement of
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people from many parts of the country particularly from
Baghdad (immigration to outside the country or to other
placesinsidethe country), al thosefactors affect greatly
the quality of services provided to postnatal mothers
and their babies, that is why this study was conducted
in one hospital in Baghdad to assess mother’s source
of knowledge, their attitude, practice and problems
that faced them in relation to different aspects of baby
health care in order to assess behavior and interventions
that should be integrated into the present maternal
and child health programs to improve newborn health
and survival focusing on the quality of care given to
postnatal mothers and their newborn babies in hospital
setting.

METHODS

The study was done in Al-Kadhimia Teaching
Hospital, which is one of the biggest hospitals in Al-
Kadhimia Qadha (with a population around 500.000
according to the preliminary population census data
1997) most of the people are of middle and lower
class. The research approach adopted descriptive study
(cross-sectional), postnatal mothers staying in the
obstetric wards after delivery were selected randomly,
total sample of 125 women were included in the study
(79 multi para women and 46 primi para women), the
sample was divided into two groups for the reason to
find out if there are differences between them relating
to different aspects of baby care, for the period from
June to September 2006. Well-structured questionnaire
form were used and filled by the researcher, information
gathered in the form consists of the following topics:
some socioeconomic features of the women in the
sample, questions related to knowledge, attitude and
practice of mother in relation to different aspect of baby
care and breastfeeding.

Data analysis was done by using SPSS programming
version 10.0, frequencies and percentages were used
and chi-square was used for test of significant. p-value
of <0.05 was considered significant.

RESULTS

Most of the primi paramothersin the sample werein
theagegroup of 20-30years(67.4%) (mean=24.2+4.56),
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while 53.2% of multipara were in the age >30 years
(mean= 29.6+6.05), their education were between 6-12
years (41.3% of primi para and 48.1% of multi para),
they are housewives (80.4% of primi paraand 91.1% of
multi para mothers), they are from urban areas (80.4%
of primi paraand 67.1% of multi para mothers), Table 1.

Primiparous | Multiparous
Topics (46 mothers) | (79 mothers)
No. % No. %
<20 8 17.4 1 1.3
20-30 31 | 674 | 36 | 456
Age >30 7 152 | 42 | 532
Mean 24.2 - 29.6 -
STD 456 - 6.05 -
Iliterate 6 13.0 5 6.3
_ <6 years 11 | 239 | 24 | 304
Education
6-12 years 19 | 413 | 38 | 481
>12 years 10 | 21.7 | 12 5.2
Housewives | 37 | 804 | 72 | 91.1
Occupation | EMployed/
self 9 19.6 7 8.9
employed
. Urban 37 | 804 | 53 | 67.1
Residency
Rural 9 196 | 26 | 329
Visit to Yes 39 | 848 | 63 | 797
antenatal
care No 7 15.2 16 | 20.3

Table 1. Characteristics of different variablesin
relation to the parity of women in the sample.

Although most of the mothers (84.8% of primi para
and 79.7% of multi para) admitted that they visited the
PHC for antenatal care during their current pregnancy,
their source of knowledge regarding some aspect of
baby care like umbilical stump care (97.9% for primi
paraand 86.1% of multi para), eye (95.6% of primi para
and 86.1% of multi para) and mouth care (89.1% of
primi paraand 84.8% of multi para), jaundice (95.7% of
primi paraand 79.7% of multi para), vomiting (93.4% of
primi para and 89.9% of multi para) and breastfeeding
(88.2% of primi para and 91.5% of multi para) were
mainly from their relatives\friends, while the benefit
from antenatal care as a source of their knowledge were
not morethan 8.8% among primi paraand 3.8% of multi
para mothers, Table 2.
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Primiparous | Multiparous
. (46 mothers) | (79 mothers)
Topics
No. % No. %
Antenatal 3 ) ) 3
care
Umbilical | Relatives
sampcare | friends 45 | 97.9 68 86.1
Doctors 1 2.1 11 13.9
Antenatal
care - - 2 25
Relatives/
friends 44 | 95.6 68 86.1
Eye care
Doctors 2 4.4 3 3.8
Media/
television ) B 6 76
Antenatal
care - - 1 12.0
Relatives/
Mouth friends 41 | 89.1 67 84.8
thrush care
Doctors 4 8.7 7 8.9
Others 1 2.2 4 5.1
Antenatal
care - - 3 3.8
Relatives/
p 44 | 95.7 63 79.7
Jaundice friends
Doctors 2 4.3 7 8.9
Others - - 6 7.6
Antenatal
care 1 2.2 - -
Relatives/
N friends 43 | 934 71 89.9
Vomiting
Doctors 1 2.2 2 2.5
Others 1 2.2 6 7.6
Antenatal
care 3 8.8 1 17
Relatives/
Breast friends 30 | 88.2 54 915
feeding
Doctors - - 3 1.7
Others 1 3.0 3 5.1

Table 2. Sources of information of women regarding

different aspects of their baby care.
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Regarding care of umbilical stump, 50.0% of primi
para and 35.4% of multi paraprefer to use soap and
water for cleaning it, while 30.4% of primi para and
31.8% of multi para would choice to use medication
like ointment which they get from the pharmacy or
use home made substance and they put it on the stump,
Table 3.

As for eye care, 26.1% of primi para and 41.8% of
multi para mothers prefer to clean the eyes of the baby
with water alone, while 61.0% of primi paraand 53.1%
of multi para want to use ointment, others (10.9% of
primi para and 5.1% of multi para) used substance like
koohil on the eye of their baby, Table 3. 28.3% of primi
paraand 38.0% of multi paraprefer to contact the doctor
when their baby gets jaundice, while 26.6% of multi
para and 26.1% of primi para said they would prefer
to use white light at home and 28.3% of primi paraand
22.8% of multi parawould use more than one available
methods some of them include using traditional method
like yellow bead and white light at home table with no
significant difference between the two groups, Table 3.

About 73.9% of primi para and 73.4% of multi para
mothers said they breast-feed their baby, majority of
mothers prefer to clean their breast with water only
before they feed their baby, while only 11.8% of primi
para and 17.2% of multi para said that they will not
clean their breast. 79.5% of primi para and 61.0% of
multi paramothers said that they continue breastfeeding
if their baby will continue to cry after feeding, majority
of women demonstrate the proper way of holding their
baby during breastfeeding, 97.1% of primi para and
86.4% of multi paramotherswoul d not use contraceptive
when they are breastfeeding, as for proposed time for
breastfeeding 47.1% of primi para and 44.1% of multi
paramother prefer to continue breastfeeding for aperiod
of 12-24 months with no significant difference between
the two groups, Table 4.

Majority of women in the sample prefer to contact the
doctor when they are faced with some problems related
to baby care like presence of redness of skin around the
umbilical stamp or discharge from the stamp (65.2%,
68.4% and 78.3%, 74.7% respectively), discharge from
the eyes and redness of the eyes (93.5%, 87.3% and
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Primiparous (46 mothers)

Multiparous (79 mothers)

Topics Significance
No. % No. %
Water alone 9 19.6 18 22.8
2—
Umbilical stump Soap and water 23 50.0 28 35.4 )ch I—:fs:;
care M edi cation/home medication 9 19.6 24 30.4 p>0.05
Others 5 10.8 9 114
Water alone 12 26.1 33 418 #=4.2
Eye care M edi cation/home medication 29 63.0 42 53.1 DF=3
Others 5 10.9 4 5.1 p>0.05
Giving water with feeding 5 10.8 7 8.8
Stop milk feeding 3 6.5 3 3.8 P=1.71
Jaundice care Use white light at home 12 26.1 21 26.6 DF=4
Contact doctor 13 283 30 38.0 p>0.05
Use more than one method 13 28.3 18 22.8
Table 3. Methods of care preferred by mothersin respect to different aspects of baby care.
) Primiparous (47 mothers) | Multiparous (79 mothers) L
Topics Significance
No. % No. %
Yes 34 37.9 59 74.7 %°=0.004
Breastfeeding DF=1
No 12 26.1 20 253 p>0.05
With water 22 64.7 38 64.4 12=0.65
Clean breast . 2
: With soap and water 8 235 11 18.6 DF=2
before feeding
No clean 4 11.8 10 17.0 p>0.05
Action taken Continue with breastfeeding 27 79.5 36 61.0 =3.44
when crying after |  Change to artificial feeding 5 14.7 15 254 DF=3
the feed Contact doctor 2 5.8 8 136 p>0.05
Show proper Yes 29 85.3 52 88.1 x*=0.15
position when DF=1
breastfeeding No 5 14.7 7 11.9 p>0.05
Use of Yes 1 29 8 136 #=2.74
contraception .
. DF=1
with >0.05
breastfeeding No 33 97.1 51 86.4 p>0.
<6 months - - 2 34
Proposed time 6-12 months 17 50.0 27 45.8 .
for breastfeeding : :
>12 months 17 50.0 30 50.8

Table 4. Methods of care practiced by mothers regarding breastfeeding.
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) Primiparous (47 mothers) | Multiparous (79 mothers) | . .
Topics Significance
No. % No. %
Redness of Contact doctor 30 65.2 54 68.4 XI;=£:013
umbilical stump No action 16 34.8 25 316 0>0.05
2=
Discharge of Contact doctor 36 783 59 74.7 xD 2;211
umbilical StUMP | {ge home medication\No action 10 21.7 20 25.3 p>0.05
20—
Eye discharge Contact doctor 43 935 69 87.3 XD—[?:(iZ
measures No action 3 65 10 12.7 p>0.05
20—
Redness around Contact doctor 31 67.4 63 79.7 XD_IS:717
the eyes No action 15 326 16 203 p>0.05
No action 6 13.0 13 16.5 ¥?=0.27
Presence of DE=1
mouth thrush Use of medication/home =
medication 40 87.0 66 835 p>0.05
Contact doctor 16 34.8 28 354
¥?=0.2
Vomiting No action 27 58.7 48 60.8 DF=1
i . p>0.05
Change to artificial feeding 3 6.5 3 3.8

Table 5. Practice of mothers toward different problems related to baby heath care.

67.4%, 79.7% respectively). 58.7% of primi para and
60.8% of multi para said that they would do nothing
when their baby develops vomiting. When the baby
develop mouth thrush 87.0% of primi paraand 83.5% of
multi para prefer to use medication like ointment taken
from the pharmacy, gention violet or some substances
to treat mouth thrush, while 13.0% of primi para and
16.5% of multi parawill do nothing with no significant
difference between the two groups, Table 5.

DISCUSSION

It was suggested that ensuring universal access to
skilled careistheaccepted strategy tomakechildbirthand
the early postnatal period safe for mother and newborn.
However, at present, only about half of developing
country women deliver with a skilled attendant, and
in several countries in Asia and Africa, the proportion
is less than 25 percent.” Since 2003 our country had
suffered from much conflict that greatly affected the
quality of health services available in hospital including
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skilled and knowledgeable nurses, this resulted in the
increased in the maternal and newborn mortality rate. In
this study we address postnatal mothers in the obstetric
wards and tried to assess their knowledge, attitude and
practicein relation to baby care and problemsthat might
face them and it was clear that although the mgjority of
them had visited the antenatal care (ANC) inthe primary
health care center, they till depend on their knowledge
about different aspect of baby care on their relatives and
friends, which meansthat we need to build boundaries of
confidence between mothers and health care providers.
Nurses play important roles in perinatal-neonatal care
at health care facilities them and not the physicians,
conduct most newborn deliveries.’® Perinatal contact
with mothers represents an opportunity for health
education about infant care and family planning.t

In this study, mothers were divided into primi para
and multi para, in order to find if they differ in relation
to their knowledge, attitude and practice, and the results
showed no significant difference between the two
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groups, this again shows that women mainly depend
on their relatives and friends for advice when they are
caring for their babies, this finding demonstrate the
weakness and inadequacy of our health programs and
the absence of effective contact between mothers and
health providers especialy nurses. Although majority
of women prefer to contact the doctor when they are
faced with problems related to redness of skin around
the umbilical stump or discharge from the stump, good
percentages of mothersuse medication or other materials
on the umbilical stump, others prefer to clean the stump
either with water or soap and water. Local practice of
putting various substances on the cord stump (whether
in heath facilities or homes) should be carefully
examined, they should be discouraged if found harmful
and substituted with acceptable ones.® Parents should
be advised how to keep the umbilical cord clean and
dry and that antiseptics should not be used routinely.'?
Studies to date have insufficient evidence to know
whether antiseptics or antibiotics have any additional
advantage over keeping the cord clean and dry.*?

A good percentage of women use oi ntment they would
buy from the pharmacy or other substances like koohil
on the eye of their baby, which reflect bad practice. At
the same time, the use of prophylactic eye drops is not
routinely used on the eyes of newborn babies in our
country. Infection can be prevented by cleaning the eyes
immediately after birth and applying 1% silver nitrate
solution, 1%tetracyclineor 0.5% erythromycin ointment
to the eyes within one hour of delivery. Nonetheless,
newborns given silver nitrate or tetracycline ointment
still run the risk of infection (7% and 3%, respectively)
if mother was infected. Purulent discharge that starts
within the first two weeks of life must be recognized as a
sign of ophthalmia and the newbornstreated or referred
for parenteral application of antibiotics.® More than half
of primi para and 60.8% of multi para will do nothing
when their babies develop vomiting the magjority of
them will use ointment or other medication they would
buy from the pharmacy to treat mouth thrush, which
clearly reflect inadequate knowledge, again this was
shown clearly when newborn babies develop jaundice
as about 28.3% of primi para and 22.8% of multi would
use more than one method like giving dextrose water
or use the yellow beads in addition to that they cover
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their babies with cloths and put them under the white
light. Although around 75% of mothers said they would
breastfeed their babies, about 14.7% of primi para and
25.4% of multi para would shift to artificial feeding if
their babies continue to cry after feeding. Most of the
mothers demonstrate the proper way of holding their
baby during feeding and around half of them proposed a
period of 12-24 months for breastfeeding their babies.

Exclusive breastfeeding for the first 6 months of life
is probably the single most cost effective child survival
measure available and the infant’s primary defense
against infection.®

CONCLUSIONS

The study shows that knowledge and attitude of basic
newborn health care practice among mothers both primi
paraand multi paraisinadequateandinformal, especially
on the care of umbilical stump, eyes, jaundice, mouth
thrush and vomiting. Further studies need to be done
in other areas in Baghdad city and in other part of the
country to identify the key behavior and interventions
that should be integrated into the existing maternal
and child health programs to improve newborn health
and survival. A situation analysis should provide the
necessary information for developing a strategy, based
on the newborn health situation, existing services and
available resources, and understanding the priorities for
introducing potential intervention.
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IMPROVING MULTIPLE CHOICE QUESTIONS (MCQS):
SELECTING THE APPROPRIATE FORMAT

JiaY) drnall HLial raaiadl LAl culd ARG e

Rima Sayed Hassan, MD; Youssef Latifeh, MD
ddadad Cang 2 e sl Ley o

ABSTRACT

Objective: Avoiding negative phrasing in the item stem is one of the rules of writing multiple-choice questions
(MCQs), because it confuses students and adversely affects the understanding of the question. However, many
professors in Syria still use the negatively worded stems. The aim of this work is to identify the impact of using
negative words in the stems of multiple-choice questions on item difficulty and discrimination, and to identify the
impact of flawed items on low and high achieving students.

Methods: The study was conducted on 36 items that were formulated in two different formats. The first one is
a positively worded item and the second is a negatively worded item, with identical stem, alternatives, and same
location of the correct answer. Only the lead-in question was differently worded either positively or negatively.

Results: 4 total of 531 students were assessed, 262 (49.34%) answered the first model. Mean item difficulty index
in a positive format was 66.81+ 17.66% ver sus 65.72+ 17.87% in the negation, (p=0.7). Mean discriminationindex in
a positive format was 0.23+ 0.09 versus 0.25£0.09 in the negation (p=0.5). On comparison, there was no difference
between high and low achieving students. Mean item difficulty index in a positive format was 78.48+16.21% for
the high achieving students versus 77.37+ 15.39% in the negation, (p=0.4). For the low achieving students mean
difficulty index in a positive format was 52.67+19.49% versus 53.33+20.26% in the negation, (p=0.6).

Conclusions: This study provided evidence that the use of negation in stems of multiple-choice questions did not
make any difference on the level of the difficulty index and the discrimination index. Therefore, it did not affect the
students’ score. Further studies on this subject remain necessary.
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THE TREATMENT OF CAUSTIC ESOPHAGEAL BURNS INJURIESIN
CHILDREN WITH HIGH DOSE OF METHY L PREDNISOLONE
JElYT e b &IL 5l e daalill 4wl LAY dallas
Osls iy diial) (e dlle 4o
Jaber Mahmod, MD

29020 Ag>d il 2

ABSTRACT

Objective: To evaluate the benefit of high dose methyl prednisolone (1 g\1,73 m?\d) in prevention of esophageal
stenosisdueto grade Il and |11 caustic burns, because it is known that this drug has a systemic effect in reducing the
esophageal inflammatory reactions after the caustic burns and subsequently prevents stenosis.

Methods: The study was conducted at the University Children Hospital in Damascus from 1 January 2006 till 31
December 2008 on 52 children with grade Il and |11 esophageal caustic burnsinjuries. Their ages ranged between
8 months and 11 years, 30 patients were boys (mean age 3.2 years), and 22 patients were girls (mean age 2.8 years).
We have applied a treatment by methyl prednisolone (Lemod-solu)R intravenously at a dose (1 g/1.73 né/day) for 10
days and increased the period of treatment to 15 or 20 days maximum according to the improvement.

Results: The cure rate in our study was 80.7% at the end of the protocol, whereas the cure rate in the feedback
study which did not apply in this treatment was 49% with a clear statistical difference (p=0.0035). We found that the
most common substances were alkali (58%), and the prevalence of burn in males was more, and most casesin which
the treatment has been failed was of second-degree (70%), and their endoscopies were done in the second day.

Conclusions: Our study has proved a high cure rate in esophageal burns with alkali by intravenous methyl
prednisolone therapy in a high dose.
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TRAUMATIC RIB FRACTURES: HOW MANY RIBS
FRACTURED, DOESIT MAKE ANY DIFFERENCE?

€5 ) suSall &3yl e (DAL G5 Gllia Ja oyl oY) s
Ibrahim Alkoudmani, MD
Flondll @ialy .o

ABSTRACT

Objective: Rib fractures are the most common type of thoracic injury following trauma. The relationship between
the number of fractured ribs, and morbidity and mortality is debated. Here we investigate this relationship.

Methods: Files of 301 consequent cases of traumatic rib fractures were reviewed. Patients were classified into
three subgroups based on their number of fractures; (G1) 1-2 fractured ribs, (G2) 3-5 fractured ribs, (G3) 6 or more
fractured ribs. Patientswere evaluated and compared according to age, associated injuries, pulmonary complications
and mortality.

Results: The mean age of the patients was 40.4 years, male to female ratio (4:1). The leading cause of the
trauma was road traffic accidents (57%). The mean hospital length of stay was 4, 5, and 7 days for the three groups
respectively. Sxty nine percent of cases associated with other thoracic injuries, which increased as the number of
fractures increased (60%, 71% and 79%) for group 1, 2 and 3 respectively, (p=0.02), and pneumothorax was the
most common associated thoracic injury (44%), followed by hemothorax (41%), then pulmonary contusion (16%).
The incidence of extremities, head and neck injuries correlated with the number of fractured ribs (p<0.05), whereas
the relation with intra-abdominal injuries was not significant (p>0.05). Pulmonary complications occurred in 2.3%,
mortality rate 2% which increased as the number of fractured ribsincreased (p<0.05).

Conclusions: The number of rib fracturesindicates the severity of trauma, asthe number of rib fracturesincreases
the morbidity and mortality rates increase due to causes unrelated to the rib fractures. Whereas the |ate associated
chest injuries have no relationship to the number of fractured ribs, and follow-up is essential for all patients even
with one rib fractured.
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THE MANAGEMENT OF LYMPHOCELES IN KIDNEY TRANSPLANT
PATIENTS RECIEVING GRAFT FROM LIVING DONORS

sbal Cpeoiia e Bl £y (oaiaye e Ayslaalll AN
Assem Nasser, MD

).@L‘! ‘Q.@LC o
ABSTRACT

Objective: In a retrospective study, we evaluated the frequency, clinical presentations and the management of
lymphocelein addition to the factors which are responsible or associated with this complication in kidney transplant
patients operated in Kidney Transplant Unit in Al-Mouassat University Hospital, Damascus.

Methods: We reviewed the medical files of 790 patients operated in Kidney Transplant Unit between January 2001
and December 2009. We used 3/0 silk or “ LigaSure” to prepare the vascular bed and secure the lymphatic vessels.
We performed ultrasound study routinely for all patients one week postoper atively, then when there is an indication
as elevated creatinine or lower limb edema. The follow up period was 39 months. The lymphoceles were managed
according to the size and symptoms by surveillance, ultrasound guided percutaneous drainage or intraperitoneal
drainage by open surgery. In cases with multiloculated collection or insuitability of percutaneous drainage, the
primary approach was surgical intraperitoneal drainage.

Results: Symptomatic lymphocele collection was seen in 27 patients (3% of patients of our series). It presented
with elevation of serum createnine concentration in 9 patients (33%), non-pathognomonic abdominal pain in 13
cases (48%) and lower limb edema in 5 cases (18%). Ultrasound guided percutaneous drainage was performed in
8 patients, in 4 of them the lymphocel e recurred (50%), all the recurred cases managed by surgical intraperitoneal
drainage. Nineteen patients were managed primarily by surgical intraperitoneal drainage because of large size of
lymphocele, multiloculated collection or surgeon preference. All cases were successfully managed except for 3 cases,
in the first the patient died during the open surgery for the management of lymphocele because of cardiopulmonary
failure. Severe sepsis developed in the other two cases as a result of secondary infection of lymphatic collection
following the percutoneous drainage, the situation necessating graft nephrectomy “ graft loss” .

Conclusions: Symptomatic lymphocele in kidney transplant patients is an uncommon but important complication.
Surgical intraperitoneal drainage is an effective approach for the management of lymphocel e especially large-sized
and multilocul ated.
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* Assem Nasser, MD; Urologist, Kidney Transplantation Unit, Department of Surgery, Al-Mouassat University Hospital, Damascus, Syria.
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Medical Case

Achalasia
(LYY slaS Y e

A 43-year-old woman presented to the surgical clinic with aweight loss of 12 kg in the preceding 8 months and
progressive dysphagia for solids and liquids. She also had dyspepsia and depression. Physical examination revealed
her to be pale, without clubbing or lymphadenopathy. On abdomina examination, there were no pal pable masses or
organomegaly. Laboratory tests indicated normocytic, normochromic anemia, with a hemoglobin level of 9.8 g per

deciliter. Test results for renal and liver function were within normal limits. On upper gastrointestinal endoscopy,

the scope could not be moved beyond the gastroesophageal junction. A barium-swallow study showed a dilated
esophagus (long arrow) with tapering at the distal end (short arrow). This tapering is often referred to as “hird’s
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beak appearance” and istypical of achalasia. The patient underwent a laparoscopic Heller’s myotomy, and at
follow-up 6 months later she continued to remain symptomatic, with persistent narrowing at the gastroesophageal
junction seen after a barium swallow. She was then lost to follow-up.
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Public Health
dsle daa

Tomato juice intake suppressed serum concentration
of 8-oxodG after extensive physical activity

iisa u—’l:‘).-.‘ﬁ Jaldiy el,,\f\l\ a2y Jaall gﬁ 8-0X0dG jus5i Ly ehhhl\ s J ol

Harms-Ringdahl M, et al.
Nutr J 2012 May 2;11(1):29.

Background: DNA is constantly exposed to reactive oxygen species (ROS), spontaneously arising during the
normal oxygen metabolism. ROS may result in temporary as well as permanent modifications in various cellular
components such as lipids, proteins and DNA, which may have deleterious consequences. Demonstrating that a
dietary supplementation of antioxidants can reduce oxidative DNA damage may provide evidence for the value of
such supplementation in prevention of cancer and age related diseases.

Findings: The present study was conducted to address whether tomato juice protects against ROS induced by
extensive physical exercise in untrained individuals. As a marker of oxidative stress, serum levels of 8-oxodG were
monitored using a modified ELISA. An intervention was performed involving 15 untrained healthy subjects who
performed a 20 min physical exercise at 80% of maximum pulse using an ergometer bicycle. Blood samples were
taken before and one hour after the exercise. The procedure was repeated after 5 weeks with a daily intake of 150
ml tomato juice and followed by a5 weeks wash-out period and another 5 weeks with a daily intake of tomato juice.
The results indicated that a daily intake of tomato juice, equal to 15 mg lycopene per day, for 5 weeks significantly
reduced the serum levels of 8-oxodG after an extensive physical exercise.

Conclusion: These data strongly suggest that tomato juice has a potential antioxidant effect and may reduce the
elevated level ROS induced by oxidative stress.
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Pediatrics
Juky) b

Study of prevalence of epilepsy in children with type Hiabetes mellitus
@Sl £ 1Al J6¥) aallly Crbaadl JBLY) sal @ puall L) A

Ramakrishnan R, et a.
Seizure 2012 Feb 18.

Purpose To evaluate the prevalence of epilepsy in children (<16 years) with type 1 diabetes.

Methods: A review of clinical notes and investigations was carried out on all the children with type 1 diabetes who
were under follow-up in the Paediatric Diabetes clinic at Alder Hey Children’s Hospital in the year 2010.

Results Of 285 children aged <16 years with type 1 diabetes, six also had epilepsy giving a prevalence of 21/1000.
Thisis approximately six times greater than the prevalence of epilepsy in the general population of children in UK.
Conclusion Epilepsy appearsto occur more frequently in children with type 1 diabetes than in the general paediatric
population.

cSall ¢ Iall I Laailly Cppbiad) (Ras 16 Gu 0959) JURY) s g puall els L) as s diagl) iy
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Diagnostic performance of serum interleukin-6 and interleukin-10 levels
and clinical predictors in children with rotavirus and norovirus gastroenteritis
Apiil) Ay pead) i prdially 10— 0S5 6 S saidd Adiaal) cilyginuall andiil) ¢149)
JUkY) die 9,630 Ciliag by Alaal) il pdlly o laaly Baral) cilgdl) el B

Chen SM, et al.
Cytokine 2012 May 14.

Objectives Rotavirus and norovirus are the two most common causes of acute viral gastroenteritisin children. This
study aimed to explore the association of serum interleukin-6 (IL-6) and interleukin-10 (IL-10) levels and the clinical
features in children with rotavirus and norovirus gastroenteritis.

Methods: This prospective study enrolled 168 acute gastroenteritis patients admitted to a tertiary care center.
Peripheral blood samples were collected for IL-6 and IL-10 assays within the first 72h of illness. The diagnostic
performance of clinical testswas estimated using the receiver operating characteristic (ROC) analysis. Binary logistic
regression modeling was performed to examine the predictive variables.
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Results Serum IL-6 and IL-10 were measured in children with rotavirus infection (n=30), norovirus infection
(n=25), Salmonella infection (n=26), and in 11 healthy controls. There were significant higher degrees of severity of
illness and levels of 1L-10 in the rotavirus group as compared to the norovirus group. The binary logistic regression
analysis revealed that both the ANC and maximum body temperature (BT) were significant clinical predictors for
discriminating rotavirus and norovirus gastroenteritis. The ROC curve to evaluate the accuracy of logistic regression
model had an AUC of 0.847 (95% ClI: 0.741-0.952, p<0.001).

Conclusions IL-10 shows a significant discriminating ability between rotavirus and norovirus infection. A model
incorporating maximum BT and ANC can help pediatricians to distinguish between rotavirus and norovirus in
children with a suspected viral gastroenteritis.
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Efficacy of methylprednisolone in children with severe community acquired pneumoai
JUkY) vie adiaall B dsadSal) Al @ld (e Bl eyl A methylprednisolone dsllad

Nagy B, et al.
Pediatr Puimonol 2012 May 15.

Background: The clinical value of adjuvant corticosteroid treatment in community-acquired pneumonia (CAP)
seemed to be controversial in adults, and even less data are available on the use of corticosteroids in children with
CAP.

Materials and methods:In this study, we investigated the efficacy of a 5-day adjuvant methylprednisolone therapy to
imipenem in 29 children with severe CAP. In parallel, 30 subjects with the same disease were treated with imipenem
and placebo, and the two study groups were compared based on the different parameters of the primary and secondary
end points. The primary end points were the duration of fever, the levels of white blood cells (WBC) and high
sensitive C-reactive protein (hsCRP). Secondary end points were the length of hospital stay, and the number of severe
complications with or without surgical interventions.

Results The additive methylprednisolone treatment significantly reduced the duration of fever with 2.5 days, the
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WBC counts (P=0.014), the hsCRP levels showing a 48.7% decrease, and the length of hospital stay with 5.2 days
versusthe placebo group. Moreover, patientstreated on imipenem al one had twice more complications and four times
more invasive interventions compared to those on the combined therapy.

Conclusions The 5-day methylprednisolone therapy with imipenem was found effective in children having severe
CAP. However, trials with larger cohorts are needed to study further beneficial effects of corticosteroids in children
with CAP.

cinal)  Haui€l) A5 b e a8 Al clah g sl Aee ) Aadlaall 4yl Liaad) Jom Jandl (e LESH il Iy Lo sdiad) 418
LY die painal) b dni€all 450 b Vs 8 galatid Jsa 4818 Cildara 3155 Y LS (ol 2ie CAP

29 xic imipenem Y dilayl o4 5 52 methylprednisolone 2 deelall dalled) dlled ¢ Laginl du)dll sds 8 & suad) (§hag Jlga
imipenem 2 lgiallae i (a0 Alls 30 Gaslia st 38 Ally wa gl5illey - asinall 8 AnSall Rl 3 Ga 5308 Ala e Gsilay il
Lolal) e Ay sty 4091 Agileal Lalanlly Aalaiall Aabiaall <l pediall dpnsilly (e genal) (s Aaadall il A3 lhe ae Al Y dallaal) pe
30 A5l Algd Bl ciled a4 L (WSCRP) dpuluall Jle C el o555 ¢ Landl all <l (ggiuna ¢ anll 20 230531 dlgal
ceaball dalall e alll (sn ol ae A5)Ual) 5yladll DAY 2ae ¢ Akl b o)

Gl e b el ge by 2.5 e ganl) 3o b Basale il ) el dallasll methylprednisolone il of cus sqitiil
e Al L 5.2 Jlaies ikl 8 olidl 3205 ¢(%48.7 ltie) Duleall e C el 555l Clisine s «(0.014=p) Lol
sabialy Cheall jlaiey Jlef calladial 1s jelsl 3yiie J<5 imipenem alaiuly geallaall oayd) of Jas gl dlld e 3Mle .4l Y) dallasl
AS i) Aalledlly cpallaall o yall pe &l Cileaal dapply ST 45l elalal

L€l 451 @l e saaill YW 8 imipenem g a4l 5 524 methylprednisolone 2 dallaall Zdled Luball sda Cuiy :eilaliiiu)
Onbad) JUlY) sie 4yl cads il 5 AY) sakall sl Auhal S cluha shay sagmse dalall i (S1s (Y oo adinall
edinall 8 Al 4550 il

Value of serum and bronchoalveolar fluid lavage pro- and anti-inflammatory
cytokine levels for predicting bronchopulmonary dysplasia in premature infans
L) L) Alead) Jiluy Juaall & lgitD Saliaally Aulgaly) daglls CUS ) il giona e
Zaad) allgall sl oot o) geaiil) (I8 Adlay ) b

Koksal N, et al.
Eur Cytokine Netw 2012 May 16.

Objective: The aim of this study was to determine the value of pro- and anti-inflammatory cytokine levels in both
blood and tracheal aspirate (TA) samples that were obtained within 24 h after birth for predicting bronchopul monary
dysplasia (BPD) development in premature infants.

Material and methods: Premature infants, who were born before 32 weeks of gestation, weighing less than 1,500
g, and admitted with respiratory distress between September 2009 and December 2010, were enrolled. Tracheal
aspirate samples and serum were obtained from all infants on the first day of admittance for evaluation of pro- and
anti-inflammatory cytokine levels using ELISA.

Results The study included 102 premature babies of whom 31 (30%) had BPD diagnosed in the follow-up. Mild,
moderate and severe BPD wasdiagnosed in 10 (32%), 14 (45%) and seven (23%) infants, respectively. Both serum and
TA sample pro-inflammatory cytokine (TNF-a, IL-1f, IL-6) levels were significantly higher, and anti-inflammatory
cytokine (IL-10) levels were significantly lower in infants who developed BPD compared with those who had no
BPD. No significant differences were detected in either serum or TA sample pro- and anti-inflammatory cytokine
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concentrations in preterm infants with BPD in terms of BPD severity. Cut-off values of both serum and TA sample
pro- and anti-inflammatory cytokine concentrations for predicting BPD were also determined.

Conclusion It is suggested that higher serum and TA pro-inflammatory cytokine (TNF-a, IL-1p, IL-6) concentrations,
along with lower anti-inflammatory cytokine (IL-10) concentrations, might be used for predicting the development of
BPD in premature infants with respiratory distress at birth.
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Risk factors for temporomandibular joint arthritis
in children with juvenile idiopathic arthriti s
i) S8l S aal) Jaadal) Glgil¥ 3)ghil) Jalse
el Jogaa Alail) Jualial) Qlgilly Cplaall JULY) e

Stoll ML, et .
JRheumatol 2012 May 15.

Objective: To determine the prevalence and features of temporomandibular joint (TMJ) arthritis by magnetic
resonance imaging (MRI) among children with juvenileidiopathic arthritis (JJA), and to identify risk factorsfor TMJ
arthritis.

Methods: A retrospective chart review was performed on 187 patients with JJA who underwent a TMJ MRI at
Children’s Hospital of Alabama between September 2007 and June 2010. Demographic and clinical information
was abstracted from the charts. Univariate and multivariate analyses were performed to identify risk factorsfor TMJ
arthritis identified by MRI.

Results MRI evidence of TMJ arthritis was detected in 43% of patients, with no significant difference among JIA
categories. Thenumber of jointswith activearthritis(exclusive of the TM J) and the use of systemicimmunomodulatory
therapieswere not associated with TM Jarthritis. Multivariable analysis reveal ed a strong associ ation between mouth-
opening deviation and TMJ arthritis (OR 6.21, 95% Cl 2.87-13.4). A smaller maximal incisal opening and shorter
disease duration were al so associated with an increased risk of TMJ arthritis.
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Conclusion TMJ arthritis was identified in a substantial proportion of children with JTA (43%) and affects all
JA categories. TMJ arthritis was present in some patients despite limited or otherwise quiescent disease and in
the presence of concurrent systemic immunomodulatory therapy. Routine evaluation for TMJ arthritis by MRI is
warranted for al children with JIA.
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Obstetrics And Gynecology
Aalall (ealpes adgil

Acute disseminated intravascular coagulation in obstetrics
il qla A aad) e Y1 Jala pddial) A

Rattray DD, et al.
J Obstet Gynaecol Can 2012 Apr;34(4):341-7.

Objective: To determine the antecedent factors, morbidity, and mortality associated with disseminated intravascul ar
coagulation (DIC) in aNova Scotiatertiary maternity hospital over a 30-year period.

Methods: Cases of DIC were identified from the Nova Scotia Atlee Perinatal Database for the years 1980 to 2009
and the hospital charts reviewed. The clinical diagnosis of DIC was confirmed or refuted using a combination of the
International Society of Thrombosis and Haemostasis scoring system and an obstetrical DIC-severity staging system.
The cause of DIC was determined from chart review. Maternal outcomes included massive transfusion (>5 units),
hysterectomy, admission to ICU, acute tubular necrosis (ATN) requiring dialysis, and death. Neonatal outcomes
included Apgar scores, hirth weight, NICU admission, and death. Treatment of DIC was assessed by blood products
administered, postpartum hemorrhage management, and laboratory measurements.

78



Journal of the Arab Board of Health Specializations VVol.13, No 2, 2012

Results: There were 49 cases of DIC in 151 678 deliveries (3 per 10 000) over the 30 years. Antecedent causes
included placental abruption (37%), postpartum hemorrhage or hypovolemia (29%), preeclampsiad HELLP (14%),
acute fatty liver (8%), sepsis (6%), and amniotic fluid embolism (6%). The associated maternal morbidity included
transfusion >5 units (59%), hysterectomy (18%), ICU admission (41%), and ATN requiring dialysis (6%). There
were three maternal desths, giving a case fatality rate of 1 in 16. The perinatal outcomes included stillbirth (25%),
neonatal death (5%), and NICU admission (72.5%).

Conclusion Obstetrical DIC is an uncommon condition associated with high maternal and perinatal morbidity and
mortality. Prompt recognition and treatment with timely administration of blood productsiscrucial inthe management
of thislife-threatening disorder.
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Feasibility of implementing magnesium sulphate
for neuroprotection in a tertiary obstetric unit
AN o g1 s g (gan (B dymand) 48 5l o g Safieal) il sllae) (g gaa

OwLL,etal.
Aust N Z J Obstet Gynaecol 2012 Apr 20.

Background: It is important to establish whether research recommendations regarding magnesium sulphate for
neuroprotection can be readily translated into clinical practice and achieve the dual objectives of good coverage of
the target group, while minimising unnecessary or prolonged exposure to treatment.

Methods: This retrospective cohort study included all women admitted to atertiary obstetric centre at 23-32 weeks
gestation in the first 12 months following implementation of the guideline ‘Magnesium sulphate for the prevention
of cerebral palsy’. We determined the number triaged to receive magnesium sulphate, the proportion of infants who
received magnesium sulphate prior to delivery and the total number of doses administered.
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Results A total of 330 women were admitted at a mean gestational age of 28.2 weeks, and 132/330 (40%) were
prescribed magnesium sulphate, of whom 123/132 (93%) delivered. 142/191 (74%) infants born at <32 weeks
gestation received magnesium sulphate prior to delivery, with no significant differences seen by plurality or gestational
age. Of the 145 doses administered, only 13 women received more than one dose, and only nine of 145 (7%) doses
proved to be unnecessary. The median treatment duration was 3 h 58 min. The infusion was discontinued as result of
side effectsin 2% of women.

Conclusion Research recommendations regarding administration of magnesi um sul phate with neuroprotectiveintent
can be successfully transdlated into clinical practice. Appropriate triaging of women at high risk of imminent preterm
birth is feasible, enabling a high level of magnesium sulphate coverage for infants that deliver prior to 32 weeks
gestation, with minimal toxicity and alow rate of unnecessary maternal exposure.
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Is there a place for corifollitropin alfa in IVF/ICSI cycles?
SICSI Assgd) Jala dillaill ia/IVF zlasl & Glady) 4dae A corifollitropin alfa gs

Mahmoud Youssef MA, et al.
Fertil Steril 2012 Jan 23.

Objective: To evaluate the role of corifollitropin afa, a newly developed weekly administrated long-acting
recombinant FSH (rFSH), as an aternative for daily rFSH administration in women undergoing controlled ovarian
stimulation in GNRH antagonist down-regulated in vitro fertilization (1VF)/intracytoplasmic sperm injection (ICSl)
treatment cycles.

Design: Systematic review and meta-analysis of randomized controlled trials.

Setting: University and private centers.

Patients: Infertile women undergoing IVF/ICSI treatment.

Interventions: Comparing long-acting rFSH corifollitropin alfaversus standard daily administrated rFSH in GhRH
antagonist IVF/ICSI cycles.

Main outcome measuresOngoing pregnancy rate, live birth rate, clinical pregnancy rate, miscarriage rate, duration
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of stimulation, amount of FSH, number of retrieved oocytes, number of mature oocytes, number of embryos obtained,
fertilization rate, ovarian hyperstimulation syndrome (OHSS) incidence, and adverse events. Searches (of literature
through November 2011) were conducted in Medline, Embase, Science Direct, the Cochrane Library,
and databases of abstracts.

Results: Four randomized trials involving 2,326 women were included. There was no evidence of a statistically
significant difference in ongoing pregnancy rate for corifollitropin alfa versus rFSH. There was evidence of increased
ovarian response and risk of OHSS in corifollitropin alfa

Conclusions: In view of its equivalence and safety profile, corifollitropin alfa in combination with daily GnRH
antagonist seems to be an alternative for daily rFSH injections in normal responder patients undergoing ovarian
stimulation in IVF/ICSI treatment cycles.
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Factorsinfluencing the mode of delivery and associated pregnancy outcomes for twin s

sl Jaal) el B ABd)yal) Jaad) ilisy 5l Jaad o §)5al) Jalsal)

LiuAL, etal.
Hong Kong Med J 2012 Apr;18(2):99-107.

Objectives To determine current trends for different modes of delivery in twin pregnancies, factors affecting the
mode of delivery, and associated outcomes.

Design Retrospective cohort study.

Setting: A public hospital in Hong Kong.

Articipants : All twin pregnancies booked at Kwong Wah Hospital during a 3-year period from 1 April 2006 to 31
March 20009.
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Results Of 197 sets of twins, 35 (18%) were delivered vaginaly and 162 (82%) by caesarean section (47% were
emergencies and 53% elective). In al, 32 (37%) of the elective and 21 (28%) of the emergency caesarean sections
were in response to maternal requests. Vaginal delivery was more common in mothers with a history of vaginal
delivery and monochorionic diamniotic twins. Women who conceived by assisted reproduction or those who had
atertiary education were more likely to deliver by caesarean section. The type of conception and the presentation
of the second twin were statistically significant factors affecting maternal choice on the mode of delivery. Maternal
age did not affect the choice of delivery mode. Except for the higher frequency of sepsis and cord blood acidosis
in second twins delivered vaginally, there were no significant differences in neonatal morbidity between the groups
that attempted vaginal delivery or requested caesarean sections. All the women who had compression sutures or
hysterectomy to control massive postpartum haemorrhage were delivered by caesarean section.

Conclusion A high caesarean section rate observed in our cohort was associated with maternal requests for this
mode of delivery. The type of conception and the presentation of the second twin were statistically significant factors
affecting maternal choice on mode of delivery. Women's requests for caesarean delivery out of the concern for their
babies are not supported by current evidence. In response to a woman with a twin pregnancy requesting caesarean
delivery, the prosand cons of vaginal deliveries and caesarean sections should be fully explained before the woman’s
autonomy is respected.
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Effect of hormone therapy on postural balance in postmenopausal women
LY G 3y s Lol tie dadagh 05l e Asigasgd) Aadlaal) il

Rodrigues Barral AB, et al.
Menopause 2012 Apr 2.

Objective: The aim of this study was to analyze the effects of hormone therapy (HT) on postural balance in
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postmenopausal women and its association with risk of falls.

Methods: In this cross-sectiona study, atotal of 225 Brazilian postmenopausal women aged 45 to 75 years were
included and divided into two groups: HT users (n=102) and nonusers (n=123). HT users were women who had
continuously taken HT throughout the preceding 6 months, whereas nonusers received no such therapy during the
same period. Women with in amenorrhea for more than 12 months and aged 45 years or older were included. Those
with neurological or musculoskeletal disorders, vestibulopathies, uncorrected visual deficit, or drug use that could
affect balance were excluded. Histories of falls (previous 24 mo) aswell asclinical and anthropometric characteristics
were analyzed. Postural balance was assessed through stabilometry (computerized force platform), Romberg test, and
crouching test. Statistical analysis included the median test,  test, Spearman correlation coefficient, and logistic
regression method (odds ratio).

Results:Women users of HT were younger (53.0 vs 57.0 y) and with a shorter time since menopause (5.5 vs 10.0 y)
than nonusers (P<0.05). No anthropometric differences were observed. The number of women who had experienced
falls was significantly lower among HT users than nonusers: 51 vs 88 falls, respectively (P<0.05), and presented
an adjusted risk of fals of 0.49 (95% CI, 0.27-0.88) times lower than the nonusers group. For the stabilometric
parameters, HT users showed significantly lower amplitude in body oscillation (latero-lateral and antero-posterior)
and a smaller oscillation area compared with nonusers (P<0.05). There was no significant correlation between the
Romberg test and fall rate (P>0.05). In the crouching test, 47.1% of the participants showed an adequate level of
muscle strength in lower limbs without differences between the groups (P>0.05).

Conclusions: Postmenopausal women using HT showed lower frequency of falls and a better performance in
stabilometric parameters than did nonusers.
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Surgery
dal)yall

A meta-analytic overview of thrombectomy during primary angioplasty
AN sl Gl A 5A Jlatind dlgs Adias dan) e

DelucaG, etal.
Int J Cardiol 2012 Jan 28.

Introduction: Even though primary angioplasty restores TIMI 3 flow in more than 90% of STEMI patients, the
results in terms of myocardial perfusion are still unsatisfactory in a relatively large proportion of patients. Great
interest has been focused in the last years on distal embolization as major determinant of poor reperfusion and clinical
outcome after primary angioplasty. The aim of this article is to perform an updated meta-analysis of thrombectomy
devicesin STEMI patients undergoing primary angioplasty.

Methods: Theliterature was scanned by formal searches of electronic databases (MEDLINE, Pubmed) from January
1990 to December 2010, the scientific session abstracts (from January 1990 to December 2010) and oral presentation
and/or expert slide presentations (from January 2002 to December 2010) (on TCT, AHA, ESC, ACC and EuroPCR
websites). No language restrictions were enforced.

Results: A total of 21 randomized trials were finally included in the meta-analysis, involving 4514 patients (2270
or 50.3% randomized to thrombectomy and 2244 or 49.7% to standard angioplasty). Overall thrombectomy did not
reduce 30-day mortality, with more benefits observed only with manual thrombectomy. No difference was observed
in the 30-day reinfarction rate, whereas atrend in higher risk of stroke was observed with thrombectomy (p=0.06).
Manual but not mechanical thrombectomy significantly improved postprocedural TIMI 3 flow, however, both devices
significantly improved myocardial reperfusion as evaluated by ST-segment resolution. By meta-regression analysis a
linear relationship was observed between benefits from thrombectomy in ST-segment resolution and in the presence
of thrombus at baseline angiography (p=0.0016).

Conclusions:The present meta-analysis has demonstrated that, among patients with STEMI, manual thrombectomy
significantly improved myocardial perfusion, with a trend in short-term mortality benefits, whereas mechanical
thrombectomy, despite the benefits in myocardial perfusion, did not impact on short-term survival. However, the
benefits in myocardial perfusion were significantly related to prevalence of coronary thrombus. In light of the
observed higher risk of stroke, thrombectomy cannot be routinely recommended, but should be used in case of
evident intracoronary thrombus. Mechanical thrombectomy devices may be considered as well to further improve
reperfusion and facilitate optimal stent implantation, especially in the presence of large thrombus burden.
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Sex differences in the epidemiology, seasonal variation, and trends
in the management of patients with acute appendicitis

Sad) Bl Glgl) e i B Adlad) cilgailly Aluadl) i) ¢ uinlly Allaial) cilyilygl) BN

Stein GY, et al.
Langenbecks Arch Surg 2012 Jun 2.

Background: Acute appendicitis is the most common indication for acute surgical abdominal intervention. In this
study, we analyzed the gender correlation with demographic, epidemiologic, diurnal, and seasonal trends in relation
to the incidence and management of patients with acute appendicitisin our medical center.

Methods: Data of patients, 18 years of age or older who underwent emergency appendectomies at the Rabin Medical
Center during the last 13 years, were collected. The data collected included demographic parameters, hospitalization,
procedures, and use of preoperative imaging.

Results: Data were available for 3,736 patients. Maes had more appendicitis attacks than females (p<0.0001),
whereas females had more normal appendixes than males (p<0.0001). The overal rate of normal appendixes was
19.6%, with a decline in the past 10 years from a yearly average of 23.5% between 1998 and 2002 to 15% between
2003 and 2007 (p<0.0001) with areverse correlation with the preoperative use of abdominal CT. A distinct seasonal
pattern was observed; more appendectomies for acute appendicitis occurred during the summer months (p<0.0001).
Ten percent of patients had a complicated course with a mortality rate of 0.33%; most of them were elderly, male/
femaleratio 0.4.

Conclusions: We found distinct gender, epidemiological, seasonal, and diurnal trends influencing the incidence of
acute appendicitis. The incidence rate of false-positive surgery has been gradually declining, probably due to the
increased use of preoperative abdominal CT and ultrasound. Acute appendicitis was more common in males and
during the summer months.
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Outcome after surgery preserving pharynx and larynx for cervical esophageal cancer
i) £ gpal) Glayw ca 5 adally agaldl o dladlaal) dafl) gl

MaSH, et al.
Zhonghua Wei Chang Wai Ke Za Zhi 2012 Jan;15(1):63-6.

Objective: To evauate the long-term survival of multidisciplinary treatment based on thoracic surgery for cervical
esophageal squamous cell carcinoma.

Methods: The clinical characters and follow-up data of forty-one cervical esophageal cancer patients who accepted
multidisciplinary treatment based on surgery with preservation of pharynx and larynx were retrospectively reviewed,
and the long-term survival was compared with 480 non-cervical esophageal cancers who accepted surgery in the
same period done by the same surgical team.

Results: There were 28 males and 13 females with a mean age of 62 years old. In the cervical esophagea cancer
group, 30 patients accepted neoadjuvant chemotherapy, 25 patients accepted adjuvant chemotherapy, and 21 patients
accepted both. Six patients received postoperative radiation. Four patients underwent exploratory surgery alone, and
37 cases underwent radical surgery and cervical anastomosis. One case died during the perioperative period. The 1-,
3-, 5- and 8-year survival rates were 96.8%, 52.6%, 35.1%, and 35.1% in the 36 patients with cervical esophageal
cancer who underwent radical surgery, and were 85.0%, 54.3%, 45.0%, and 36.7% respectively in the 457 non-
cervical esophageal cancer patients. There was no significant difference between the cervical group and non-cervical
group (P=0.91).

Conclusion: Cervical esophageal cancer should be treated in a multidisciplinary approach to obtain satisfactory
long-term outcomes.
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Perioperative mortality in diabetic patients undergoing coronary
artery bypass graftsurgery
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SAMP, et a.
Rev Col Bras Cir 2012;39(1):22-27.

Objective: To investigate the risk factors for in-hospital death in diabetic patients undergoing isolated Coronary
Artery Bypass Grafting (CABG).

Methods: We conducted a retrospective study with 305 consecutive diabetic patients undergoing CABG in
the Division of Cardiovascular Surgery of our institution from April 2004 to April 2010. Univariate analysis for
categorical variables was performed with the chi-square or Fisher’s exact test, as appropriate. Potential risk factors
with p<0.05 in the univariate analysis were included in the multivariate analysis, which was performed by backward
logistic regression. Values of p<0.05 were considered statistically significant.

Results: The study population had a mean age of 61.44 years (+9.81) and 65.6% (n=200) were male. The in-hospital
mortality rate was 11.8% (n=36). The following independent risk factors for death were identified: on-pump CABG
(OR 6.15, 95% CI 1.57 to 24.03, P=0.009) and low cardiac output in the postoperative period (OR 34.17, 95% CI
10.46 to 111.62, P<0.001). The use of internal thoracic artery (ITA) was an independent protective factor for death
(OR 0.27, 95% CI 0.08 to 0.093, P=0.038).

Conclusion: This study identified the following independent risk factors for death after CABG: on-pump CABG and
low cardiac output syndrome. The use of ITA was an independent protective factor.
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Endoscopic treatment of duodenal Brunner adenoma
@il B L) g al ¥ AR ety m 3l

Shi Q, etal.
Zhonghua Wei Chang Wai Ke Za Zhi 2012 Jan;15(1):59-62.

Objective: To evaluate the value of endoscopic treatment for duodena Brunner adenoma.

Methods: Twenty-nine cases of duodenal Brunner adenoma were diagnosed by pathology between November 2006
and May 2010 in the Endoscopy Center of Zhongshan Hospital. The clinical data were retrospectively analyzed.
Results In 29 cases, there were 13 males and 16 females. The median age was 55 (29-72) years. The mean adenoma
diameter was (1.7+0.1) cm, among which 17 adenomas ranged from 0.5 to 1.0 cm, 6 ranged from 1.0 to 2.0 cm, and
6 greater than 2.0 cm. Nine cases were treated by polypectomy, 12 by endoscopic mucosal resection (EMR), and 8 by
endoscopic submucosal dissection (ESD). En-bloc resection rate was 100%. Intraoperative bleeding was seen in one
case (200 ml), managed by nonsurgical method, including el ectrocoagulation, metal clipsand nylon rope. Perforation
occurred in 1 case during the procedure and was managed by metal clips. Delayed bleeding occurred in 1 case in the
second day and was managed endoscopically. During a median follow-up of 13 (range, 2-39) months, the quality of
life was satisfactory in this cohort, and no patients developed long-term complications. There was one recurrence
within 1 year after the procedure and a second ESD was performed.

Conclusion Endoscopic treatment is technically feasible and may be considered as the procedure of choice for
duodenal Brunner adenoma.
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Clinical features of strangulated small bowel obstruction
Adal) plady) B gEdal) Mawdy) Aad Ay pud) Gailadl)

Hashimoto D, et al.
Surg Today 2012 Jun 3.

Purpose: The causes of strangulated small bowel obstruction (SSBO) include a fibrous cord, torsion, and internal
hernia. We conducted this study to define the clinical features of SSBO.
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Methods: We reviewed the clinical course and preoperative data of 74 patients treated for SSBO in Kumamoto
Regional Medical Center between January 2004 and September 2010.

Results: Twenty-one patients had no history of laparotomy. Computed tomography (CT) showed high positivity
(86.3%) of closed loopsin theinvolved intestine. Postoperative complications devel oped in 23 patients, representing
amorbidity rate of 31.1%. Forty-four patients underwent resection of non-viable small intestine (non-viable group),
and 30 did not require resection of the intestine (viable group). There were four hospital deaths in the non-viable
group. The overall mortality rate and the mortality rate in the non-viable group were 5.4 and 9.1%, respectively.
Conclusion: These findings indicate that SSBO can occur without a history of laparotomy, CT is useful in its
diagnosis, and its associated morbidity and mortality are high.
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Surgical treatment of chronic retrocalcaneal bursitis

sl iall il Gl gy dalall Aalleal

Wiegerinck JI, et al.
Arthroscopy 2012 Feb;28(2):283-93.

Purpose: The purpose of this systematic review was to analyze the results of surgical treatments for chronic
retrocalcaneal bursitis (RB).

Methods: Medline, CINAHL (Cumulative Index to Nursing and Allied Health Literature), Embase, and the Cochrane
Library (1945 to December 2010) were systematically searched for the following terms: calcaneal AND (prominence
OR exostosis) OR ((retrocalcaneal OR calcan(*)) AND (burs(*) OR exosto(*) OR prominence)) OR Haglund[tw]
OR Haglund' qtw] OR ((retrocal caneal OR calcan(*)) AND (ostectom(*) OR osteotom(*) OR resect(*))).Therapeutic
studies on 10 or more subjects with RB were eligible. Quality was assessed by use of the GRADE scale and Downs
and Black scale.

Results: Of 876 reviewed abstracts, 15 trials met our inclusion criteria evaluating 547 procedures in 461 patients.
Twelvetria sreported an open surgical technique; three studieseval uated endoscopi ¢ techniques. Differencesin patient
satisfaction favored the endoscopic technique. The complication rate differed substantially, favoring endoscopic
surgery over open surgery.

Conclusions:There are many different surgical techniques to treat RB. Regardless of technique, resecting sufficient
boneis essential for agood outcome. Even though the level of evidence of included studiesisrelatively low, it can be
concluded that endoscopic surgery is superior to open intervention for RB. More evidence is a necessity to be more
conclusive regarding the best surgical treatment.
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Cardiovascular Diseases
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Tadalafil for the treatment of pulmonary arterial hypertension
sl Gludd)l i hd dallaa B tadalafil lie aladi

Frey MK, et al.
Expert Opin Pharmacother 2012 Feb 23.

Introduction : Pulmonary arterial hypertension (PAH) is a progressive occlusive disease affecting the pulmonary
vasculature; it carries a poor prognosis. Because right ventricular failure is the key feature of deterioration in PAH
patients, vasodilator treatments relieving right ventricular afterload have gained ground in the treatment of this
disorder. Phosphodiesterase-5 inhibitors are effective and well tolerated vasodilators that were originally developed
for erectile dysfunction. Tadalafil, the first once-daily drug of this class, was approved by the USFDA in May 2009
for the treatment of patients suffering from PAH.

Areas covered This review outlines the currently available data about tadalafil and its effects in patients with PAH.
It also presents evidence from recent clinical trials of tadalafil and discusses potential improvements over existing
therapy options and their impact on current treatment strategies.

Expert opinion: Tadalafil is an efficacious drug with a favorable side-effect profile and convenient mode of
administration. More studies are needed to analyze its impact on survival and to substantiate its role in an upfront
combination treatment strategy.
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Impact of anemia on in-hospital, one-month and ongear mortality
in patients with acute coronary syndrome from theMiddle East
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Sulaiman K, et al.
Clin Med Res 2012 May;10(2):65-71.

Aim: The aim of this study wasto evaluate the impact of admission anemia on in-hospital, one-month, and one-year
mortality in patients from the Middle East with acute coronary syndrome (ACS).

Methods: Data were analyzed from 7922 consecutive patients admitted to hospitals throughout six Middle-Eastern
countries with the final diagnosis of ACS, as part of Gulf RACE II (Registry of Acute Coronary Events II). Anemia
at admission was defined according to the World Health Organization definition (<13 g/dL in men and <12 g/dL in
women). Analyses were conducted using univariate and multivariate statistical techniques.

Results The median age of the cohort was 56 (48-65) years, with the mgjority being male (79%). Anemiaat admission
was present in 2241 patients (28%). Patientswith anemiawere morelikely to havein-hospital complicationsincluding
heart failure, recurrent ischemia, re-infarction, cardiogenic shock, stroke, and major bleed. Even after adjustment,
anemia was still associated with mortality at in-hospital (odds ratio [OR]=1.71, 95% confidence interval [CI], 1.34-
2.17; P<0.001), at one-month (OR=1.34, 95% Cl, 1.06-1.71; P=0.016), and at one-year (OR=1.22, 95% ClI, 1.01-
1.49; P=0.049) post-admission with ACS.

Conclusions Admission anemia in patients with ACS from six Middle-Eastern countries was strongly associated
with mortality at in-hospital, one-month, and at one-year. Hence, admission anemia must be considered in the initial
risk assessment of ACS patients along with other risk scores.
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The reality of an intermediate type between asthma and COPIh practice
Llaal) dlaal) A Gajall Slad) 5500 elally gal) Cm Jaigia Jaad agag AB8a

KimTB, et dl.
Respir Care 2012 Feb 17.

Background: Asthma and chronic obstructive pulmonary disease (COPD) are obstructive airway diseases related to
chronic airway inflammation. However, it is known that the overlapped syndrome of the two diseases exists in real
practice.

Objectives The purpose of this study was to investigate the reality of an intermediate type between asthma and
COPD when diagnosed by physiciansin Korea.

Methods: The study involved 633 Korean patients with asthma, 157 with COPD, and 41 with an intermediate type.
The latter group consisted of patients with clinically mixed or overlapping characteristics of asthmaand COPD. The
diagnoses were dependent on physicians' clinical decision. We analyzed the clinical differences among those three
groups.

Results There were differences among the three groups in age, gender, atopy, and BMI. Differences in smoking
status, including percentages of current smokers, duration of smoking, and number of cigarettes smoked per day,
were also observed. Prebronchodilator FEV; (%), FVC (%), and FEV ,/FVC ratio (%) gradually decreased from the
asthma group to the intermediate type group to the COPD group. Positivity of postbronchodilator response, increase
of FEV, (%) and postbronchodilator FEV,/FV C ratio also showed gradual patterns. For emergency room visits and
hospital admissions, frequencies were lowest in the asthma group, higher in the intermediate type group, and highest
in COPD patients. All p-values were statistically significant (<0.001).

Conclusions We have identified and characterized an intermediate type, lying between asthma and COPD in clinical
characteristics. Further investigations are required to determine whether these three conditions are part of the chronic
obstructive airway diseases spectrum or are rather distinct clinical entities.
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Hepcidin: a useful marker in chronic obstructive pulmonary diseas
Craral) alud) g8l plAll e B sda aulg tHepcidin

DuruS, et al.
Ann Thorac Med 2012 Jan;7(1):31-5.

Purpose This study was designed to evaluate the level s of hepcidin in the serum of patients with chronic obstructive
pulmonary disease (COPD).

Methods: In the study, 74 male patients (ages 45-75) in a stable period for COPD were grouped as Group I: Mild
COPD (n:25), Group Il: Moderate COPD (n:24), and Group I11: Severe COPD (n:25). Healthy non-smoker males
were included in Group IV (n:35) as a control group. The differences of hepcidin level among al the groups were
examined. Also, in the patient groups with COPD, hepcidin level was compared with age, body mass index, cigarette
(packagelyear), blood parameters (iron, total iron binding capacity, ferritin, hemoglobin, hematocrit [hct]), respiratory
function tests, and arterial blood gas results.

Results Although there was no difference between the heathy control group and the mild COPD patient group
(P=0.781) in terms of hepcidin level, there was a difference between the moderate (P=0.004) and the severe COPD
patient groups (P=0.002). The hepcidin level of the control group was found to be higher than the moderate and
severe COPD patient groups. In the severe COPD patients, hepcidin level increased with the increase in serum iron
(P=0.000), hct (P=0.009), ferritin levels (P=0.012), and arterial oxygen saturation (SaO(2), P=0.000).

Conclusion The serum hepcidinlevel that isdecreased in severe COPD bringsinto mind that it may play aroleinthe
mechanism to prevent hypoxemia. The results suggest that serum hepcidin level may be a useful marker in COPD.
Larger prospective studies are needed to confirm our findings between hepcidin and COPD.
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Gastroenterology

Chronic obstructive pulmonary disease: an independent
risk factor for peptic ulcer bleeding

dpacagl) Aajal) Gl Jiiee 8y b JalaS cajall alad) 55l 61l

Huang KW, et al.
Aliment Pharmacol Ther 2012 Feb 21.

Background: Peptic ulcer bleeding remainsamajor healthcare problem despite decreasing prevalence of peptic ulcer
disease. The role of chronic obstructive pulmonary disease (COPD) in the risk of peptic ulcer bleeding has not yet
been established.

Aims: To determine if COPD patients have a higher risk of peptic ulcer bleeding than the general population and
identify the risk factors of peptic ulcer bleeding in COPD patients.

Methods. From Taiwan’s National Health Insurance research database, 62 876 patients, including 32 682 COPD and
30 194 age-gender-matched non-COPD controls, were recruited. Cox proportional hazard regression was performed
to evaluate independent risk factors for ulcer bleeding in al patients and to identify risk factorsin COPD patients.
Results During the 8-year follow-up, COPD patients had a significant higher rate of peptic ulcer bleeding than the
control group (P < 0.001, by log-rank test). By Cox proportional hazard regression analysis, COPD [hazard ratio (HR)
1.93, 95% CI 1.73-2.17] was an independent risk factor after adjusting for age, gender, underlying comorbidities
and ulcerogenic medication. Age > 65 years, male, comorbidities of hypertension, diabetes, heart failure, history of
peptic ulcer disease, and chronic renal disease and use of nonsteroidal anti-inflammatory drugs were risk factors of
ulcer bleeding in COPD patients.

Conclusions Patients with chronic obstructive pulmonary disease have a higher risk of peptic ulcer bleeding after
adjustments for possible confounding factors like underlying comorbidities and ul cerogenic medication.
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Immunohistochemical evaluation of p53 and ki-67 proteins in colorectadenomas
asliually ¢ olsSh) B Aaid) a1 A Ki —67 9 P53 cuigll o liall sl Sl andil)

Sousa WA, et al.
Arq Gastroenterol 2012 Mar;49(1):35-40.

Context: The appearance of adenomas and their progression to adenocarcinomas is the result of an accumulation of
genetic changesin cells of theintestinal mucosainherited or acquired during life. Several proteins have been studied
in relation to the development and progression of colorectal cancer, including tumor protein p53 (p53) and antigen
identified by monoclonal antibody Ki-67 (Ki-67).

Objective: To evaluate the expression of p53 and Ki-67 in colorectal adenomas and correlate the observed levelswith
clinical and pathologic findings.

Method: The sample consisted of 50 adenomatous polyps from patients undergoing colonoscopy. After performing
polypectomy, polyps were preserved in a formalin solution with 10% (vol./vol.) phosphate buffer, submitted for
routine preparation of sections and slides and stained with hematoxylin and eosin. For each adenoma we then
performed immunohistochemistry to detect specific p53 and Ki-67 proteins using a streptavidin-biotin-peroxidase
enzyme immunoassay.

Results p53 was detected in 18% of the adenomas. The average Ki-67 proteinindex (i.Ki-67) was0.49. A statistically
significant difference was observed in p53 (P=0.0003) and Ki-67 (P=0.02) expression between adenomas with low-
and high-grade dysplasia, particularly for p53. The expression of Ki-67 was greater in rectal adenomas than in colic
adenomas (P=0.02). No relationship was found between the expression of the two proteinsin the sample.
Conclusion The p53 protein is expressed in a proportion of adenomas, while the Ki-67 protein was expressed in all
adenomas. The expression of p53 was higher in adenomas with high-grade dysplasia. The expression of Ki-67 was
higher in rectal adenomas and in adenomas with high-grade dysplasia.
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Endocrinology
axall 203l (alyal

Duodenojejunal bypass in treatment for 7 cases with non-severe obese type 2 diabetes mellitus
dnjia e D e O ilay @Sad) oAl SEY aalll plaje (0 7 g3 A Lailiall Aadad) 3ilaall  gaukas

Janh FZ, etd.
Zhonghua Wei Chang 2012 Jan;15(1):36-8.

Objective: To investigate the efficacy and feasibility of duodenojejunal bypass (DJB) on non-severe obese patients
with type 2 diabetes mellitus (T2DM).

Methods: The body mass index (BMI), fasting plasma glucose (FPG), 2h-postprandial plasma glucose (2hPG),
fasting insulin (F-ins), fasting c-peptide (F-CP), glycated hemoglobin and hypoglycemic agents dose changes were
tested in 7 patients with non-severe obese T2DM undergoing DJB, preoperatively and within 24 weeks after surgery
during the follow-up. Data were collected and the clinical outcomes of T2DM were analyzed.

Results:In 7 cases of non-obese T2DM who underwent DJB, one patient was weaned off hypoglycemic agents with
normal FPG, 2hPG and HbA 1¢ postoperatively. Five required significantly lower dosage. No significant improvement
in 1 case. Complete remission rate of hyperglycemiawas 1/7, effective rate was 6/7, and effective rate of HbA1c was
5/7. No significant changes in BMI were observed between the preoperative and postoperative phases.

Conclusion: Plasma glucose level can be markedly reduced by duodenojejuna bypass in non-obese T2DM,
independent of weight loss, and the mechanism remains unclear.
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Hematology And Oncology
D)l adll syl

The role of sentinel lymph node biopsy in oral cavity cancer
adll Ciga cililam A doglal) 4glialll 3a8) A3 g9

SenE, eta.
Kulak Burun Bogaz Ihtis Derg 2012 Mar-Apr;22(2):81-6.

Objectives: This study aimsto evaluate the role of sentinel lymph node (SLN) biopsy in patients who had clinically
NO oral cavity cancer in the neck assessment.

Patients and methodsBetween May 2006 and May 2008, nine patients with clinically NO oral cavity cancer (6
females, 3 males; mean age 57+24.7 years; range 31 to 71 years) who underwent surgical treatment were enrolled
in this study. Eight of them had corpus linguae carcinoma, while one had lower lip carcinoma. Tumor stages were
T1in four, T2 in four patients, and T4ain one patient. The patients underwent surgery within 8 to 16 hours after
lymphoscintigraphy was performed for detecting SLNSs. Initially primary tumor was excised. Then, SLNswhich were
identified by a gamma probe, lifting skin flap of the neck were excised. Neck dissection was performed as scheduled.
SLNs were examined in frozen sections. The results of frozen section and definitive histopathological diagnosis
of SLNs were compared with each other, as well as the definitive histopathological diagnosis of the dissection
materials.

Results:In all patients SLNs were completely identified and excised successfully, including one node in one patient,
two nodesin six patients and three nodesin two patients. All nodeswerelocalized ipsilaterally in the neck. In addition,
the frozen section and definitive histopathological examination results of all nodes were consistent. Biopsy results
indicated that eight patients were SLN-negative, while one was SLN-positive. Only one patient was SLN-negative,
although the pathological diagnosis was found to be N1.

Conclusion: Our study results suggest that SLN biopsy may be applicable for early stage oral cavity tumors.
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Radiotherapy for giant cell tumors of the bone: a safe
and effective treatment modality

Dlady Lia] Ladle 4ylha salind) b ABaad) DAY Ao s ladd) Aallaal)

KrizJ, et a.
Anticancer Res 2012 May;32(5):2069-2073.

Background: Giant cell tumor of the bone (GCTB) is a benign or sometimes semi-malignant neoplasm accounting
for 5% of all primary bonetumors. Thistype of tumor has been historically considered as radioresistant, but nowadays
radiotherapy (RT) isused in unresectable, recurrent or incompletely resected cases. Since the value of RT is not well
defined, a national cohort study was conducted.

Patients and methods:Six German institutions collected data from 35 patients treated during the last 35 years and
analyzed them.

Results:From 1975-2010 16 male and 19 female patients with 39 lesions were irradiated for GCTB. The median age
was 30 years and the median follow-up 65 months. Nineteen patients had undergone RT for recurrent or unresectable
disease and 16 patients for non-in-sano resection. The actuarial 5-year overall and disease-free survival rates were
90% and 59%, respectively.

Conclusion: RT isan easy, safe and effective method for the treatment of GCTB. It may provide an attractive alterna-
tive to mutilating surgery.
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Allergic And Immunologic Diseases
Cenilly de Ll ol yl

Natural course and risk factors for persistence of IgE-mediated cow’s milk allergy
IgE = dauisiall jid) culal dolual) e gﬁ 4y et 5y ghadl) Jalge g g.u.,,\hi\ g

Elizur A, et a.
J Pediatr 2012 Apr 4.

Objective: To describe the natural course of IgE-mediated cow’s milk allergy (IgE-CMA) and to determine risk
factorsfor its persistence in a population-based cohort.

Study design:In a prospective cohort study, 54 infants with I[gE-CMA were identified from a population of 13019
children followed from birth. Diagnosis of IgE-CMA was based on history, skin prick test (SPT), and an ora food
challenge (OFC) when indicated. Allergic infants were followed for 48-60 months. Families were contacted by
telephone every 6 months and asked about recent exposures to milk. OFC was repeated to evaluate for recovery.
Clinical characteristics, SPT, and OFC outcomes were compared between infants with persistent Ige-CMA and
infants who recovered.

Results: Thirty-one infants (57.4%) recovered from IgE-CMA during the study period. Most infants (70.9%)
recovered within the first 2 years. Risk factors for persistence on multivariate analysis included a reaction to <10
mL of milk on OFC (or on first exposure as estimated by the guardian, if OFC was not performed) (P=0.01), a larger
wheal size on SPT (P=0.014), and age of <30 days at time of first reaction (P=0.05).

Conclusions: Resolution occurs in most infants with [gE-CMA. Infants reacting to <10 mL of milk or in the first
month of life, and those with alarger wheal size on SPT, are at increased risk for persistence.
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Neurology
duanll al )

Circulating IL-6 and CRP are associated with MRI findings in the elderly
Cianall 238 (gl (i lly Aadal) clagasally C (S (ysig lly 6 CuSoLAY) Cilygina Cyy Tl

Satizabal CL, et al.
Neurology 2012 Feb 22.

Objective: The relation between inflammation and brain MRI findings in the elderly remains poorly known. We
investigated the association of circulating interleukin-6 (IL-6) and C-reactive protein (CRP) levels with baseline and
longitudinal white matter hyperintensities (\WMH), silent brain infarction, and brain volumes in community-dwelling
elderly free of dementia.

Methods: Weincluded 1,841 participants aged 65 to 80 yearsfrom the Three City-Dijon cohort. Participantsfollowed
an MRI examination at baseline and after a4-year follow-up (n=1,316). IL-6 and CRP concentrations were measured
at baseline from fasting blood samples. WMH were detected with an automatic imaging processing method and gray
matter, hippocampal, white matter, and CSF volumes were estimated with voxel-based morphometry. Silent brain
infarctions were assessed visually and defined as focal lesions of >3 mm in the absence of stroke. We used analysis
of covariance and logistic regression to model the associations between inflammatory biomarkers and brain MRI
findings adjusting for potential confounders.

Results: In cross-sectional analyses, higher I1L-6 levels were associated with higher WMH volumes (p<0.01),
lower gray matter (p=0.001) and hippocampal (p=0.01) volumes, and increasing CSF volumes (p=0.002) in a dose-
relationship pattern. Similar but weaker relations were observed for CRP. We observed no associations between
baseline inflammatory biomarker levels and the evolution of MRI findings over 4 years.

Conclusions:IL-6, and, to alesser degree, CRPlevels were associated with WMH severity aswell as global markers
of brain atrophy. These results suggest that an inflammatory process may be involved in both age-associated brain
alterations.
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Urology And Nephrology
sl Sleally LI )yl

Renalase, stroke, and hypertension in hemodialyzed patients
sl Jadll s sl Abydl sigl e Al crenalase ciligiva

Malyszko J, et al.
Ren Fail 2012 May 14.

Introduction: Hypertension and kidney disease have been associated with increased incidence of stroke. Renalase,
anewly discovered hormone, is secreted by the kidney and circulates in blood. The aim of this study was to assess
possible correlations between renalase, blood pressure, stroke, and cardiovascular status in prevalent hemodialyzed
patients.

Methods: Renalase was assessed using commercially available assay. Echocardiography was performed in each
patient.

Results: Serum renalase was significantly- lower in patients with a history of stroke (21%) than in patients without
it. Similarly, renalase was significantly lower in hypertensive patients (82%) when compared with normotensives.
Serum renalase correlated with creatinine, residual renal function, and transferrin saturation. The only predictor of
renalase in multiple regression analysis was the presence of hypertension explaining 90% of the renalase variations.
Conclusions: Our preliminary results suggest that renalase, probably due to the sympathetic nervous system
hyperactivity, could be associated with hypertension and cardiovascular complications, including stroke in
hemodialyzed patients. However, further studies are needed to establish the possible role of renaase in these
complications. Renalaseis “anew postulated therapeutic target.”
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Relationship between plasma leptin level and chronic kidney diseas
Liajall A0 (yialsaly A3aiDLl) Ciall) Cilygiosn (o ABDal)

Shankar A, et a
Int JNephrol 2012;2012:269532.

Background: Leptin is an adipose tissue-derived hormone shown to be related to several metabolic, inflammatory,
and hemostatic factors related to chronic kidney disease. Recent animal studies have reported that infusion of
recombinant leptin into normal ratsfor 3 weeksfosters the development of glomerulosclerosis. However, few studies
have examined the association between leptin and CKD in humans. Therefore, we examined the association between
plasmaleptin levels and CKD in arepresentative sample of US adults.

Methods: We examined the third National Health and Nutrition Examination Survey participants >20 years of
age (n=5820, 53.6% women). Plasma leptin levels were categorized into quartiles (<4.3 Fg/L, 4.4-8.7 Fg/L, 8.8-
16.9 Fg/L, >16.9 Fg/L). CKD was defined as a glomerular filtration rate of <60 mL/min/1.73 m(2) estimated from
serum creatinine.

Results:Higher plasmaleptin levelswere associated with CKD after adjusting for age, sex, race/ethnicity, education,
smoking, alcohol intake, body mass index (BMI), diabetes, hypertension, and serum cholesterol. Compared to
quartile 1 of leptin (referent), the odds ratio (95% confidence interval) of CKD associated with quartile 4 was 3.31
(1.41 to 7.78); P-trend=0.0135. Subgroup analyses examining the relation between leptin and CKD by gender, BMI
categories, diabetes, and hypertension status also showed a consistent positive association.

Conclusion: Higher plasmaleptin levels are associated with CKD in a representative sample of US adults.
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Ophthalmology
il Ll

Medication-induced acute angle closure attack
A5l Lajaal) Aghll aladl EMAY) clana

Lai JS eta.
Hong Kong Med J 2012 Apr;18(2):139-45.

Objective: To review acute angle closure attacks induced by local and systemic medications.

Data sources:PubMed literature searches up to August 2011.

Study selection: The following key words were used for the search: “drug”, “iatrogenic”, “acute angle closure
glaucoma’.

Data extraction: A total of 86 articleswereretrieved using the key words. Only those concerning acute angle closure
attack triggered by local or systemic drug administration were included. For articles on the same or related topics,
those published at later or more recent dates were selected. As aresult, 44 articleswere included and formed the basis
of thisreview.

Data synthesis:An acute attack of angle closure can be triggered by dilatation of the pupil, by anatomical changes
in the ciliary body and iris, or by movement of the iris-lens diaphragm. Local and systemic medications that cause
these changes have the potential to precipitate an attack of acute angle closure. The risk is higher in subjects who
are predisposed to the development of angle closure. Many pharmaceutical agents including ophthalmic eyedrops
and systemic drugs prescribed by general practitioners and various specialists (in psychiatry, otorhinolaryngology,
ophthalmology, medicine, and anaesthesia) can precipitate an acute angle closure attack. The medications include:
anti-histamines, anti-epil eptics, antiparkinsonian agents, antispasmolytic drugs, mydriatic agents, sympathetic agents,
and botulinum toxin.

Conclusion: Since acute angle closure attack is a potentialy blinding eye disease, it is extremely important to be
vigilant and aware of ophthalmic and systemic medications that can lead to such attacks in predisposed subjects and
to diagnose the condition when it occurs.
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Otorhinolaryngology
syaandls calyls 3V el

Traumatic pneumolabyrinth: air location and hearing outcome
dmaud) gEliilly s logd) puagh @) 4l 719 il

HidakaH, et a.
Otol Neurotol 2012 Feb;33(2):123-31.

Objective: To describe 3 cases of pneumolabyrinth after penetrating injury to the middle ear and to review previously
reported cases, comparing precipitating factors and hearing outcomes.

Data sources:Three cases we encountered and the PubMed and Japan Medical Abstracts Society databases.

Study selectionsin addition to our 3 cases, we identified 48 cases from 41 articles regarding pneumolabyrinth.
Data extractions: All articles describing cases of pneumolabyrinth were used for this review.

Data synthesisAmong the 51 cases, audiologic evaluation was not availablein 16 cases. In the remaining 35 cases,
hearing outcomes were analyzed focusing on 3 factors: 1) differences in and interval until medical intervention,
2) existence of stapes lesions, and 3) extension of air bubble into the inner ear. We failed to find any significant
differences in interventions, although operation less than 2 weeks after injury tended to be associated with a higher
rate of hearing recovery (54%) than operation 2 weeks or longer after injury (25%). Furthermore, 11 (48%) of 23
cases with pneumolabyrinth limited to the vestibule or semicircular canals showed improved hearing, whereas none
of 6 cases (0%) with pneumolabyrinth extending from the vestibular organs to the cochlea showed hearing recovery.
This difference was statistically significant (p<0.05).

Conclusion: Assessment of the location and extension of pneumolabyrinth appears important in predicting hearing
outcomes and planning the management of middle and inner ear trauma.
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Psychiatry

Association between folate intake and melancholic depressive symptoms
Aglaguad) Aliigy) el el Jodaa Cu (381l

SeppdaJ, et d.
JAffect Disord 2012 Feb 19.

Background: An association between low blood folate levels and depressive symptoms (DS) has been reported in
several epidemiological studies, but no studies have examined folate intake in melancholic or non-melancholic DS
in population-based samples.

Methods: The aim of the study was to evaluate folate intake in DS with or without melancholic characteristics as
a part of the Finnish diabetes prevention program (FIN-D2D). Altogether, 4500 randomly selected subjects aged
45-74 years were selected from the National Population Register. The study population (N=2806, participation rate
62%) consisted of 1328 men and 1478 women. The health examinations were carried out in 2007 according to the
WHO MONICA project. The assessment of DS was based on the Beck Depression Inventory (BDI, cut-off>10
points). A summary score of melancholic items in the BDI was used in dividing the participants with DS (N=429)
into melancholic (N=138) and non-melancholic DS (N=291) subgroups. Folate intake was assessed using a validated
food frequency questionnaire (FFQ).

Results: DS associated linearly with gender specific tertiles of folate intake (p for linearity=0.003). The OR for
melancholic DSwas0.55 (95%CI 0.34t00.90) for the high tertileof folateintakeversusthelow (pfor linearity=0.018),
while the ORs for non-melancholic DS were nonsignificant.

Limitations: Assessment of DS was based on a self-rating scale, and the population was in advanced middle-aged.
Conclusions:A low folate intake was associated with DS through its effect on melancholic DS.
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Anaesthesia And Intensive Care Medicine
@de\ Z\:auaj\j J,p&_'d\

Nebulized anticoagulants for acute lung injury: a systematic review
of pre-clinical and clinical investigations

L) Sy Ay pad) il LuaBindl Angia danlya shalad) Aygiyll i) B 00001 JAA) cilalias

Tuinman PR, et al.
Crit Care 2012 Apr 30;16(2):R70.

Background: Data from interventional trials of systemic anticoagulation for sepsis inconsistently suggest beneficial
effects in case of acute lung injury (ALI). Severe systemic bleeding due to anticoagulation may have offset the
possible positive effects. Nebulization of anticoagulants may allow for improved local biological availability and as
such may improve efficacy in the lungs and lower the risk of systemic bleeding complications.

Methods: We performed a systematic review of preclinical studies and clinical trials investigating the efficacy and
safety of nebulized anticoagulants in the setting of lung injury in animalsand ALI in humans.

Results: The efficacy of nebulized activated protein C, antithrombin, heparin and danaparoid has been tested
in diverse animal models of direct (e.g., pneumonia-, intra-pulmonary lipopolysaccharide (LPS)-, and smoke
inhalation-induced lung injury) and indirect lung injury (e.g., intravenous LPS- and trauma-induced lung injury).
Nebulized anticoagulants were found to have the potential to attenuate pulmonary coagulopathy and frequently also
inflammation. Notably, nebulized danaparoid and heparin but not activated protein C and antithrombin, were found to
have an effect on systemic coagulation. Clinical trials of nebulized anticoagulants are very limited. Nebulized heparin
was found to improve survival of patients with smoke inhalation-induced ALI. In atrial of in critically ill patients
who needed mechanical ventilation for longer than two days, nebulized heparin was associated with a higher number
of ventilator-free days. In line with results from preclinical studies, nebulization of heparin was found to have an
effect on systemic coagulation, but without causing systemic bleedings.

Conclusion: Local anticoagulant therapy through nebulization of anticoagul ants attenuates pulmonary coagul opathy
and frequently also inflammation in preclinical studies of lung injury. Recent human trials suggest nebulized heparin
for ALI to be beneficial and safe, but data are very limited.
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Dermatology
Lalal) ) yaY|

Evidence of increased skin irritation after wet work: impact of water exposure and occlusion
Aaaiy) Alag plall (i) 5l byl Jlasl aay alad) zags 83l Jea SV

Fartasch M, et al.
Contact Dermatitis 2012 May 16.

Background: Exposure to humid environments/water and prolonged glove occlusion are both believed to cause
irritant contact dermatitis.

Objectives: To study the effects of different forms of wet work, especialy the differences between water exposure
and occlusion, by using an experimental model simulating occupational wet work.

Methods: The responses to water exposure and occlusion over multiple daily exposure periods for 7 days were
compared in 73 volunteers. After the 1 week exposure, the sites were irritated with sodium lauryl sulfate (SLS).
Comparison was performed via visual inspection and bioengineering methods.

Results: Whereas occlusion did not induce measurable alterations in skin physiology, water exposure for more than
3 hr daily caused a significant increase in transepidermal water loss (TEWL) as compared with the control areas.
SLSirritation of the previously occluded and the water-exposed sites induced higher TEWL and clinical scoresin a
time-dependent fashion as compared with the control areas, with more pronounced reactions in the water-exposed
sites than in the occluded sites.

Conclusion: Both previous occlusion and water exposure were capable of inducing higher susceptibility to SLS
irritation. Skin hydration by occlusion had adifferent biological effect than water exposure. Short occlusions seem to
harm the skin less than water exposure for the same duration.
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Diagnostic Radiology
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A systematic review and meta-analysis of the utility of EUS for preoperative
staging for gastric cancer
EUS hilll e Lfigeall 358 1ol Jugealll il g Jalaty Lingria daalie
L) g8 samall (layw Aaje paas

Cardoso R, et al.
Gastric Cancer 2012 Jan 12.

Background: Accurate preoperative staging is important in determining the appropriate treatment of gastric
cancer. Recently, endoscopic ultrasound (EUS) has been introduced as a staging modality. However, reported test
characteristics for EUS in gastric cancer vary. Our purpose in this study was to identify, synthesize, and evaluate
findings from all articles on the performance of EUS in the preoperative staging of gastric cancer.

Methods: Electronic literature searches were conducted using Medline, Embase, and the Cochrane Central Register
of Controlled Trials from 1 January 1998 to 1 December 2009. All search titles and abstracts were independently
rated for relevance by a minimum of two reviewers. Meta-analysis for the performance of EUS was analyzed by
calculating agreement (Kappa statistic), and pooled estimates of accuracy, sensitivity, and specificity for all EUS
examinations, using histopathology as the reference standard. Subgroup analyses were also performed.

Results: Twenty-two articles met our inclusion criteria and were included in the review. EUS pooled accuracy for T
staging was 75% with amoderate Kappa (0.52). EUS was most accurate for T3 disease, followed by T4, T1, and T2.
EUS pooled accuracy for N staging was 64%, sensitivity was 74%, and specificity was 80%. There was significant
heterogeneity between the included studies. Subgroup analyses found that annual EUS volume was not associated
with EUST and N staging accuracy (P=0.836, 0.99, respectively).

Conclusion: EUSisamoderately accurate technique that seemsto describe advanced T stage (T3 and T4) better than
N or less advanced T stage. Stratifying by EUS annual volume did not affect EUS performance in staging gastric
cancer.
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Laboratory Medicine

Validity of the urinary trypsinogen-2 test in the diagnosis of acute pancreatitis
Aad) Gl Sl Qg andds B Jadl trypsinogen-2 JLE) aladic) daa

Mayumi T, et al.
Pancreas 2012 Apr 4.

Objectives: A simple urinary trypsinogen-2 test was evaluated for the diagnosis of acute pancreatitis.

Methods: This prospective multicenter study enrolled consecutive patients with acute abdominal pain who presented
to the emergency department or were hospitalized at 1 of 21 medical institutions in Japan. Patients were tested with
urinary trypsinogen-2 dipstick test and a quantitative trypsinogen-2 assay, and these values were compared with
serum amylase and lipase findings.

Results: A total of 412 patients were enrolled. The trypsinogen-2 dipstick test was positive in 107 of 156 patients
with acute pancreatitis (sensitivity, 68.6%) and in 33 of 256 patients with nonpancreatic abdominal pain (specificity,
87.1%). The sensitivity for the diagnosis of pancreatitis caused by alcohol and gallstones by the dipstick test was
72.2% and 81.8%, respectively, which was much higher than those associated with amylase testing. There are several
degrees of positivity within the urinary trypsinogen-2 dipstick test. Modification of the cutoff point such that positive
(+) and most positive (++) results were interpreted as a positive result, the specificity and positive likelihood ratio
increased to 92.2% and 7.63, respectively.

Conclusions: This simple, rapid, easy, and noninvasive urinary trypsinogen-2 test can diagnose or rule out most
cases of acute pancreatitis.
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