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Lettor from the Editor
Robotic surgery

Robotic surgery is an advanced method of surgery using leading-edge technology called the da Vinci® system to
perform minimally-invasive procedures. The robot is a sophisticated medical device that allows surgeons to operate
through tiny incisions using enhanced imagery and incredibly precise movements.

From the surgeon console, the surgeon guides the robot’s every movement. Using a state-of-the-art camera, the
surgeon sees high-resolution, three-dimensional images for enhanced accuracy.

The robot enables the surgeon to access vital organs through very small incisions. Using micro-instruments,
the robot translates the surgeon’s hand motions to perform even the most complex and delicate procedures. These
specialized instruments allow for an even greater range of motion than the human hand, resulting in unprecedented
precision and control.

Robotic surgery offers patients numerous significant benefits, and its utility is being studied in more procedures all
the time. But while this is an exciting step forward in technology, one thing remains the same: the experience of the
surgeon is crucial to the success of the procedure.

Advantages of Robotic Surgery:

Less surgical staff in the operating room.

Ability to operate on a patient on long distance.

Cost efficiency.

Enhanced precision.

Fewer traumas and bleeding which means fast recovery.

Less pain.

Less fatigue of doctors during long surgery.

Disadvantages of Robotic Surgery:

Time: Robotic surgery can take nearly twice the amount of time, but this is variable depending on the surgeon’s
expertise and practice with the equipment.

Cost: At this early stage in the technology, the robotic systems are very expensive.

Size: The system is very large.

Experience: Many surgeons need to be trained, which might raise the initial cost.

Operations Performed via Robotic Surgery:
Robot-assisted surgery was developed to overcome limitations of minimally invasive surgery, hence all laparoscopic
operations can be performed with this technology.

It is expected that future surgery will depend on this technology in a world which considered now a small
village.

Professor M. Hisham Al-Sibai
Editor-in-chief
Secretary General of the Arab Board of Health Specializations
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ABSTRACT rates and minimal postoperative complications. The
aim of this study is to analyze the results of a group

of patients who underwent inguinal microsurgical
varicocelectomy using optic loupe magnification.

Objective: Microsurgical loupe inguinal varicocele-
ctomy has been associated with relatively high success

*Abdou Khair Chamssuddin, MD; Associate Professor of Urology, Department of Surgery, Urology Section, College of Medicine, University of Damascus,
Syria. E-mail: dr.chams@net.sy
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Methods: From April 2003 to April 2007, 72 patients
underwent loupe-assisted inguinal varicocelectomy. In
68 patients (94.3%) the varicoceles were left sided, in 1
patient (1.3%) it was right sided and they were bilateral
in 3 patients (4.1%). The mean age was 26.9 years
(range: 16-42). Fifty four patients (75%) were infertile
and 18 patients (25%) had painful scrotal sensation,
in 6 of them oligoasthenospermia (OAT) was detected.
The diagnosis was based on clinical features namely
testicular pain and, or scrotal hypersensation and
physical examination. Color dupplex ultrasonography
(CDUS) was performed in persistent cases. The
majority of varicoceles were stage Il and IlI, of them
5 (6.9%) were persistent cases. In 10 patients (13.9%)
OAT was mild (sperm number 10-20 millions), In 30
patients (41.6%) was moderate (5-10 millions) and in
18 (25%) was severe (less than 5 millions). Azoospermia
was detected in 2 patients (2.7%). Furthermore, 12
patients (16.6%) had normal spermiogram. The loupe-
assisted microsurgical inguinal “artery- and lymphatic-
sparing” technique of dissection was performed under
general anesthesia.

Results: All operations were performed as outpatient
procedures (postoperative stay 3-7 hours) and the
mean operating time was 45 minutes (30-55). Follow-
up was performed by physical examination and semen
analysis. Color dupplex ultrasonography (CDUS) was
done only if persistence was suspected. Immediate and
long-term complications were hydrocele in 1 patient
(1.3%), palpable persistence in 4 patients (5.2%) and
wound abscess in 1 patient (1.3%). Forty four out of
sixty (73.3%) patients showed an improvement of semen
analysis and from the 30 patients who continued follow
up, 14 (47%) have conception. Finally 6 out of 18
patients (33.3%) who presented with scrotal pain have
their pain disappeared.

Conclusions: Loupe-assisted  inguinal varico-
celectomy is a safe and effective method. It preserves
spermatic artery and lymphatics and minimizes the risk
of complications and persistence. In our experience this
technique of varicocelectomy showed an improvement
of semen analysis and the results are comparable to
those obtained by the standard microsurgical technique
using the microscope.

INTRODUCTION

A varicocele is an abnormal tourtuosity and dilation
of the testicular veins within spermatic cord. Varicoceles
are found in approximately 30% of infertile males'>**
and in approximately 15% of general population. It
represents 60% of causes in secondary infertility.

Varicocele is the most common surgically correctable
cause of male infertility. Varicoceles do not occur with
equal frequency onthe leftand right sides. Approximately
90% are left sided; however some clinicians report a
high incidence of bilateral varicocele. Differences in the
venous drainage patterns of the right and left testicular
veins may account for this left sided predominance.
The left testicular vein drains into the left renal vein in
a perpendicular vein, whereas the right testicular vein
drains into the inferior vena cava. In addition, there is
a higher incidence of absent venous valves in the left
side than in the right.’ Lastly, the left renal vein may be
compressed between the superior mesenteric artery and
the aorta. This nutcracker phenomenon may result in
increased pressure in the left testicular venous system.®
The finding of unilateral right-sided varicoceles is not
common and raises the possibility of thrombosis or
occlusion of the vena cava or situs inversus.’

Various mechanisms have been suggested to
account for the testicular dysfunction associated with
varicocele.® Some of these mechanisms are: elevated
intratesticular temperatures,”'® reflux of renal and
adrenal metabolites from renal vein,"' decreased blood
flow,'? and hypoxia.'®

Decreased motility was the most common finding,
being present in 90% of patients. Sperm concentrations
of fewer than 20 million sperms per milliliter
were demonstrated in 65% of patients. In addition,
morphologic abnormalities were common.

Although azoospermia in the presence of a varicocele
portends a poor prognosis for fertility, occasoional
patients have responded to varicocele repair.'*

Furthermore varicocele can lead to scrotal discomfort
or chronic pain syndrome which necessitates surgical
treatment."
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Venous dilatation has already been used as a diagnostic
criterion for wvaricocele on physical examination,
and there is no confusion for the diagnosis of clinical
varicocele. For subclinical varicocele though, reflux
or increased venous diameter should be detected by
imaging techniques like CDUS. This imaging technique
is the most useful tool for accurate diagnosis and
grading of varicocele, and for predicting the outcome of
varicocelectomy.!®

The traditional treatment of varicocele has been
high retroperitoneal ligation of the spermatic veins.
Sclerotherapy of the spermatic vein has also been
established as minimally invasive procedures which can
be performed under local anesthesia. These techniques,
however, have significant persistence rates up to 15%
due to the persistence of parallel collaterals or aberrant
spermatic veins.!”!3! However, in his own experience,
Tauber reported only 5% of varicocele persistence.?

Microsurgical varicocelectomy has been shown to
result in fewer persistence as well as fewer postoperative
complications.?'*> With this technique. identification
and preservation of the spermatic artery and lymphatics
is possible and therefore microsurgical techniques have
been established in inguinal and subinguinal varicocele
ligation.

It was the aim of this study to review our results of
this technique using loupe magnification instead of
microscope in the treatment of varicocele.

METHODS

From April 2003 to April 2007, 72 patients
underwent loupe-assisted inguinal varicocelectomy. In
68 (94.3%) patients, the varicoceles were left sided; in
1 patient (1.3%) was right sided and they were bilateral
in 3 patients (4.1%). The mean age was 26.9 years
(range: 16-42).The diagnosis was based on clinical
features (testicular pain or scrotal hypersensation),
physical examination and CDUS in recurrent cases.
Fifty four patients (75%) were infertile for a mean
time of 18 months (3-36 months) and 18 patients
(25%) had painful scrotal sensation, in 6 of them
oligoasthenospermia (OAT) was detected. In 38 patients
(52.7%) varicoceles were grade III and in 32 patients

(44.4%) were grade II. Only 2 patients had varicocele
of grade I. Persistence was noted in 5 cases (6.9%),
where retroperitoneal ligation had been performed.
Persisting infertility was the reason for presentation of
the 54 patients and persisting painful scrotal sensation
was the reason in another 18 patients, where 6 had OAT.
From the 60 patients who were detected with OAT, 10
patients (13.9%) had mild OAT (sperm number 10-20
millions), 30 patients (41.6%) moderate (less than 10-5
millions) and in 18 (25%) OAT was severe (less than
5 millions). Azoospermia was detected in 2 patients
(2.7%). Furthermore, 12 patients (16.6%) had normal
spermiogram (Figure 1). The ejaculate volume ranged
between 2 and 5 ml (mean 3.7 ml). Kidney stones were
found in two patients and De La Peyronie disease in
another two. The loupe microsurgical inguinal “artery-
and lymphatic-sparing” technique of dissection was
performed under general anesthesia (Some patients
characteristics are summarized in Table 1).

No. %

do of GI 2 2.7
Grade o GII 32 44.4

varicocele

GIII 38 52.7

Infertilit 54 75

Cause of detection e .1 &4

Pain 18 (6 OAT) | 25

Table 1. Patients characteristics (72 patients).

MNo.patients
= Percentage

Figure 1. Results of spermiogram.
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Figure 2. Delivery of the testis and inspection of
the gubernaculum for the presence of veins exiting

In this case no abnormal from the tunica vaginalis.
veins were identified.

Figure 4. After irrigation with 1% papaverine solution,
identification of the testicular artery.

The incision is begun at the external ring and
extended laterally 2 to 3.5 cm along Langer Lines.
Camper Fascia and Scarpa Fascia are divided, the
superficial epigastric artery and vein, if encountered,
are retracted or, alternately, may be clamped, divided

Figure 3. Under 3 to 5 power loupe magnification
opening of the external and internal spermatic fascia
and identification of all veins.

Figure 5. After ligation and dividing of all veins within

the cord, with the exception of the vasal veins, only the

testicular artery, cremasteric muscle and cremasteric artery,
lymphatics, and vas deferens with its vessels remain.

and ligated. The external oblique aponeurosis is cleaned
and opened; the spermatic cord is grasped with a
Babcock clamp and delivered through the wound, then
surrounded with a large Penrose drain. Delivery of the
testis through a small inguinal incision guarantees direct
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visual access to all possible avenues of testicular venous
drainage. All external spermatic veins are identified and
doubly ligated. The gubernaculums is inspected for
the presence of veins exiting from the tunica vaginalis
(Figure 2). All testicular venous return must be within
the cord surrounded by the penrsose drain. The testis is
then returned to the scrotum, and the Penrose drain is
left beneath the cord structures.

The optic loupe is then brought into the field. Under
3 to 5 power magnifications the external and internal
spermatic fascia is opened (Figure 3). After irrigation
with 1% papaverine solution, the cord is inspected for
the presence of pulsations revealing the location of the
testicular artery (Figure 4). If the testicular artery is
identified, it is dissected free of all surrounding tissues,
tiny veins, and lymphatics. The veins then ligated and
divided. If the artery is not immediately identified,
the cord is carefully dissected beginning with the
largest veins. The veins are stripped clean of adherent
lymphatics, and the undersides of the largest veins
are inspected for an adherent artery. In approximately
40% of cases, the testicular artery is adherent to the
undersurface of a largest vein. All veins within the cord,
with the exception of the vasal veins, are doubly ligated
and divided. The vasal veins are preserved providing
venous return. At the completion of the dissection, only
the testicular artery, cremasteric muscle and cremasteric
artery, lymphatics, and vas deferens with its vessels
remain (Figure 5).

Mo. Patients
B Percentage %
6
o~
5 1
¥ =
4 1
3+
21
il 5

g ¥ : ' ' ¢
Hydrocele Perzistent Wound
Varicocele infection

Figure 6. Complications of varicocelectomy.

RESULTS

All operations were performed as outpatient
procedures (the postoperative stay was 3-7 hours),
using optic loupe instead of microscope and the mean
operating time was 45 minutes (30-55). There were no
intraoperative complications. In all patients, dilated veins
were found in the spermatic cord, and in 4 persistent
cases additional atypical dilated external spermatic
veins were seen as the possible source of varicocele
persistence. Follow-up was performed by physical
examination, and semen analysis. CDUS was done only
if persistence or recurrence was suspected. Immediate
and long-term complications were 1 hydrocele in 1
patient (1.3%), persistent or recurrent varicocele was
detected in 4 (5.2%) patients and wound infection in 1
(1.3%) obese diabetic patient (Figure 6).

Improvsement in semen Patients o
analysis (60 patients) No.
Improvement in motility 42 70
Improvement in sperm density 31 51.6
Improvement in morphology 26 433
Conception (30 patients) 14 46.6
Disappearance of pain (18 patients.) 6 333

Table 2. Outcomes of treatment.

Forty four out of sixty (73.3%) patients showed
an improvement of semen analysis. Improvement in
motility was predominant and has been registered in
42/60 patients (70%), while only 31/60 patients (51.6%)
showed improvement in sperm density and 26/60
(43.3%) showed improvement in sperm morphology.
From 30 patients who continued follow up, 14 (47%)
have conception and finally 6/18 (33.3%) patients had
their scrotal pain disappeared (Table 2). The 2 patients
with azoospermia showed no improvement in semen
parameters and remained azoospermic.

DISCUSSION

There is strong evidence that varicoceles decrease
semen quality in men. The increased testicular
temperature affects spermatogenesis
epididymal function, which is important for sperm

as well as
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maturation and motility.>** Therefore, varicocele is
associated with a progressive and duration-dependent
decline in testicular function.?>? It must be remembered
that many varicoceles are not associated with infertility
or pain or local tenderness; therefore, not all varicoceles
necessitate correction. The presence of a clinically
detectable varicocele associated with an abnormal
semen analysis in an infertile couple is an appropriate
indication for treatment after the female partner has
been evaluated. Repair of varicocele will halt any further
damage to testicular function® and in a large percentage
of men, results in improved spermatogenesis®'*? as well
as enhanced leydig cell function.®

Improvement in motility is most common, occurring
in 70% of patients, with improved sperm density in 51%
and improved morphology in 44% of patients. However,
the conception was low, averaging 40% to 50%, 4343336
as it is in our series.

Also, Baazeem A et al. reviewed retrospectively
consecutive oligospermic men who had microsurgical
varicocelectomy (233, group 1) and a consecutive
group of oligospermic men with varicoceles who
elected not to have surgery (127, group 2). This study
suggests that the natural pregnancy rate is higher after
varicocelectomy than in those not having surgery,
although the difference was not statistically significant.
In our study conception rate was also low as only 14 out
of 30 patients who continued follow up had conception.?’
Furthermore, testicular pain associated with varicocele
can successfully be treated by varicocele ligation in
about one third of the patients.

Various surgical techniques have been established in
varicocele treatment. The most frequently used method
is the high ligation of the spermatic vein by open or
laparoscopic  techniques. intraoperative
identification and preservation of the spermatic artery
and of lymphatic may be difficult. Deterioration of
blood supply can lead to testicular atrophy and even
to azoospermia especially in bilateral operations.*® In
7-33% of cases®* postoperative hydrocele formation
was noted, mostly as consequence to the damage
of lymphatic vessels. Al-Said et al randomized 298
infertile patients to varicocelectomy by an open inguinal

However,

technique in 92, laparoscopy in 94 and subinguinal
microsurgery in 112. The three techniques were
compared regarding intraoperative, and early and late
postoperative parameters, changes in semen parameters
and the pregnancy rate. They found that microsurgical
varicocelectomy has the advantages of no hydrocele
formation, a lower incidence of recurrent varicocele,
and better improvement in sperm count and motility. In
our study, we had the same results, although 1 patient
(1.3%) developed varicocele.*

Chawla A et al assessed the effectiveness of
microsurgical varicocelectomy for the treatment of
varicoceles associated with orchalgia. Pain disappeared
completely in 6 of the 11 patients (54.5%) operated.
They concluded that microsurgical varicocelectomy is
an effective testicular-sparing treatment modality for
recurrent painful varicocele. In our study, only 6\18
patients (33.3%) had their orchalgia disappeared. Due to
the low number of patients, this difference is statistically
not significant.*!

Antegrade sclerotherapy has been developed as a
minimally invasive, fast and cost-effective alternative
to conventional surgical methods. However, varicocele
persistence is described in 5-15%'"° of cases due to the
persistence of parallel collaterals of the spermatic veins
or insufficient deferential or cremasteric veins.

In the last years, subinguinal “artery- and lymphatic-
sparing” microsurgical varicocelectomy, using the
operative microscope or loupe magnification, is
considered as the gold standard treatment in adults, and
also proved to be successful in pediatric patients.*>*

In a questionnaire study among pediatric urologists
and urologists with infertility training, Richter et al.*’
founded that mosturologists (47.2%) used magnification
loupes, 29.3% used microscopes, and 29% used no
magnification.

CONCLUSIONS

Varicocelectomy is the most commonly performed
operation for the treatment of male infertility. The
potentially important role of urologist in preventing
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future infertility underscores the importance of using
a varicocelectomy technique that minimizes the risk
of complications and recurrence. Therefore, we prefer
inguinal approach with optic loupe magnification as
an optimal technique preventing arteries, lymphatic
vessels and ligating all possibly involved veins. The
procedure is easy to perform and to master, also the
results are comparable to those obtained by the standard
microsurgical technique using microscope.
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ABSTRACT (CML). However, a considerable number of CML
patients have been reported to show resistance to

Objective: The development of the BCR-ABL IM, leading to relapses. The purpose of this paper is
-targeted Imatinib Mesylate (IM) represents a paradigm to screening for T3151 mutation in patients who are
shift in the treatment of chronic myeloid leukemia showing criteria of resistance or relapse, using Allele
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Specific Oligonucleotides Polymerase Chain Reaction
(ASO-PCR).

Methods: A total of 24 DNA samples related to 18
CML patients of non-responder to IM were analyzed
for T3151. They received daily dose of IM (300-400)
mg for a mean duration 35 months. They were followed
up hematologically, cytogenetically and molecularly
every 3-6 months. They had not achieved complete
hematological response (CHR), major cytogenetic
response (MCyR) or major molecular response (MMR)
along the follow up duration and until the end of this
study. DNA was extracted from 100 ul of venous blood
(VB) using DNA isolation kit. Screening for the presence
of T3151 mutation was done using (ASO-PCR). PCR
products were electrophoresed using 2.5% agarose gel
electrophoresis.

Results: Agarose gel electrophoresis of ASO-PCR
amplified products showed just one band of about (158
bp) in the lanes of wild-type alleles, indicating that non
of those patients were harboring such mutation.

Conclusions: There was no evidence that the initial
lack of CHR, CyR or MMR in CML patients treated
with IM due to the presence of T3151 mutation but those
patients may have carried other types of mutations
result in shift in sensitivity that may allow sufficient
kinase activity to initiate disease progression in the
presence of IM.

INTRODUCTION

Resistance to imatinib and second generation tyrosine
kinase inhibitors (TKI) during the treatment of chronic
myeloid leukemia (CML) is frequently associated with
point mutations in the BCR-ABL gene encoding the
ATP binding region likely to cause disease relapse.’
Sequencing of the ATP—binding pocket and the activation
loop of the kinase domain of patients treated with
imatinib who relapsed on treatment showed an identical
cytosine to thymine mutation at ABL nucleotide 944.
This mutation resulted in a single amino acid change at
position 315, designated T3151. Thrionine 315 forms a
crucial hydrogen bond with imatinib and the absence of
an oxygen atom in the substituted isolucine prevented
bond formation.?

Dynamics of clones harboring mutated BCR-ABL

11

depend on the selective pressure by the TKI used and
the proliferation advantage of the mutated clone over
clones containing not mutated BCR-ABL or normal
hematopoiesis with wild-type ABL.? Early diagnosis
and monitoring of these mutations may be important in
order to prevent the expansion of resistant clones. The
higher incidence of BCR-ABL mutations observed in
patients with advanced phase disease would suggest
that routine mutational screening should be performed
in these patients every 3 months regardless of treatment
response.* In addition to conventional sequencing,
various high sensitive methods have been developed to
screen for mutations in case of lack of optimal response
or secondary relapse.’ Allele specific oligonucleotides
Polymerase Chain Reaction (ASO-PCR) is a method
of choice for detection mutations.® This method is
even sensitive than mutation detection by sequencing
of ABL ATP domain. On the other hand, ASO-PCR
is comparatively more specific, very economical and
quick method for detection mutated cell out of 10,000
normal cells.’

METHODS

In this study, CML patients were enrolled at
The National Center of Hematology (NCH)/Al-
Mustensseria University from February 2006 to August
2008. They were diagnosed clinically, hematologically,
cytogenetically and molecularly as CML. Those patients
received daily dose of IM (300-400) mg for a mean of IM
treatment duration 35 months. They were followed up
hematologically, cytogenetically and molecularly every
3-6 months. A total of 18 out of 42 CML patients had
not achieved complete hematological response (CHR),
major cytogenetic response (MCyR) or major molecular
response (MMR) along the follow up duration. Also,
they had not achieved any hematological response from
starting IM treatment. IM dose was escalated to (600
mg) for those patients for 6-8 months continuously, but
they did not achieve any response. They were screened
for TS5131 mutation. Also, 5 healthy individuals were
included as healthy negative control.

DNA isolation

DNA was extracted from 100 pl venous blood
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(VB) using DNA isolation kit (Maxim Biotech, USA)
following manufacturerinformation. DNA concentration
and purity were estimated according to Sambrook et
al® using ultra violate spectrophotometer (CECIL, CE
7200, Germany).

Mutated and wild-type bcr-abl sequences were
specifically amplified in ASO-PCR reaction according
to Igbal et al.” Briefly, two master mixes were prepared,
one for mutation detection ASO and the second for wild
type ber-abl gene detection (NP). PCR master mixes
were prepared as following (per one reaction): 10pl of
5X PCR buffer, 3pl of 300 pm dNTPs (Promega, USA),
0.8 ul ( equivalent to 25 pmol) of mutation specific
forward primers: GCC CCC GTT CTA TAT CAT CAC,
or normal ber-abl gene specific forward primers : GCC
CCC GTT CTA TAT CAT CAC, 0.8 pl (equivalent to
25 pmol) of common reveres primer: GGA TGA AGT
TTT TCT TCT CCA (MWG- GmbH),1.5 Units of Go
Tag DNA polymerase (Promega, USA) and 31.7 pl
of dH20. Three microliters (equivalent to 100 ng) of
patient’s DNA was added for each ASO reaction and
NP-reaction. Also, 3 pl (equivalent to 100 ng) DNA
of negative controls, one no-template control (NTC)
reaction tube and one no amplified control reaction tube

M1 N1 M2 N2 M3 N3 M4

(NAC) (using dH20 and DNA extracted from healthy
individual, respectively) were added to each of ASO
and NP reactions.

Factors Patient No.
Mal 7
Gender ae
Female 11
<40 years 9
Age
> 40 years 9
. Previously treated 14
Prior treatment - -
First line IM 4
Chronic phase 11
CML phase
Accelerated phase 7
. . (25-48) months 11
Disease duration
> 48 months
Imatinib (12-24 ) months 3
matgn treatment (25-48) months 1
duration
> 48 months 4
Gan in Imatinib (5-10) months 11
apin Imatini (11-20) months
treatment
(21-28) months 3

Tablel. Factors associated with Imatinib mutation.

C1 C2 MW

800 bp
600 bp
400bp

200 bp

Lane (M): Amplified product from mutated allele. Lane (N): Amplified product from
wild allele. Lane (C1 and C2): No template control for master mix 1 and 2. MW:
Molecular weight marker of lambda DNA digested with EcoRI+HindIII. Electrophoresis
was carried in 2.5% agarose gel at (4V/cm) for 60 ms.

Figure 1. Alle specific oligonucleotide-PCR analysis of T3151 mutation CML patients.
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The PCR reaction tubes were transferred into the
thermocycler (XP-thermal cycler, Bioer), that were
programmed as following: 94°C for 12 min (1X),
95°C for 1 min, 64°C for 1 min and 72°C for 1 min
(X30), 72°C for 5 min (1X). Then, PCR products were
electrophoresed using 2.5% agarose gel electrophoresis
according to Sambrook et al.®

RESULTS

A total of 24 DNA samples related to 18 CML patients
of non-responder to IM were analyzed for T315L
Six patients were tested for mutation at two different
intervals from starting IM treatment, while 12 patients
where tested only once.

A number of disease or patient’s factors that may
correlate with the presence of mutation were analyzed.
These includes: age, gender, disease duration, prior
therapy, CML-phase, IM treatment duration and gap
duration in IM treatment, (Table 1). The results of
agarose gel electrophoresis of ASO-PCR amplified
products were represented in Figure 1.

The appearance of just one band of about (158 bp)
in the lanes of wild-type alleles, indicating that non of
those patients were harboring such mutation.

The specificity of the assay was demonstrated by lack
of detected sequence from healthy DNA controls.

DISCUSSION

The aim of this study was to monitor T315I point
mutation which occurred in the ATP-binding region
of ber-abl that frequently emerge in patients with CML
who show signs of hematological, cytogenetic and/or
molecular non-response to IM.

There was no evidence of detectable T3 151 mutation
in the studied patients. This might have been either
because it was not present or it was below the level of
detection. This result is consistent with the European
studies, which referred to the incidence of this
mutation was 0% in patients with relapsed or refractory

disease.!%!!

13

Other studies referred to various frequency of T3151
mutation. In one study, they found that this mutation
in three of eighteen patients that had a mean of IM
treatment duration for seven months.!> Another study
found that the incidence of this mutation was 24%."?

Also, using ASO technique, ABL mutations were
detected in rare cells prior to starting IM therapy.'*!s

The differences in the frequency of mutation detection
may be attributed to differences in the sensitivity of
techniques used, differences in the sets of primers used
to detect this mutation, differences in the time point of
mutation analysis or, differences between the patient’s
populations in the studies.'

There was no evidence that the initial lack of HR or
CyR in patients included in this assay was due to the
presence of such mutation because only wild type BCR-
ABL was detected in those patients.

Also, there is kinase-independent or even BCR-ABL
independent mechanism of resistance. For example,
kinase domain mutations that do not interfere with IM
binding could alter interactions with other signaling
proteins. It is also possible that such mutations are
epiphenomena, driving resistance only in the context of
other simultaneous changes.!”

Nilotinib and dasatinib, the second generation of
tyrosine kinase inhibitors, have largely addressed this
issue, maintaining activity against most imatinib-
resistant mutants except T315L!® The frequency
of T315I in patients with resistance to nilotinib or
dasatinib suggests that this mutant may emerge as a
common mechanism of failure to second-line ABL
kinase inhibitor therapy, consistent with predictions
based on in vitro profiling and mutagenesis screens.
Thus, the full potential of ABL kinase inhibitor therapy
in patients with CML, particularly those with advanced
disease, will depend on effectively targeting the T3151
mutant.'®

CONCLUSIONS

Even though T3151 was not detected in patients
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included in this study, but those patients may have
carried other types of mutations result in a slight shift
in sensitivity that may allow sufficient kinase activity
to initiate disease progression in the presence of IM.
But resistance induced by such mechanisms could
theoretically be overcome by dose escalation.
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ABSTRACT

Objective: This study aims to define the role of the
liver biopsy and scintigraphy in the diagnosis of the
bilairy atresia (BA) in a developing country, as the first
published study in our country (Syria).

Methods: Twenty two patients with cholestasis, during
2008-2009, were studied for clinical presentations, total
bilirubin, SGPT, PT, liver biopsy (LB), scintigraphy
(SNT), and cholangiography in positive cases. The false
positive and negative cases of SNT were analyzed.

Results: Nine patients completed the study, 5 males,
and 4 females. Age range between 21 and 120 days,
mean age 73.1 days. SNT and LB was uncompatible with
BAin all 9 cases. Cholangiography proved extrahepatic
biliary atresia in 7 cases (77%) and was normal in 2

cases (23%), thus LB and SNT gave false results in these
cases.

Conclusions: QOur study proves again that the
diagnosis of biliary atresia can't be made by only one
tool, the cholangiogram still the best and final test to
make it.

INTRODUCTION

Biliaryatresia(BA)isaprogressive fibroinflammatory
cholangiopathy of infancy that results in complete
obliteration of the entire or portions of the extrahepatic
biliary tree within weeks of birth.

Biliary atresia is the most common cause of prolonged
conjugated hyperbilirubinemia in neonates and is the
most frequent indication for liver transplant in the

*Mahmoud Bozo, MD, Damascus, Syria. P.O.Box:6665. Email: mahbozo@scs-net.org
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pediatric population, accounting for 40 to 50% of all
pediatric liver transplants.!

The development of surgical approaches to re-
establish biliary drainage and the acceptance of liver
transplant as a treatment for end-stage liver disease
owing to biliary atresia have markedly improved clinical
outcome.

Biliary atresia (BA) occurs worldwide and affects 1
in 8,000 to 1 in 15,000 live births.??

This study aims to define the role of the liver biopsy
(LB) and scintigraphy (SNT) in the diagnosis of the BA
in a developing country, as the first published study in
our country (Syria).

METHODS

Twenty two patients with cholestasis, during 2008-
2009, were studied for clinical presentations, total
bilirubin, SGPT, PT, liver biopsy (LB), scintigraphy
(SNT), and cholangiography in positive cases.

All received patients for cholestasis were studied by
lab tests, and start a complete evaluation step by step by
exclusion of all viral causes.

When the orientation is proved for a bilairy artesia, a
SNT is applied afer 3 days of phenpbarbital, if the test is

numberof patients
12 o

10

E o

compatible with BAby secretion retardation by following
of 24 hours, a liver biopsy is applied, if the histological
study is compatible with BA, a cholangiography under
surgical process is done, a surgical correction is done is
the cholangiography proves the BA, the false positive
and negative cases of SNT were analyzed.

RESULTS

Five patients were lost from the follow up before the
arrival to the cholangiography: the scintigraphy was
compatible with biliary atresia in 3 cases, 1 direct death
by liver failure (liver biopsy and scintigraphy were
compatible with bilary atresia), 1 normal scintigraphy
with liver biopsy compatible with biliary atresia. the
cholangiography was not achieved in all of these cases.

Eight cases proved as other causes of cholestasis: 3
cases of CMV by positive serological IgM anti bodies,
3 cases of auto-immune hepatitis (liver biopsy and
positive serological markers), 1 giant cell hepatitis, and
one metabolic disorder, (Table 1).

Nine patients completed the study; 5 males and 4
females. Age range: 21-120 days, with mean age of
73.1 days, (Figure 1).

Jaundice was present in all 9 cases, uncolored stool
in 8 cases, hepato spleno megaly was present in 7 cases
(2 cases without hepato spleno megaly).
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Figure 3. Bilirubin values.

Liver enzymes (SGPT) elevated in all cases, from
59.8-271. Figure 2 demonstrates different values of
SGPT at the moment of diagnosis, prothrombin time
was normal in 78% of cases.

Direct bilirubin was elevated in all cases from 7.2-
18.6 mg/dl (Figure 3).

In all 9 cases, the SNT and LB are compatible
with BA, in all of these 9 cases cholangiogarphy was
achieved.

SNT was compatible with BA in all 9 cases: no
detectable tracer excretion at 24 hrs, in all of these
cases).

22 patients with cholestasis

9 complete study
5 lost from 8 other
. .| 7 confirmed 2 normal
the follow up | diagnosis .
BA cholangiogarphy

Table 1. Follow up of 22 cholestasis cases.

LB were compatible with BA (cholestasis and portal
tracts are enlarged by edema, proliferation of bile
ductules, neutrophiles infiltration, ductular cholestasis
and possible fibrosis).

Cholangiography proved extrahepatic biliary atresia
in 7 cases (77 %) and was normal in 2 cases (23%).
thus, LB and SNT gave false positive results in 23% of
cases.
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DISCUSSION

Infants with biliary atresia typically present with
jaundice between 3 and 8 weeks of age. The mean age
of our group is 73.1 days, which is in this range of age.

Despite of variability in age at onset of symptoms,
extent of hepatobiliary involvement, and presence of
nonhepatic abnormalities, infants with biliary atresia
share the cardinal features of jaundice, the presence
of congenital nonhepatic anomalies and earlier onset
of disease. All patients of our group presented with
jaundice.

Infants present with pathologic jaundice at birth
or shortly thereafter, frequently overlapping with
physiologic jaundice, such that there is no jaundice-free
interval.

On physical examination, hepatosplenomegaly is
frequently present (66.6%); splenomegaly is common at
the time of diagnosis and reflects the degree of hepatic
fibrosis and portal hypertension (77% in our group).

In our group; the hypertension, ascites were absent,
they are rarely present at the time of diagnosis but may
develop in infants with advanced fibrosis, bacterial
peritonitis, acholic stools, and hepatomegaly but differ
in the presence of associated anomalies, the timing of
onset of jaundice, and perhaps clinical outcome.* In
our study, majority of patients (88.8%) presented with
uncolored stool and with hepatosplenomegaly.
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Proper and prompt identification of biliary atresia in
the neonate with cholestasis is a high priority because
the success of portoenterostomy to restore biliary flow
rapidly declines with age.*¢

Our attitude is compatible with the guidelines, yet the
lack of disease-specific clinical signs and laboratory tests
makes it difficult to reliably distinguish between biliary
atresia and other causes of extrahepatic obstruction,
and intrahepatic cholestasis, therefore, the clinician
is challenged to develop a diagnostic algorithm that
incorporates ancillary tests with high predictive value
for biliary atresia; the approach should be tailored to
make full use of center-specific expertise.

The approach to any neonate with cholestasis obeys
three diagnostic priorities. First, we establish whether
jaundice is due to impaired excretion of conjugated or
direct bilirubin. In practice, it is difficult to precisely
define the onset of jaundice in the neonate because
physiologic and breast milk jaundice may overlap with
early phases of pathologic jaundice,defined as serum
conjugated or direct bilirubin >20% of total bilirubin
and >2 mg/dL. Thus, if the neonate is jaundiced beyond
2 weeks, fractionation of serum bilirubin is warranted.
Identification of unconjugated hyperbilirubinemia most
often points to benign processes, whereas high levels
of serum conjugated bilirubin reveal the first clue to an
underlying hepatobiliary pathology.

Second, we search for any evidence of systemic
or metabolic diseases that may present with neonatal
cholestasis and that require immediate treatment.
For example, septicemia, galactosemia, and pan-
hypopituitarism are disorders that may present with
jaundice and require targeted therapeutics (antibiotics,
avoidance of lactose-containing formulas, and thyroid
hormone replacement, respectively) to improve survival
and optimize long-term outcome.

Third, we focus on those diagnostic tools that enable
us to differentiate biliary atresia from other causes of
neonatal jaundice in a timely fashion. In this context, it
must be kept in mind that the most accurate diagnosis
derives from careful histopathology combined with
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intraoperative examination of the extrahepatic ductular
system.

A sonographic examination of the upper abdomen is
particularly useful in the search for potential causes of
anatomic obstruction despite remarkable improvements
insonographicandmagneticresonance cholangiographic
techniques, the main limitation resides in the inability
to directly visualize discontinuity of extrahepatic bile
ducts with available imaging tools. This can potentially
be established using hepatobiliary scintigraphy, a
nuclear medicine scan that measures hepatic uptake
and excretion of analogs of iminodiacetic acid into the
intestine.

In infants with intrahepatic cholestasis, uptake is
delayed secondary to impaired hepatic function but
excretion is not impaired, whereas prompt uptake is not
followed by excretion into the duodenum in neonates
with biliary atresia. To increase the discriminatory value
of the test, phenobarbital may be given at a dose of 5
mg/kg/d for 5 days prior to the study to enhance hepatic
uptake and excretion through the biliary system. Despite
the potential value of hepatic scintigraphy in establishing
patency of the biliary system, the time required for the
test may significantly delay the diagnosis.

Gall bladder is seen as early as ten minutes and bowel
activity is by 30-40 minutes.The presence of tracer
within the small bowel excludes BA. Most reviews
report sensitivity of hepato-biliary scintigraphy for the
diagnosis of BA between 97-100%, and the specificity
from 33-91%."%*

In Col study on 2006, pre-operative cholangiogram
was carried out on all 14 patients. Biliary flow seen
in 3 scintigraphic false positive cases (21%) was due
to Bile Plug Syndrome. The remaining 11 (79%) in
whom bile flow was not visualized during operative
cholangiography were operated upon and hepato
portoenterostomy performed,'® not far from our (23%).

Cox et al,' reported that one third of patients with
patent biliary tracts had no detectable tracer excretion at
24 hours, falsely indicating biliary atresia.
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Nagel and Javiad reported that hepatobiliary
scintigraphy with Tc-labelled agents performed after
phenobarbitone premedication showed increased
diagnostic accuracy.'? Other authors reported that
premedication with phenobarbitone may not be
necessary.'* In our group we did not give premedication,
which could explain the false negative cases in 23% of
cases.

Microscopic examination of liver biopsy sample is
a critical component of the diagnostic approach to the
neonate with cholestasis. The initial biopsy is obtained
percutaneously and typically shows preservation of
basic lobular organization in infants with biliary atresia,
with prominent abnormalities in the portal tracts and, to
a lesser extent, in the lobule. Portal tracts are expanded
by variable levels of edema, proliferation of bile ducts,
and fibrosis.

When present, bile plugs within proliferated ducts
are highly suggestive of biliary atresia but occur in only
about half of the biopsies. Inflammation in the portal
space and giant cell transformation of hepatocytes
may be seen but are not the dominant features and are
more commonly seen in other causes of intrahepatic
cholestasis. Canalicular cholestasis, lobular disarray,
and extramedullary hematopoiesis do not have
discriminatory value between biliary atresia and other
causes of neonatal cholestasis. In very young infants,
the initial liver biopsy may be inconclusive, in cases,
a repeat liver biopsy in 1 to 3 weeks may be necessary
before the diagnosis is fully established. Whether
these cases represent the sampling error inherent in
percutaneous biopsies or the true progression of disease
remains to be determined.

In the Col study,' three patients from 14 with Bile
Plug Syndrome were false positive for EHBA. In most
cases, differentiation from biliary atresia on scintigraphy
is not possible,'* which is compatible with our results
(23% of false positive cases).

When histopathologic features are suggestive of
bilialry atresia or the diagnostic workup is inconclusive,
exploratory laparotomy must be performed in a timely
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manner. During laparotomy, direct inspection of the
gallbladder and ductular system is the best approach to
determine if the ductular system is obstructed, define the
site of obstruction, and create a conduit to re-establish
biliary drainage. In most cases of biliary atresia, the
gallbladder is small and fibrotic, along with diffuse
fibrosis of the extrahepatic system extending to or above
the level of the porta hepatis. If the gallbladder has a
lumen, it may be filled with mucoid clear secretions.
No single test has proven 100% reliable in diagnosing
BA. 15,16

In the ESPGHAM Guideline for the Evaluation of
Cholestatic Jaundice in Infants,'” no single diagnostic
tool could be sufficient for the diagnosis, all reports
false positive and negative results.

Liver biopsy is recommended for most infants with
cholestasis of unknown etiology. Scintigraphy and
duodenal aspirate are not routinely recommended but
may be useful in situations in which other tests are not
readily available. Review of all of the studies of biopsy
revealed that 50% to 99% of patients with biliary atresia
are correctly identified with biopsy.

Biliary atresia is incorrectly suspected from the biopsy
in 0% to 46%. The evidence indicates that liver biopsy
can be performed safely and expeditiously in young
infants and is useful in establishing specific diagnoses.
The Cholestasis Guideline Committee recommends
that a liver biopsy be performed in most infants with
undiagnosed cholestasis, and to be interpreted by a
pathologist with expertise in pediatric liver disease.
A percutaneous liver biopsy is recommended before
performing a surgical procedure to diagnose biliary
atresia. If the biopsy is done early in the course of the
disease (before 6 weeks of age), the biopsy may have to
be repeated if the results are equivocal.

CONCLUSIONS

Biliary atresia is one of the important diagnosis in the
first months of life. Proper and prompt identification of
biliary atresia in the neonate with cholestasis is a high
priority because the success of portoenterostomy to
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restore biliary flow rapidly declines with age, our study
proves again that the diagnosis can't be made by only
one tool, the cholangiogram still the best and final test
to make it.
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ABSTRACT lymphoblastic and myeloblastic leukemia treated in
Nanakaly hospital in Erbil city.

Objective: Children treated with malignancy are at Methods: Sixty children with acute leukemia,

high risk of parentrally transmitted viral infections, forty nine with acute lymphoblastic leukemia (ALL)

the aim of this study is to detect the seroprevalence of and eleven with acute myeloblastic leukemia (AML)

hepatitis B and C viral infection in children with acute presented to Nanakaly hospital during the period

*Mouroge H. Al-Ani, MD, Assistant Professor, Pediatrics, Hawler Medical College, Iraq. E-mail: mouroge@yahoo.com.
*Tara H. Rasul, MD, Assistant Professor, Pediatrics, Hawler Medical College, Iraq.
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from September 2007 to January 2009 were enrolled.
They were classified into two groups (GI and G2), G1
include 27 cases of acute leukemia, this group were
evaluated initially before starting chemotherapy, and
after six months of treatment. G2 include thirty three
children with acute leukemia who did not have initial
evaluation, but evaluated at the starting of the study and
after six months. Children of both groups were subjected
to full clinical examination, sera of those patients were
investigated for liver function tests and hepatitis markers
including HBsAg and Anti HCV antibody compared to
G3 which is a control group.

Results: In G1 patients, all were seronegative for HBV
and HBC at diagnosis, but hepatitis marker increased
significantly to 14% for HBV while still seronegative for
HCYV after six months of therapy. In G2 seropositivity
of HBV and HCV at the beginning of the study were
33.3% and 12% respectively, reduced to 27.7% and
15% respectively after six monthes in comparison to the
G3 (the control group).

Conclusions: There are high seroprevalence rates of
hepatitis B and C in pediatric acute leukemia. Blood
and blood products transfusion are major risk factor
for HBV infection. It is possible that the very high rate
of HCV seoconversion in these patients may be due
to parentral exposure to other unrecognized routes of
transmission other than the blood.

INTRODUCTION

The risk of both hepatitis B and C viruses infection
is well documented in children with hematological
disorder and prevalence rates as high as 50% in
leukemia and lymphoma patients have been reported.'
Children with leukemia are especially at high risks for
developing hepatitis B and C infection due to immune
suppression secondary to chemotherapy, radiotherapy
and multiple blood transfusions.? The majority of them
develop chronic hepatitis. This may play an adverse
prognostic role in terms of their disease free survival
because of delay in chemotherapy.®

HCV is a primary agent which is responsible for most
transfusion-associated non A non B hepatitis. Hepatitis
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C virus is the most common etiology of chronic
hepatitis, cirrhosis and hepatocellular carcinoma in
United States.*

Thus, HBV and HCV infections appeared often
as “silent infections” in these patients and were
detected only if prevalence studies were performed or
if the children underwent testing for HBV and HCV
periodically as part of a routine procedure.’

The aim of this study is to detect the seroprevalence
rate of hepatitis B and C virus infections in acute
leukemia pediatric patients and compare it with control

group.
METHODS

A study conducted for period from September 2007-
June 2009, on 60 child undergoing treatment for acute
childhood leukemia (49 with ALL and 11 with AML)
diagnosed from the period June 2001 to June 2009
receiving chemotherapy at Nanakaly Hospital for
Blood disease in Erbil city. They were compared with
60 children as control group. The patients were divided
into 2 groups (their ages ranged from 1-17 years, mean
age 8.6 years of both genders):

- Group 1 (n=27), retrospectively studied: Those
patients have baseline viral hepatitis screening for
HBsAg and HCVAb and liver function tests before
starting chemotherapy. Viral hepatitis screening and
liver function tests are repeated after 6 months from the
first screening.

- Group 2 (n=33) prospectively studied: Those
patients have no baseline viral hepatitis screening at
time of leukemia diagnosis. Viral hepatitis screening
and liver function tests were done when the study started
and reassessment is done after 6 months.

- Group 3 (n=60) are control group which include
children who consult out patient clinic of Rapareen
and Rizgary Hospital for different health issues, with
no history of blood transfusion and jaundice (their ages
ranged from 1-17 years and their mean is 7.5 years of
both genders).
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Control group was also screened for viral hepatitis
and liver function tests.

Viral hepatitis screening includes HBsAg and HCVAD
assay were done by second generation ELISA method
through ELISA reader ELx 800 UK machine.

The data were collected and entered into a computer
for using the statistical package for social science (SPSS
version 17). Chi-square test of association was used
when applicable.

RESULTS

The median age was 8.6 years (ranged from 1 to 17
years), 35 (58.8%) were males and 25 (41.2%) were
females.

Group 1 (n=27), included 16 males (59%) and 11
females (40%) and their mean age (7.4 years). Group 2
(n=33), included 19 males (57%) and 14 females (42%)
and their mean age (9.6 years).

Blood and blood product transfusion range from 1-45
units with a median of 10 units.

Table 1 shows the results of first viral screening
for group one was negative for HBsAg, and after
reassessments of viral screening 4 cases (14%) were
HBsAg positive. For group two in first viral screening
11 (33.3%) cases were seropositive for HBsAg and at
time of reassessment, 9 cases (27.7%) were HBsAg
positive, p-value=0.00 (for G1 and G2 during first
and second viral screening); so it was significant from
statistical point of view. Mixed hepatitis B and C
infection documented among patient in G2, two cases
(6.1%) during first hepatitis screening and one case
(3%) during second hepatitis screening.

For group 1 (G,) HCV Ab were negative in the
first and second viral screening; for G2, 4 cases (12%)
were HCV Ab positive, while at time of reassessment
six months later 5 cases (15%) were HCV Ab positive,
(p-value=0.04) and (p-value=0.00), which is significant
from statistical point of view.

First HBsAg screening Second HBsAg screening
Groups Total Control Total
Positive Negative Positive Negative
Group 1 0 (0%) 27 (100%) |27 (100%) | 4 (14%) 23 (86%) 0 (0%) 27 (100%)
Group2 | 11(33.3%) | 22(66.6%) |33 (100%)| 9 (27.7%) | 24(72.7%) 0 (0%) 33 (100%)
Group 3 0 (0%) 60 (100%) | 60 (100%) 0 (0%) 0 (0%) 60 (100%) | 60 (100%)
Total 11 109 120 13 47 60 120
Table 1 . First and second hepatitis B viral screening in group 1, 2 and control.
First HCV screening Second HCV screening
Groups Total Control Total
Positive Negative Positive Negative
Group 1 0 (0%) 27 (100%) |27 (100%) 0 (0%) 27 (100%) 0 (0%) 27 (100%)
Group 2 4 (12.1%) | 29(87.8%) |33 (100%) | 5(15.1%) | 28 (84.4%) 0 (0%) 33 (100%)
Group 3 0 (0%) 60 (100%) | 60 (100%) 0 (0%) 0 (0%) 60 (100%) | 60 (100%)
Total 4 116 120 5 55 60 120

Table 2 . First and second hepatitis C viral screening in group 1,2 and control.
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Hepatitis B markers and numbers of blood product
transfusion:

Table 3 shows the correlation between numbers of
blood product transfusion and HBsAg seropositivity
in group one and two in first and second hepatitis
screening. (p=0.01) for G1 was statistically significant
and (p=0.18, p=0.06) for G2 in first and second viral
screening respectively was not statistically significant.

Table 4 shows the correlation between HBsAg
seropositivity in G1 and 2 and numbers of blood
transfusion in first and second hepatitis screening.
(p=0.00) for G1 was significant statistically and (p=0.01,
p=0.017) for G2 in first and second viral screening
respectively was significant statistically.

Table 5 shows the correlation between HCV Ab
seropositivity in group 1 and 2 and numbers of blood
product and blood transfusion in first and second

Number of blood product
HBsAg screening transfusion Total p-value
<10 >10
First HBsAg screening for G1 Negative | 22 (100.0%) | 5 (100.0%) 27 (100.0%) None
Positive 1 (4.5%) 3 (60.0%) 4 (14.8%)
Second HBsAg screening for G1
Negative | 21(95.5%) | 2(40.0%) 23 (85.2%)
Total 22 (95.5%) | 5(40.0%) 27 (85.2%) 0.01
Positive 5(25.0%) 6 (46.2%) 11 (33.3%)
First HBsAg screening for G2
Negative 15(75.0%) | 7(53.8%) 22 (66.7%)
Total 20 (100.0%) | 13 (100.0%) 33 (100.0%) 0.18
Positive 3 (15.0%) 6 (46.2%) 9 (27.3%)
Second HBsAg screening for G2
Negative 17 (85.0%) | 7(53.8%) 24 (72.7%)
Total 20 (100.0%) | 13 (100.0%) 33 (100.0%) 0.06
Table 3. Correlation between HBsAg seropositivity and number
of blood product transfusion.
Number of blood
HBsAg screening transfusion Total p-value
<10 >10
First HBsAg screening for G1 Negative | 22 (100.0%) | 5 (100.0%) 27 (100%)
Total 22 (100.0%) | 5 (100.0%) 27 (100%) None
_ Positive 0 (0%) 4 (80.0%) 4 (14.8%)
Second HBsAg screening for G1 5
Negative | 22 (100.0%) | 1(20.0%) 23 (85.2%)
Total 22 (100.0%) | 5 (100.0%) 27 (100.0%) 0.00
i i Positive 3 (15.8%) 8 (57.1%) 11 (33.3%)
First HBsAg screening for G2 5
Negative 16 (84.2%) 6 (42.9%) 22 (66.7%)
Total 19 (100.0%) | 14 (100.0%) 33 (100.0%) 0.01
) Positive 2 (10.5%) 7 (50.0%) 9(27.3%)
Second HBsAg screening for G 2 -
Negative 17 (89.5%) | 7(50.0%) 24 (72.7%)
Total 19 (100.0%) | 14 (100.0%) 33 (100.0%) 0.017

Table 4 . Correlation between HBsAg seropositivity and number of blood transfusion.
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hepatitis screening. (p=0.51, p=0.66) for G2 in second
viral screening respectively and (p=0.57, p=0.64) for
G2 in second viral screening respectively which was not
statistically significant.

Table 6 shows the correlation between hepatitis B
vaccine and HBsAg seropositivity in group one, two
and three in first and second hepatitis screening (p=0.2)
for GI1 in second viral screening and (p=0.1, 0.4) for
G2 in second viral screening respectively which was not

Table 7 shows the correlation between history of
jaundice and HBsAg seropositivity in group one, two
and three, (p=0.001) for G2 in first viral screening and
(p=0.005) for G1 in second viral screening respectively
which was statistically significant, but not significant
for G2 in second viral screening (p=0.10).

For history of jaundice and hepatitis C markers, Table
8 shows HCVAD seropositivity in group one, two and
three, (p=0.09, p=0.5) for G2 in first and second viral

significant statistically.

screening which was not statistically significant.

. Number of blood product transfusion Number of blood transfusion
HCVAD screening
<10 >10 Total p-value <10 >10 Total p-value

First HCV Negative | 22 (100.0%) | 5(100.0%) | 27 (100%) | None | 22 (100.0%) | 5 (100.0%) 27>10 None
screening for G1 gaty e e ° e e -
Second HCV Negative | 22 (100.0%) | 5(100.0%) | 27 (100%) | None |22 (100.0%) | 5(100.0%) | 27 (100.0%) | None
screening for G1 cgative U7 V% o V7% U7 V%
First HCV Positive 2 (10.0%) 2 (15.4%) 4 (12.1%) 2 (10.5%) 2(143%) | 4(12.1%)
screening for G2 | Negative | 18 (90.0%) | 11(84.6%) | 29 (87.9%) 17 (89.5%) | 12 (85.7%) | 29 (87.9%)
Total 20 (100.0%) | 13 (100.0%) | 33 (100.0%) | 0.51 | 19 (100.0%) | 14 (100.0%) | 33 (100.0%) | 0.57
Second HCV Positive 3 (15.0%) 2 (15.4%) 5(15.2%) 3 (15.8%) 2 (14.3%) 5 (15.2%)
screening for G2 | Negative | 17 (85.0%) | 11(84.6%) | 28 (84.8%) 16 (84.2%) | 12 (85.7%) | 28 (84.8%)
Total 20 (100.0%) | 13 (100.0%) | 33 (100.0%) | 0.66 | 19 (100.0%) | 14 (100.0%) | 33 (100.0%) | 0.64

Table 5. Correlation between HCVAD seropositivity and number of blood & blood product transfusion.

; HBYV vaccine
HBsAg screening Total p-value
Yes No
First HBsAg screening for G1 Negative | 21 (100.0%) | 6 (100.0%) | 27 (100.0%)
Total 21(100.0%) | 6(100.0%) | 27 (100.0%) None
Positive 6 (25.0%) 5 (55.6%) 11 (33.3%)
First HBsAg screening for G2
Negative | 18 (75.0%) 4 (44.4%) 22 (66.7%)
Total 24 (100.0%) | 9(100.0%) | 33 (100.0%) 0.1
First HBsAg screening for G3 Negative | 48 (100.0%) | 12 (100.0%) | 60 (100.0%)
Total 48 (100.0%) | 12 (100.0%) | 60 (100.0%) None
) Positive 2 (9.5%) 2 (33.3%) 4 (14.8%)
Second HBsAg screening for G1 5
Negative | 19 (90.5%) 4 (66.7%) 23 (85.2%)
Total 21 (100.0%) | 6(100.0%) | 27 (100.0%) 0.2
) Positive 6 (25.0%) 3 (33.3%) 9 (27.3%)
Second HBsAg screening for G2 -
Negative | 18 (75.0%) 6 (66.7%) 24 (72.7%)
Total 24 (100.0%) | 9(100.0%) | 33 (100.0%) 0.4

Table 6. Correlation between hepatitis B vaccine and hepatitis B marker.
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. History of Jaundice
HBsAg screening Total p-value
Yes No
First HBsAg screening for G1 Negative | 4 (100.0%) |23 (100.0%) | 27 (100.0%) None
) ) Positive 8 (72.7%) 3 (13.6%) 11 (33.3%)
First HBsAg screening for G2 ;
Negative 3(27.3%) | 19(86.4%) | 22 (66.7%)
Total 11 (100.0%) | 22 (100.0%) | 33 (100.0%) 0.001
First HBsAg screening for G3 Negative 0 60 (100.0%) | 60 (100.0%) None
i Positive 3 (75.0%) 1(4.3%) 4 (14.8%)
Second HBsAg screening for G1 :
Negative 1(25.0%) | 22 (95.7%) | 23 (85.2%)
Total 4 (100.0%) | 4 (100.0%) | 27 (100.0%) 0.005
i Positive 5 (45.5%) 4 (18.2%) 9 (27.3%)
Second HBsAg screening for G2 ;
Negative 6 (54.5%) | 18 (81.8%) | 24 (72.7%)
Total 11 (100.0%) | 22 (100.0%) | 33 (100.0%) 0.10
Table 7. Correlation between history of jaundice and HBsAg seropositivity.
. History of Jaundice
HCVAD screening Total p-value
Yes No
First HCV screening for G1 Negative | 4 (100.0%) | 23 (100.0%) | 27 (100.0%) None
) i Positive 3(27.3%) 1 (4.5%) 4 (12.1%)
First HCV screening for G2 ;
Negative 8 (72.7%) 21 (95.5%) | 29 (87.9%)
Total 11 (100.0%) | 22 (100.0%) | 33 (100.0%) 0.09
First HCV screening for G3 Negative 0 60 (100.0%) | 60 (100.0%) None
Second HCV screening for G1 Negative | 4 (100.0%) | 23 (100.0%) | 27 (100.0%) None
) Positive 2 (18.2%) 3 (13.6%) 5(15.2%)
Second HCV screening for G2 -
Negative 9 (81.8%) 19 (86.4%) | 28 (84.8%)
Total 11 (100.0%) | 22 (100.0%) | 33 (100.0%) 0.5

Table 8 . Correlation between history of jaundice and HCVADb seropositivity.

Correlation between elevation of liver enzymes
and hepatitis B marker seropositivity in G1, G2 were
significant in G1 in the second reading (p-value=
0.001), while for hepatitis C the correlation between
liver enzyme and hepatitis C infection, the p-value was
significant in the G2 in second reading (p=0.005).

DISCUSSION

Viral infection causes the major part of mortality and
morbidity in blood recipients. The majority of known
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cases of post transfusion hepatitis have been caused by
hepatitis B (HBV) or hepatitis C virus.® Both viral load
and host defense are important factors in determining
the immune response.’ Our results regarding Gl
seropositivity after the second reading of HBsAg was
14%, and for G2 during first and second were (33.3%,
27%) respectively, and for hepatitis C were (12%,15%)
respectively, this is in agreement with a study carried in
Baghdad by (Al hadad et al, 2007)” seropositivities for
HBsAg and HCVAb were found to be as high as (36%)
and (3.25%) respectively.
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In agreement with our study, a study carried in
Egypt® in which the prevalence of HBV and HCV
infection in group 1 at diagnosis was found to be 3.6%
and 0.9%, respectively. It increased significantly to
18.2 % (p-value=0.0001) and 13.1% (p-value=0.0001),
respectively after 6 months of chemotherapy. On the
other hand, the seropositivities for HBV and HCV in the
group 2 were found to be as high as 34.2% and 39.6%,
respectively which were higher than our G1 and G2
study results.

In comparison with a study done in Turkey,’ conducted
on children with cancer, HBsAg positivity, anti-HCV,
and mixed (HBV and HCV) infection were found in
11.6%, 5.5% and 2% of children respectively. This is
lower than our G1 and G2 results. In Iran, a study done
by Ansari et al’ showed anti hepatitis and anti hepatitis
B were (2%, 2.5%) respectively while mixed infection
is 0.2%, this low seropositivity may be duo to to that
routine HB vaccination started at 1996 in Iran and in
1998 in Turkey which play a major role in declining
the infection, while our vaccination started at 2003 in
Kurdistan region.

In reverse to our study, a study done in Nicaragua'®
on children attending Hemo/oncology unit, 53.3% were
infected with HCV, 9.8% were HBsAg positive at time
of sample collection, this is probably duo to the severe
nature of the disease and the concomitant aggressive
therapy of leukemia.

The prevalence of hepatitis in the young age group is
lower due to high efficacy of hepatitis vaccine; second:
if the chronic hepatitis affected by group, the risk of
developing chronic hepatitis is related inversely to age;
the older the age of acquisition, the lower the risk of
chronic disease.

Fifty percent (50%) of the patients in our study were
from urban and other 50% were from sub-urban areas;
residence of patients might have an impact on infection
but these study shows no difference in the prevalence
which is in agreement with Iraqi study carried out by
(Al-hadad et al, 2007)" in which 69.3% of cases were
from Baghdad.
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So, transfusion of screened blood should no longer
be considered a primary risk factor for HCV infection.!!
Since HCV donor screening started, the estimated risk
of transfusion associated HCV infection range from
0.01 to 0.001% per unit transfused.'?

The period of follow up shows a statistical
significance, the patients in group 1 were HBsAg
seronegative but after 6 months 14% turn HBsAg
positive which might be explained again by frequent
hospitalization, exposure to hospital measures,
possibility of receiving infected blood during the
course of intensive chemotherapy, exposure to
infected unsafe procedures like the need for frequent
blood count, invasive diagnostic procedure (e,g. bone
marrow aspiration/biopsy and absence of disposable
bone marrow seat), intravenous therapy in addition to
the immunosuppressed status of these patients further
increase the risk."

In our study, HBsAg in second group were positive
in 33.3% of cases at the beginning of the study. It is
unknown whether this group acquired infection before
starting chemotherapy or after it was seen in this group
at time of reassessment. There is a reduction in HBV
seropositivity to 27.7%, this spontaneous clearance
occurs without receiving treatment for HBV infection.
All newly diagnosed HBsAg positive were among
group 1.

In our study, no statistically significant correlation
was found between HBV seropositivite and HBV
vaccine. These results may be related to that in our
study only 45 children out of 60 (G1 and G2) received
three doses of HBV vaccine according to national Iraqi
vaccination schedule as the parent claimed during the
questionnaire and no one in both group had received
HBYV vaccine on first admission to hospital as a part of
infection control policy used in oncology unit but not
used in our oncology unit. A study done by (Somjee S,
et al)!* after giving five primary doses of HBV vaccine
at monthly intervals followed by a booster at 1 year after
the first dose, serum antibodies were detected in 30% of
patients who received all six doses of vaccine, but in
only 19% of patients antibody levels were in protective
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range, these results again agree with a study done in
Egypt by (Mostafa et al, 2003).

There was a statistically significant increase in
number of blood and blood product units transfused
with increased HBV seropositivity. In contrast to our
study results, a study conducted in United State.!
showed no increase in HBsAg seropositivety detected
in relation to increased blood and blood product units
transfused. These results related to that all blood and
blood products routinely tested for HBsAg. In addition to
public health education, improved sanitation, infection
control policies in hospitals and effective vaccines lead
to dramatic decline in HBV infection.

Also, statistically significant correlation between
numbers of blood but not blood product units transfused
and increased HBV seropositivity observed among
patients in G2 during first and second HBV screening
(p=0.01, and 0.01, respectively) and (p=0.06 and
0.18, respectively). This result is in agreement with a
study done by (Al Hadad et al, 2007) which document
increased HBV seropositivity with increased transfused
blood but not platelets.

However, we were not able to find any statistically
significant correlation between the number of blood
and blood product units transfused and the increased
HCV seropositivity among patients in G2 during
first and second HCV screening (p=0.57 and 0.51,
respectively) and (p=0.64 and 0.66, respectively). These
coincide with a study done at United States'® reported
that the prevalence of HCV infection did not show
any significant change even if the patients were more
frequently transfused.

A significant elevation in liver enzymes in cases
of HBV seropositivity observed after 6 months of
chemotherapy among patients in G1 (p=0.001), which is
in agreement with a study done by (Mostafa A, et al)® in
which there was a significant elevation in liver enzymes
in cases seropositive for hepatitis B after 6 months of
chemotherapy and no significant difference in liver
function tests was found in cases of HBV seropositive
among patients in G2 during first and second screening
(p=0.1and 0.88, respectively). These results are in
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agreement with a study done by (Visona K, et al)!° which
showed no correlation between the alteration of classic
hepatitis biochemical markers and infection with either
HBYV or HCV. These may be due to the immunological
response of the host which is variable from one patient
to another. Also, elevation of the liver enzymes may
occur during the course of chemotherapy due to certain
types of drugs.

A significant elevation of liver enzymes in cases
of HCV seropositivity after 6 months of treatment
with chemotherapy observed among patients of G2
(p=0.005). These results are in agreement with a
study done by (Monteleone PM, et al).'"> However, no
significant elevation of liver enzymes in cases of HCV
seropositivity observed among patients of G2 (p=0.08).
Thus, transaminase determination is inadequate to
predict HCV infection as normal liver enzymes did
not exclude the presence of HCV in more than half of
viraemic patients.!’

We were able to find a statistically significant
correlation between clinical appearance of jaundice and
increased HBV seropositivity among patients in G2
during first and second hepatitis screening and patients in
G1 during second hepatitis screening. These results are
in agreement with a study conducted in Iran.” However,
we were not able to find any statistically significant
correlation between the clinical appearance of jaundice
and the increased HCV seropositivity among patients
in both groups one and two. These results indicate that
most patients HCVAD seropositivity in hemaoncology
unit were sub-clinical.

CONCLUSIONS

We can conclude that there is a high seroprevelance
of hepatitis B in pediatric hematology oncology
unit. Transfusion of blood and/or blood products are the
major risk factors in the development of hepatitis.

The very high rate of HBV and HCV infection in these
patients may not only depend on clearly documented
parenteral exposure, but also on other invasive
procedures carried out by paramedical personnel and
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doctors. We recommend restrict planned vaccination for
patients before chemotherapy and for paramedical staff
in the hemo-oncology unit.
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MATERNAL RESPONSIVENESS TO INFANT CRYING
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ABSTRACT

Objective: Colic is a disorder in which an infant has
episodes of uncontrollable crying, which often occurs at
a predictable times of day or night. The aim of this work
is to determine the frequency rate of various calming
techniques, and how mothers soothed their crying
infants.

Methods: Four hundred twenty one mothers with
infants of six months old or below were recruited in
this study in Hilla city. A questionnaire comprise on
the gender of the baby, mother age and her education
level (measured on a scale of 0-6 from illiterate, to
postgraduate training), and asking about 21 calming
methods of how the mothers soothed her crying baby. It

L3ally aieall Jia gl JlalsY)

was completed through direct interviews of the mothers.
Data were analyzed using the statistical package SPSS
(version 15.0).

Results: The most common quieting technique used
by mothers was holding and carrying the infant (93.1%).
The other common techniques were infant rocking
(91.7%), abdominal massage (87.9%), taking to bed
(87.2%), administer breast feeding (68.4%,), swaddling
infant (64.6%), prone sleeping position (64.1%), music
(62.5%), night bottle (53.7%), bathing (51.1%), and
around one third (36.1%) of mothers preferred to use
pacifier. Herbs were used as a remedy for soothing
crying infants in (16.4%). Pain killer was used by 33%
of mothers to quiet their babies. Forty six mothers and
another 11 mothers had used smothering and slapping

*Jasim M. Al.Marzoki, CABP, Consultant Pediatrician, Department of Pediatrics, Babylon Medical College, Babylon University, Hilla-Iraq-Babylon, Maternity
and Children Teaching Hospital, Iraq. E-mail: jasim 20042001 @yahoo.com.
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of their infants as calming techniques respectively.
Conclusions: There was a clear effect of cultural
differences in the selection of calming technique. A
potentially injurious methods for calming infants such
as slapping, and smothering was reported in this study.

INTRODUCTION

Excessive crying or colic in an infant during the first
few months of life can be alarming for physicians and
parents. Estimates of the occurrence of infantile colic in
community-based samples vary from 5 to 25 percent of
infants, depending on study design, definition of colic,
and method of data collection."? Fussing and crying
are normal aspects of development during the first
three months of life. During this time, infants cry an
average of 2.2 hours per day, peaking at six weeks of
age and gradually decreasing.® Physicians and parents
use the term colic to describe an infant with excessive
crying, irritability, or fussiness. The most commonly
accepted definition of colic, which originated in 1954,
describes using the “rule of three”: crying for more
than three hours per day, for more than three days per
week, and for more than three weeks in an infant that
is well-fed and otherwise healthy. Colicky infants have
attacks of screaming in the evening with associated
motor behaviors such as flushed face, furrowed brow,
and clenched fists. The legs are pulled up to the
abdomen, and the infants emit a piercing, high-pitched
scream.’ The cause of infantile colic remains unclear.
Underlying organic causes of excessive crying must
be considered during the evaluation. Organic causes
account for less than 5 percent of infants presenting
with excessive crying.%” Many doctors believe that the
cause of colic is not physical; rather, that it results from
a child’s oversensitivity to stimuli in the environment.
Overanxious parents might contribute to the problem
by adding more stimulation in an attempt to calm their
child. Other parents might under-react in the belief
that paying too much attention to the infant’s cries will
“spoil” him. Either response could set up a vicious cycle
leading to long periods of inconsolable crying.®'> The
mainstay of colic management is an acknowledgment
by the physician of the difficulties the parents are facing
and an inquiry into the well-being of the parents.” At
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present, behavioral management, supportive counseling
and parental reassurance are the mainstays of treatment.
However, no effective cure for this disorder is known.'

To determine the frequency rate of various calming
techniques, and how mothers soothed their crying
infants.

METHODS

Infants of six months old or below were the target for
this study, so 421 mothers were recruited in Babylon
Gynecology and Pediatrics teaching hospital and many
primary health care centers in Hilla city. After gave
them a short explanation, a questionnaire comprise on
the gender of the baby, mother age and her education
level (measured on a scale of 0-6 from illiterate, to post
graduate training), and asking about 21 calming methods
of how the mothers soothed her crying baby. It was
completed through direct interviews of the mothers. The
questionnaires were written in English and translated
into Arabic; they were retranslated back into English to
ensure accuracy. The calming methods included in the
questionnaire were selected from previous published
study.!* Data were analyzed using, the statistical
package SPSS (version 15.0). For standard descriptive,
cross-tabulations, and chi-square tests were used, and
regarded significant if p value <0.05.

RESULTS

Approaching 500 mothers, 421 of them agreed to
participate in the study, response rate was 84.2%. The
male babies were 229 (54.4%), and the females were
192 (45.6%), with male: female ratio of 1.19: 1. The
mother age was ranging between 15 and 53 years, with
mean+SD of (27.25+6.54) years. Regarding mothers
education level, 266 (63%) of them were under sixth
grade of education, and 18.8% of them had institutional
and university qualification. Table 1 shows the
distribution of calming methods used by the mothers.

The most common quicting technique used by
mothers was holding and carrying the infant (93.1%).
The other common techniques were infant rocking
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Calming techniques No. %
Holding and carrying 392 93.1
Rocking 386 91.7
Abdominal massage 370 87.9
Taking to bed 367 87.2
Administer breast feeding 288 68.4
Swaddling 272 64.6
Prone sleeping position 270 64.1
Music 263 62.5
Night bottle 226 53.7
Bathe 215 51.1
Pacifier 152 36.1
Pain killer 139 33
Stop breast feeding 133 31.59
Trolley 128 30.4
Crying it out 95 22.6
Thumb sucking 94 22.3
Herbs 69 16.4
Slapping 46 10.9
Smothering 11 2.6
Hypnotics and sedatives 4 1
Laxatives 3 0.7

Table 1. Frequency rate of various
calming techniques.

(91.7%), abdominal massage (87.9), taking to bed
(87.2%), administer breast feeding (68.4%), swaddling
infant (64.6%), prone sleeping position (64.1%), music
(62.5%), night bottle (53.7%), bathing (51.1%), and
around one third (36.1%) of mothers preferred to use
pacifier. Herbs were used as a remedy for soothing
crying infants in (16.4%). The commonest herb used
by the mothers studied was chamomile (20) 28.9%,
followed by anise (16) 23.1%, cardamom (14) 20.2%,
cumin (10) 14.5%, and mint (9) 13%. Pain killer was
used by 33% of mothers to quiet her baby, commonly
as gripe water. Surprisingly 46 mothers and another
11 mothers had used smothering and slapping of their
infants as calming techniques respectively. Infant gender
and mother age show no significant impact on all the
calming techniques. Maternal education had significant
relation with: pain Killer, slapping, crying the baby out,
taking him to bed, stop breast feeding, swaddling, bathe,
trolley and abdominal message, p<0.05.
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DISCUSSION

The parental response to infant crying in under the
social and cultural influences. In Wang JF study'¢ of
parenting behavior in three different cultures, Japan,
Taiwan and USA, significant differences were found
among the three cultural groups in infant calming
techniques, and this is also true for other studies done in
Finland'” Portugal'® and United Arab Emirates.'” In the
current study, holding and carrying the infant was the
most common techniques to calm a baby (93.1%), which
is about to be a same for UAE study (96.9%), but it is
the second most common technique after administrating
breast feeding (100%).'5 Studies evaluating the effects
of carrying a colicky child more, or using a motion-
simulation device, have not found benefit.'“!"* A study
to assess the benefits of increased carrying of colicky
infants during noncrying times failed to show any
benefit."” Earlier study of noncolicky breastfed infants
showed an overall decrease in crying time at 5-6 weeks
of age with supplemental carrying, but the effect was
not noted in infants with established colic.?’ The second
most common technique in the current study was infant
rocking (91.7%), while it constitutes 42.2% in UAE
study. Infant abdominal massage was the third common
soothing method (87.9%). Infant massage shows no
significant improvement in symptoms and cannot be
recommended.?! Taking the infant to bed noted in (2%),
which is seldom resorted to in the UAE across cultural
groups.’® In Portugal, about 40% of parents stayed
with their children until they fell asleep.'® In contrast,
in Finland, only approximately 10% of children slept
in their parents’ beds'” and in Sweden, only one-third
of parents held or laid down next to their infants at
bedtime.”> 68.4% of mothers administered breast
feeding as calming way for their crying infants, which
was the commonest technique in UAE study (99.1%)."
Prolonged holding, frequent breast-feeding, rapid
response to infant cries and co sleeping with the infant
at night, is practiced by African mothers and has been
shown to result in a decrease in the amount of crying.?>*
Because the incidence of colic in breastfed and bottle-fed
infants is similar, mothers who are breastfeeding should
be encouraged to continue. Early termination would
deny the infant the beneficial effects of breastfeeding
without relieving the colic symptoms.> About two third
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of mothers experienced infant swaddling as soothing
technique, and it was mentioned in (20.5%) of UAE
study.’® The prone sleeping position was also reported
in about two third of infants. The potentially harmful
response of placing the baby prone to soothe it appears
to be a particularly Arab behavior as it was mostly
seen in Arabs of UAE and other Arab countries. The
prone sleeping position has been consistently shown to
increase the risk of sudden infant death syndrome the
incidence of which is 0.66 per 1000 live births in the
UAE.* Around one third (36.1%) of mothers preferred
to use pacifier, while only 8.3% of mothers had used it
in UAE study.!® The main reason given by mothers was
to allow the infant’s gums and teeth to grow healthy.
Music was used as calming remedy in 62.5%, while it
was only experienced in 4% of UAE study."” Letting
UAE infants to suck on his thumb or finger was seen in
(87.3%), and only in 22% of the current study infants.
Herbs was not used popularly in the current study 16%,
as it was regarded in many middle east countries and
especially in Arab countries, 64.7% of UAE mothers. '

Herbal teas containing mixtures of chamomile,
vervain, licorice, fennel, and lemon balm, used up to
three times a day (15 ml per dose) have been shown
to decrease crying in colicky infants.?**” One third of
infants had received pain killer, commonly as “gripe
water”. In Britain, gripe water is widely sold for the
treatment of colic, with no scientific evidence to show
whether or not gripe water works.”® Forty six (10.9%)
and 11 (2.6%) mothers reported potentially injurious
methods for calming their infants such as slapping,
and smothering the infant respectively. These figures
are probably not accurate as underreporting is likely.
In a Dutch study 3%, 2% respectively of mothers
used slapping, and smothering, as methods to stop
crying.”” In the current study 22.6% of mothers left
their infants to ‘cry it out’. Ignoring a crying infant is
a common occurrence in Western cultures.’**' In Wang
JF study, 45% of mothers let the infant cry at least on
one occasion.!® The European parenting behavior of
letting the baby cry it out aims to foster the feeling
of independence in the child. Most Western cultures
place greater value on the development of autonomy
and independence in children. Thus, allowing a child
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to self-soothe is actually considered to be a preferred
behavioral response.’? However, other studies have
shown that delayed response of mothers to infant crying
led to less crying at 1 year of age.*

CONCLUSIONS

There was a clear effect of cultural differences in
the selection of calming technique, for example UAE
mothers administer breast feeding, thumb sucking, and
used herbs more often than Iraqgians, while Iragians
tended to use music more often than them to soothe their
infants. A potentially injurious methods for calming
infants such as slapping, and smothering was reported
in this study.
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ABSTRACT HBYV, and Venereal Disease Reference Laboratory

(VDRL) for the diagnosis of syphilis were analyzed.

Results: The study showed that the highest number of
donors was in the year 2007 with the predominance of
males than females for the three studied years, the overall

prevalence of HBsAg was 0.22%, of HCV was 0.08% and

Objective: The aim of this work is to estimate the
prevalence of transfusion transmitted diseases in blood
donors of Basrah blood bank, with special entity of
AID’S, hepatitis B and C, and syphilis.

Methods: A retrospective record based study involved
the records of Basrah blood bank for the years 2006,
2007, and 2008. The reported results of the serological
screening tests of the blood donors for HIV and HCYV,

of VDRL was 0.05%. The difference of prevalence of
transfusion transmitted diseases among different age
groups was statistically significant (p<0.01), where
the prevalence of hepatitis B was highest at the two age
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extremes (<20 years and >50 years), for hepatitis C the
highest prevalence was at the age groups between 40-
49 years and for syphilis, the highest prevalence was at
the age groups between 20-29 years. The prevalence of
hepatitis B and syphilis was higher among males while
the prevalence of hepatitis C was higher among females
(50.0%) with no significant difference (p>0.05). The
difference of prevalence of transfusion transmitted
diseases by place of residence was statistically highly
significant (p<0.001), where the prevalence of hepatitis
B was higher among rural donors, while the prevalence
of hepatitis C and syphilis was higher among urban
donors.

Conclusions: Blood is still one of the main sources of
transmission of infections; and hepatitis B, hepatitis C
viruses and syphilis are prevalent among donors except
HIV virus which is not detected among studied donors.

INTRODUCTION

Blood has been used
indications.! Transfusion therapy is a well established
treatment in various medical and surgical procedures.?
Transfusion medicine, apart from being important for
the medical treatment of each patient, also has great
public health importance.3After the introduction of the
blood banks and better storage techniques it becomes
more widely used in patients.*

since 1930 for wvarious

Blood is one of the major sources of transmission
of Hepatitis B, Hepatitis C, HIV, Syphilis, and many
other diseases.’® Discovery of these hazards brought a
dramatic change in attitude of physicians and patients
about transfusion of blood.®

Inrecentyears there has been increased public concern
about the safety of blood transfusion with respect
to transfusion transmitted infections. HIV-1, HIV-2,
hepatitis B, hepatitis C, and human T cell leukemia/
lymphoma virus are transmissible by transfusion and
are associated with important clinical disease.’

The hazards of transfusion can be minimized by proper
screening and selection of donors before collection of
blood.¢
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It has been accepted that prevalence of transfusion
transmitted diseases is much lower in healthy, voluntary
blood donors as compared to professional blood
donors.® In spite of donor screening with high specific
and sensitive methods, transfusion of virus through
blood transfusion cannot be avoided because virus
remains undetectable due to prolong incubation period
s0 a person can become potentially infective long before
sero conversion.?

Epidemiological studies are necessary for ongoing
preventive strategies regarding prevention of these
diseases.

In Basrah, the main source of blood donation is
replacement donors and the majority of them are
patient’s relatives or friends.

Proper screening of blood and selection of the donors
is very important to insure a safe blood supply.

It is mandatory to test each donor’s blood for syphilis
by a Venereal Disease Reference Laboratory (VDRL),
and for HBsAg, anti - HCV, and anti - HIV.

The reactive donors are deferred and whole blood or
blood components produced from them are destroyed,
and send the positive donors for further confirmatory
investigations.

The objective of this study is to estimate the
prevalence of transfusion transmitted diseases in blood
donors of Basrah blood bank, with special entity of
AID’S, hepatitis B and C, and syphilis.

METHODS

A retrospective record based study was carried out to
study the prevalence of transfusion transmitted diseases
among blood donors of Basrah blood bank for the years
2006, 2007, and 2008.

The study based on data for these three years
which included (name, age, sex, and residence), and
the reported results of the serological tests of the
blood donors. These tests included screening test for
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antibodies for HIV and HCV, and assay for hepatitis
B surface antigen (HBsAg), and also the result of a
Venereal Disease Reference Laboratory (VDRL) for the
diagnosis of syphilis. Chi squared test used as a test of
significance and p<0.05 regarded as significant.

RESULTS

The total number of the blood donors in the
three studied years was (161987). Table 1 shows the
distribution of blood donors in each studied year. The
table shows that the highest number of donors was in
the year 2007 with the predominance of males than
females for the three studied years.

Year Total Males Females
2006 48711 48143 568
2007 58473 58128 345
2008 54803 54487 316
Total 161987 160758 1229
Table 1. Distribution of blood donors

in the studied years.

Table 2 shows the prevalence of HBsAg, anti-HCV,
VDRL, and anti-HIV among blood donors for the
studied years. It shows that the overall prevalence of
HBsAg was 0.22%, remained the same (0.24%) during
the studied period, while the overall prevalence of HCV
was 0.08% and increased from 0.07% to 0.11% during
the studied period and the overall prevalence of VDRL
was 0.05% and was decreased from 0.06% to 0.02%
during the studied period. There was'nt any positive
case of HIV detected during the studied period.

Table 3 shows the distribution of the blood donors
with transfusion transmitted diseases (BTTD) according
to age. It shows that the highest prevalence (44.7%)
was at the age group 30-39 years, followed by 34.0% at
the age group 20-29 years, with the lowest prevalence
was at the age group of <20 years (2.3%) and >50
(3.8%). Regarding the distribution of donors with BTTD
by age and prevalence of diseases, it is evident that the
prevalence of hepatitis B was highest at the age groups
>50 years and <20 years (85.7% & 84.6%) respectively,
while for hepatitis C the highest prevalence was at the age
groups between 40-49 years (30.6%), and for syphilis,
the highest prevalence was at the age groups between
20-29 years (21.1%), the difference of prevalence of
transfusion transmitted diseases among different age
groups was statistically significant (p<0.01).

Table 4 shows the distribution of donors with BTTD
by sex, it is evident that the prevalence of hepatitis B and
syphilis was higher among males than females (54.1%
and 13.6%) respectively, while the prevalence of Hep
C was higher among females than males (50.0%), the
difference of prevalence by sex was statistically not
significant (p>0.05).

Table 5 shows the distribution of the blood donors
with transfusion transmitted diseases according to
the place of residence, it is evident that the overall
prevalence of BTTD was higher among urban donors
(61.4%), regarding the prevalence of diseases, it shows
that the prevalence of hepatitis B was higher among
rural donors (73.6%), while the prevalence of hepatitis
C and syphilis was higher among urban donors (26.5%

Total number of HBsAg HCV VDRL
Year
blood donors No. | % | No. % No. %
2006 48711 118 | 0.24 | 36 | 0.07 30 0.06
2007 58473 106 | 0.18 | 28 0.04 32 0.05
2008 54803 134 | 0.24 | 61 0.11 14 0.02
Total 161987 358 | 0.22 | 125 | 0.08 76 0.05

Table 2 . Prevalence of HBsAg, anti-HCV, VDRL, and
anti-HI'V among blood donors for the studied years.
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Transfusion Transmitted Diseases

Age (years) Hepatitis B Hepatitis C Syphilis Total

No. % No. % No. % No. %
<20 11 84.6 2 154 0 0.0 13 2.3
20-29 107 | 56.3 43 22.6 40 21.1 190 34.0
30-39 172 | 68.8 51 20.4 27 10.8 250 44.7
40-49 50 58.8 26 30.6 9 10.6 85 15.2
>50 18 85.7 3 14.3 0 0.0 21 3.8
Total 358 | 64.0 | 125 | 224 76 13.6 559 100.0

Chi-Squared test=23.716, df=38, p<0.01

Table 3. Distribution of the blood donors with transfusion
transmitted diseases according to the age.

Transfusion Transmitted Diseases
Sex Hepatitis B Hepatitis C Syphilis Total
No. % No. % No. % No. %
Male 357 | 54.1 124 | 223 76 13.6 557 99.6
Female 1 50.0 1 50.0 0 0.0 2 0.4
Total 358 | 64.0 | 125 | 224 76 13.6 559 100.0

Chi-Squared test=1.02, df=2, p>0.05

Table 4. Distribution of the blood donors with transfusion transmitted
diseases according to sex.

Transfusion Transmitted Diseases
Place of . . .
e Hepatitis B Hepatitis C Syphilis Total
No. % No. % No. % No. %
Urban 199 | 58.0 91 26.5 53 15.5 343 61.4
Rural 159 | 73.6 34 15.7 23 10.7 216 38.6
Total 358 | 64.0 | 125 | 22.4 76 13.6 559 100.0

Chi-Squared test=14.182, df=2, p <0.001

Table 5. Distribution of the blood donors with transfusion transmitted
diseases according to the place of residence.

and 15.5%) respectively, the difference of prevalence of established and essential medical practices. However,

transfusion transmitted diseases by place of residence blood collected from large population is associated with
was statistically highly significant (p<0.001). the risk of pathogen transfusion.” Numerous risks to
transfusion therapy and their variability, the seriousness

DISCUSSION ofadverse events, and their consequences for the patient’s
life as we as the variability of transfusion therapy, make

Blood transfusion and component therapies are well- the decision to transfuse a patient very difficult. The
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awareness of the risks has sensitized the public and the
medical profession and frequently invoking a transfusion
avoidance strategy.' Not all unhealthy donors will be
recognized by a medical checkup , and it is necessary to
employ laboratory testing to further improve the safety
of blood products."

The mandatory tests used on blood donors testing in
Basrah include antibodies for HIV and HCV, and assay
for hepatitis B surface antigen (HBsAg), and VDRL
for the diagnosis of syphilis. The overall prevalence of
hepatitis B was higher than that for Croatia (0.16%) in
1999 and lower than that for Macedonia (2.246%) in
1999, it is lower than that in Egypt in the year 2000
(1.3%), this is explained by the recruitment of donors
from lower socioeconomic classes as soldiers and
workers at factories.'? Also it is lower than that in Iran in
the year 2000 (0.95%), this might be due to the ethical
or geographical characteristics of Iran or because of
specific prevalent subtypes of hepatitis B virus in
Iran."

For hepatitis C, the estimated prevalence by this study
was lower than that in Kuwait'* and Iran,' but higher
than that for Canada'® in 2003, which stated that the
risk of transfusion transmitted infection among donors
is extremely low due to donors education regarding
inclusion and exclusion criteria."

For syphilis, the estimated prevalence by this study
was lower than that found in other studies in Croatia
Canada, India,>!>!® this could be explained by the
religious and ethical variability.

In the present study, the prevalence of HIV was found
to be 0.0%, which is comparable to a study carried out
in Egypt in the year 2000,'? which stated that the modes
of transmission are not found in the Islamic Oriental
countries according to the tradition.'? But it is different
from that in Turkey (0.001),"” Tanzania (1.5%)," in
Germany (0.48%),' this could be due to prohibition of
promiscuous sexual relations in Islamic countries.

In this study, the difference of prevalence of
transfusion transmitted diseases among different age
groups was statistically significant (p<0.01) which was
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comparable to other studies in Kuwait, Canada and
Nigeria. #1520

Regarding sex, the study found that BTTD are more
prevalent among males than females, but the difference
of prevalence by sex was statistically not significant
(p>0.05), which was comparable to other study in
Pakistan in 2007 and Nigeria in 2002.>%

The study found statistically highly significant
difference of prevalence of transfusion transmitted
diseases by place of residence (p<0.001), where the
prevalence of hepatitis B among donors from rural
areas was higher than urban; this could be due to lower
vaccination coverage rates in the rural than urban areas,
while the prevalence rates of hepatitis C and syphilis
were higher among donors from urban than rural areas
which are comparable to other studies from Iran'® and
Nigeria.?

CONCLUSIONS

In conclusion, blood is one of the main sources of
transmission of hepatitis B, hepatitis C, HIV viruses
and syphilis. The majority of donors in our country are
either voluntary, relatives or friends, who are apparently
healthy, but this study showed that these diseases are
prevalent among donors except HIV virus, therefore it
is recommended a need to develop a strategic plan that
incorporate the diverse background of the blood donors
in Basrah, appropriately focused donor education
regarding inclusion and exclusion criteria together with
the help to institute national public health intervention
programmes that will involve mandatory screening
of blood and blood products before transfusion and
promotion of health education regarding BTTD and its
prevention.
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ABSTRACT

Objective: To assess the prevalence of physical
domestic violence against women in Mosul city and to
investigate the relationship between domestic violence
and the extent and severity of children illness.

Methods: A cross-sectional population-based study
with a face-to-face structured interview was conducted,
800 married women (each of whom should has at least
one baby) were interviewed.

Results: The results showed that 22.3% of the women
in Mosul city are exposed to physical violence. Episodes
of physical health problems were significantly higher
among children of mothers who are abused by their
partners than in children of non-abused women. Those

u@Jlsk\ Lgdl :’\SX:\MX\ ua)AY\ h_}}h ad.w)

mothers (with violence) are at double risk of having
children with more severe and numerous attacks of
various morbidities (RR=2.4, CI=2.36-2.43).

Conclusions: Domestic physical violence against
and relatively
common. The physical abuse against women inside
their homes is positively associated with a significant
high risk (frequency and severity) of various diseases
affecting their children.

Iragi women is currently present,

INTRODUCTION

Women and children are often in great danger in the
place where they should be safest: within their families.
For many, ‘home’ is where they face a regime of terror
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and violence at the hands of somebody they should
be able to trust.! The global dimensions of violence
against women are alarming no society can claim
to be free of such violence, and the only variation is
in the patterns and trends that exist in countries and
regions.'? In 48 population-based surveys from around
the world, between 10% and 69% of women reported
being physically assaulted by an intimate male partner
at some point in their lives.?

The standard definition of domestic violence in
the battered women’s movement has been called as
“intimate terrorism,” the kind of violence in which
men control “their women” using a variety of coercive
control tactics, including physical and sexual violence.*

This domestic violence has a wide ranging and
persistent effects on women’s physical and mental
health. It is a leading contributor to death, disability
and illness. The influence of violence can persist long
after the abuse has stopped and the more severe it is, the
greater its impact on physical and mental health.?

Whereas national awareness of the direct impact of
domestic violence on physical and emotional health for
women and children subjected to it has grown in recent
years, as has been documented by both systematic
reviews and meta-analyses;® yet, recognition of the
health impact on children who witness such domestic
violence has lagged behind; few studies examined
possible physical morbidities associated with eyewitness
to such abusive behaviors even not been summarized
in a manner that might facilitate additional hypothesis-
driven research and accelerate the development of
targeted interventions.

METHODS

This community-based study was conducted in Mosul
city-Nineveh governorate/Iraq during the period from
April through May 2010.

Domestic violence in this study includes violence
perpetrated by intimate partners and/or his family
members against mothers within the family, and
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manifested through: slapping, beating, arm twisting,
kicking and threats with an object.

The sample size was decided at the beginning to be
1000 women based on convenience to the researchers,
but the final was 800 as 200 women did not respond and
this was expected due to the sensitivity of the problem
especially in a country like Irag. The women should
be currently married and have at least one child (of
minimum 1 year of age); all the women should be living
with their husbands and children and may be with their
husband’s family. The women were asked about their
experience of been beaten or slapped by a partner or any
of his family members within the last 12 months.

A cross sectional study was designed and a multi-stage
sampling technique was applied to achieve a house-to-
house survey within Mosul city and Al-Rashidya village
(at the north of Mosul city). Four catchment areas of
primary health care centers (two from each side of the
city plus Al-Rashidya village) were chosen (through a
simple random technique) from the total primary health
care centers in the city. The principal street and the
residential street in each area were selected by a simple
random technique, whereas houses were selected by
systematic random sampling through including every
third house till we reach 30 houses in each street.

Face-to-face interviews were performed by a team
of well trained female doctors and a verbal consent
was taken from each household married and fertile
woman by the interviewers who introduce themselves
and tell the purpose of the study. The interviews were
conducted during the absence of the husband (or any
of his family) so that the women can feel more relaxed
to discuss this sensitive issue. The respondents were
assured that the information they give will be strictly
confidential and will not be used for purposes other than
the intended scientific research. The official approvals
were gained from the authorities to permit implementing
this research.

Concerning the economic status of the family; as
there are no consistent indicators to measure, it was
assessed roughly depending on the general outlook
of the women, her children and her house appearance
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all through the interview period adding together the
approximate monthly income of the family judged by
the women themselves.

The interviewers encouraged the women to answer
candidly by using simple open-ended questions and
behaviorally specific questions headed by training
instructions which emphasize on sensitive response and
empathic attitude during a two-day consistent training
course which publicized the interviewers with the
survey instrument that contained two issues:

First: the women exposure to domestic violence,
overt exposure, and source of this violence.

Second: about the order and age of each of their
children, diseases they are suffering from, and figures
of attacks that occurred within the last 12 months.

Children of 1-13 years of age were included in
the study (to calculate the morbidity incidence for a
minimum age of one year), and we used the (episode/
child) so that the difference in the number of children
among women will not make any bias.

In addition to the demographic information; there
were questions about any emotional and psychological
among their children sleep
disturbances, school performance, their friendship
(social competencies), in addition to anxiety and
aggressive behaviors.

disorders include:

Absolute, relative and cumulative frequencies,
mean and standard deviation, were computed. Relative
Risk and Chi square standard test was used to test for
associations. A p-value below or equal to 0.05 was
considered statistically significant for a 95% confidence
interval. Data was analyzed using Statistical Package
for Social Sciences (SPSS Inc, version 11, Chicago, IL,
1999).

RESULTS
A total sample of 800 women was fulfilled in this

study, with a response rate of 80% (800 women out of
the planned 1000 women).
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The demographic characteristics of the study sample
are described in Table 1; about half of the women sample
aged between 30-39 years with a mean duration of
marriage and mean duration of education of 13.4+£11.01
and 7.9+2.8 years respectively. The mean duration of
their husband’s education is 9.2+4.9 years.

Rural sector constitute 33.5% of the sample and
51.5% of the sample living in a separate house. Seventy
nine percent of them were housewives and the remaining
was financially independent.

The main portion of the respondent’s husbands
(79%) was private employee, and 68% of the families
incorporated in this study were of medium socio-
economic level.

Of the women sample (Table 2), 22.5% had been
subjected repeatedly or from time to time to different
types of physical violence (slapping, beating, arm
twisting, kicking, threats with an object) within the last
12 months, and all these hostility events were in front of
the children. The foremost (86.6%) of that violence was
expressed by the husband, and 13.4% was articulated by
the husband and his family members.

Table 3 shows the classification of childhood
morbidities according to the system involved including
number of episodes for acute diseases (respiratory tract
infections, gastro-intestinal tract infections, urinary tract
infections and acute dermatological problems).

Episodes of acute respiratory tract infections were the
commonest among both children of mothers exposed to
violence and those not exposed to, followed by gastro-
intestinal infection.

Emotional, psychological, dermatological
disturbances and combined pathology were more
common among children of mothers exposed to violence
than the non exposed, while urinary tract infections were
seen more among children of mothers not exposed to
violence.

Although the total number of children of mothers
with violence was less than half the number of children
of women with no violence, the overall total episodes
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of all systematic morbidities among children of mothers Table 4 also shows that the incidence of episodes of
subjected to physical abuse was significantly in access various morbidities among children of mothers exposed
of the total episodes amongst children of non exposed to violence is higher than that in children of mothers

mothers, (p<0.05) (Table 4).

not exposed to it, and the children of mothers exposed

Age in years No. %
<20 36 4.5
20-29 224 28.0
30-39 392 49.0
40-50 128 16.0
> 50 20 2.5
Total 800 100
Residence No. %
Rural 268 335
Urban 532 66.5
Total 800 100.0
State of residence No. %
With the family 388 48.5
Separated 412 51.5
Total 800 100.0
Marriage and education Mean = SD
Age at marriage 20.3%6.1 years
Duration of marriage 13.4+11.01 years
Women’s years of education 7.94+2.8 years
Husband’s years of education 4.949.2 years
Wife’s occupation No. %
Housewife 580 72.5
Governmental employee 212 26.5
Private works 8 1.0
Total 800 100.0
Husband’s occupation No. %
Governmental employee 199 249
Private employee 565 70.6
Military 24 3.0
Retired 8 1.0
Others 4 0.5
Total 800 100.0
Income No. %
Good 180 22.5
Sufficient 544 68.0
Not-sufficient 76 9.5
Total 800 100.0

Table 1. Demographic characteristics of the sample.
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to physical violence had superfluous susceptibility to
morbidity with higher number of episodes (2.55 fold),
than children of non exposed mothers.

DISCUSSION

Victimized mothers habitually suffer physically and
psychologically, but they are unable to make their own
decisions, or protect themselves and their children for
fear of further repercussions.

Violence No. %
Exposed 179 22.3
Not exposed 621 87.7
Total 800 100.0

Source of violence No. %
Husband 155 86.6
Husband and his family 24 13.4
Total* 179 100.0

*All events of violence were in front of the children

Table 2. Exposure to violence related characteristics.

Violence may act as a double-edge sword on mothers
and their children. The current study explored the hidden
sector of this problem by using domestic violence as
a marker of stressful psycho-social circumstances
in causing various morbid conditions for those who
witness it.

It is usually difficult for professionals to identify
children who witness domestic violence, therefore,
professionals often fail to detect that exposure to
domestic violence is a contributing factor to the child’s
difficulties.” Children’s responses to their experiences
with domestic violence vary depending on the child’s
proximity to the violence that is; what the child actually
saw or heard, the child’s temperament, the age of
the child at the time(s) of exposure, the severity and
chronicity of the violence, and the availability of adults
who can emotionally protect or sustain the child.® A
broader community-source population of house-hold
married women with at least one baby was illustrated,
since there is no intimate partner violence shelters
in our country, also this approach certainly enhance

Episodes in children of mothers Episodes in children of mothers

Child’s sickness exposed to violence not exposed to violence

No. % No. %
Respiratory 211 31.8 206 39.2
GIT infections 159 24.0 140 26.6
UTI (urinary tract infections) 12 1.8 99 18.8
Emotional and psychological 65 9.8 13 2.5
Dermatological* 47 7.0 19 3.6
Combined pathology 170 25.6 49 9.3
Total ** 664 100 526 100

*Includes episodes of acute dermatological and chronic problems; **There is a sort of overlapping

Table 3. Classification of sickness according to the system involved.

Mothers No. of children | No. of episodes | Episode/child p-value

Exposed to violence 418 664 1.59 <0.05

Not exposed to violence 842 526 0.62

Total 1260 1190 RR=12.55 95% CI =2.36-2.43
¥=126.1,df=1

Table 4. Episodes of sickness in children versus violence among mothers.
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result regarding such a sensitive issue and unstable
security condition which prevented the researchers
many times from reaching their targets, and vetoed
some respondents from participation.

With reference to our data, we became aware to the
high figure of physical domestic violence seen in the
study as more than one fifth (22.3%) of the women in
the study sample are subjected to physical violence, this
goes with a WHO survey done in Iraq at 2006/2007,
in which 21.2% of women exposed to various forms
of physical violence within the last 12 months.” on
the other hand it is higher than that seen in a previous
study conducted in Iraq at 2005- 2006, which stated that
the lifelong experience of physical violence for Iraqi
women is 7.6%."°

This result is certainly higher than those seen in
North America and Europe which are 2% and 8%
respectively.!!

The access of violence seen in the current study is
expected, as the women in developing countries are
more likely to be currently suffering abuse than are
women in developed countries. The manner of battering
and insulting women is one of the crucial social roots in
almost the Iraqi rural population (and other countries)
according to the fact stated by UN that: violence against
women is not the result of random, individual acts of
misconduct, but rather is deeply rooted in structural
relationships of inequality between women and men.?
Also these results make sense that the current Iraqi
situation of bad economic and security conditions has a
role in exacerbating all types of violence against women,
knowing that Iraqi women usually bear the foremost
encumber of strain and pressure. Nevertheless, this
result is lower than that registered in Korea (38%)."!

The major source of all physical violence seen in the
current study was the husband, and in 13.4% was from
both husband and other members in his family. This fact
sounds to be consistent with another study in Iraq, when
the same outcome was seen by Lafta et al,'° the husband
was the main source in 30.7% of violation.

The current study brings into being that all these
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hostility and violence views were subjected blatantly
in front of all family members together with children.
Undoubtedly, watching these intimidating events
by children has a harmful and pessimistic effect
on them, in addition; children may harbor rage and
feeling of guilt and this will affect the emotional and
psychological health of that child. This is in consistence
with the growing body of empirical research which
has demonstrated that exposure to domestic violence
deleteriously affects children’s social, emotional, and
cognitive development.'? Furthermore, data suggest
that such exposure has long-term consequences for
children’s well-being, ultimately affecting their adult
functioning.'® This may illuminate the emotional and
psychological conflict observed in our study which was
obviously higher among children of mothers exposed to
violence than those in non-exposed. This can be added
to the other forms of violence seen by the Iraqi children
in the street, and all-around. This result is assisted by
other studies and meta-analysis reviews, which stated
that intimate partner violence-exposed children seem to
have higher rates of both internalizing and externalizing
problems than non exposed children, leading to a mal-
adaptive emotional and behavioral development.'*!* In
addition; Fergusson and Horwood!® determined that a
relationship existed between intimate partner violence
exposure and all types of substance abuse/dependence.

A high number of episodes of dermatological and
combined morbidities was seen among children of
mothers exposed to violence, with a high incidence of
overall attacks of various diseases with a relative risk of
2.4 (CI: 2.36-2.43) might be anticipated among those
children and can be attributed to a series of mediators
that act directly and indirectly in precipitating such poor
physical health, such as; mother disappointment and
chaotic home environment which might be associated
with a loss of interest in nursing her children carefully,
and being less able to commit well with the compliance
to the medication courses of their children.

In Bangladesh, it has been found that all forms of
family violence were also independently and positively
associated with infant illness, and the highest incidence
rates were found among the daughters of severely
physically abused mothers.!”
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Similarly, In rural Karnataka, India, a study found
that children of mothers who were beaten received
less food than other children did, suggesting that
these women could not bargain with their husbands
on their children’s behalf.'® Other studies established
that children who have witnessed domestic violence or
have themselves been abused, exhibit health, behavioral
and sleep disturbances, including problems with their
weight, their eating and more likely than other children
to be malnourished and to have had a recent episode
of diarrhea, and less likely to have received oral
rehydration therapy or be immunized with an increased
risk of fetal and early childhood growth impairment,
adding to the multitude of confirmed and plausible
health consequences caused by this problem.'**

CONCLUSIONS

Domestic violence against Iraqi women is common.
This study strongly suggests that such an abuse
threatens not only the health of women but also that of
their children. Physical violence against women having
children seems to be associated with the likelihood
of engaging these children in various health-related
problems with significant increase in overall incidence
or episodes of these illnesses. Subsequently, such
women have more than double the risk of dealing with
poor health children. It is recommended to do thorough
screening and investigations to discover hidden cases
of violence against women, and developing restrictive
legalized measures to control this problem. Also
establish physical/ mental health care settings for
children of mothers exposed to violence, and support
parents and care-givers in their child-rearing role,
including education programs focusing on non-violent
forms of discipline.
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ABSTRACT

Cornual pregnancies remain the most difficult type of
ectopic pregnancies to diagnose. The maternal morbidity
and mortality rate of ruptured cornual pregnacy are
still high. Ruptured cornual pregnancy usually presents
dramatically with severe intra-abdominal bleeding
necessitating urgent laparotomy. In  unruptured
cases, alternative treatment options like laparoscopic
surgeries, local versus systemic methotrexate are found
to be effective.

INTRODUCTION

Cornual pregnancy has an incidence of 2-4% and is
the rarest type of ectopic gestations. It is also referred to
as interstitial or intramural ectopic pregnancy. Diagnosis

Aallad) 8 ilad el il

of interstitial pregnancies relies heavily on ultrasound
and potentially on laparoscopic evaluation.'

These pregnancies tend to grow for longer period of
time than other tubal pregnancies asa result ofincreased
distensibility due to the surrounding myometrial layer.
Rupture at this later stage can cause severe hemorrhage
leading to maternal morbidity and mortality of up to
2%.

The traditional treatment for cornual pregnancy is
laparotomy and cornual resection. As this is an extremely
vascular area, profuse hemorrhage may necessitate
hysterectomy.? Hence alternate treatment options to
conserve fertility must be looked for. In unruptured
cases, laparoscopic surgeries and local versus systemic
methotrexate are found to be effective.
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We report the successful management of a cornual
pregnancy with laparoscopic aspiration followed by the
use of systemic methotrexate.

CASE PRESENTATION

A 37-year-old, gravida 3 para 2, with previous 2
cesarean sections and multiple uterine fibroids presented
with 8 weeks amenorrhea, bleeding per vagina and
abdominal cramps for 7 days. Hemodynamically,
the woman remained stable. On transvaginal
ultrasonography, multiple small uterine fibroids were
noted. Endometrium was thick with a doubtful small
intrauterine gestational sac; adnexae were normal. On
digital examination, no cervical excitation was elicited.
Serum B-hCG was 6198 1U/I. Rescan after 48 hours
showed irregular but empty uterus with a 2 cm clear
cyst in the left ovary. Repeat serum B-hCG was 6879
IU/1. With a provisional diagnosis of ectopic pregnancy,
she was admitted in hospital and posted for emergency
laparoscopy.

Laparoscopy showed multiple small, subserous
fibroids and a hyperemic bulge of 3x2 cm in the left
cornua of the uterus, (Figure 1). A left ovarian simple

cyst containing straw coloured fluid, normal right
ovary and fallopian tubes were noted. Thirteen ml of
hemorrhagic fluid was aspirated from the left cornual
bulge, diagnosing cornual pregnancy. Cytology later
confirmed hemorrhagic fluid, no malignant cells. We did
not perform any other surgical procedures as the patient
had not consented for laparotomy, salpingectomy or
hysterectomy in case needed.

Local injection of methotrexate was considered but
it was not available in the middle of the night, hence
decided for systemic methotrexate. Postoperatively she
received injection of methotrexate 1 mg/kg [.M. on day
0, 2, 4, and 6 with injection of folinic acid 0.1 mg/kg
.M. on day 1, 3, 5 and 7. She remained asymptomatic
and follow-up weekly B-hCG became negative 8 weeks
after methotrexate treatment, (Figure 2). Follow up
scans showed gradual reduction in the size of the mass
and disappeared after three months.

Our patient used barrier contraceptives for six months;
conceived ten months after the treatment and delivered
recently by cesarean section in view of previous two
cesarean sections.

Figure 1. Laparoscopic view of left cornual ectopic pregnancy.
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Chart showing serum beta HCG values following treatment.

= 8000

E 6000 |—>
T \
b=

£ 4000

5 2000

: 2

g 0

— serum Beta hCG | GRTO| 5017 [ 2505 | 791 | 593 | 334 52 35 2
lewvel {IU/L)
Week 0 1 2 1| 4 5 i 7 8

Figure 2. Serum B-hCG values following systemic methotrexate.

DISCUSSION

Cornual pregnancy is rare and difficult to diagnose.
Diagnosis is more challenging with uterine anomalies/
multiple fibroids like in this case. Use of 3 or 4
dimensional ultrasound is likely to increase sensitivity
of cornual pregnancy diagnosis.' Laparoscopic findings
of left cornual hyperemic bulge and blood—stained
aspirate provided evidence for diagnosis in this case
where two dimensional ultrasonography failed.

Successful management of cornual pregnancy has
been reported with local injection of methotrexate
laparoscopically.>® High levels of serum B-hCG may
cause failure of methotrexate therapy. Cornual resection
may be performed in such cases. When massive
hemorrhage is expected, placement of angiographic
catheter for uterine artery embolization may be
considered.’

Medical treatment must be considered before surgical
treatmentinthe management ofectopic gestations. Single
dose systemic methotrexate is associated with higher
failure rate hence multiple doses regimen is preferred in
cornual pregnancies. Conservative treatment of cornual
pregnancy allows future fertility although rupture of
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the weakened myometrium in subsequent pregnancy
remains a major concern.

CONCLUSIONS

Laparoscopic aspiration with multiple doses of
systemic methotrexate can be used as a successful
treatment option for unruptured cornual pregnancy.
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Medical Case

Plasmacytoma of the Skull
Fazaal) b daa l) LAY

A 42-year-old woman presented with a painless, nickel-sized lump on her scalp that was first noticed by her
hairdresser 4 months earlier. Physical examination revealed a firm, nontender, subcutaneous nodule, 6 cm in
diameter, and no neurologic deficits. A complete blood count, complete metabolic profile, and urinalysis showed
no abnormalities. A computed tomographic scan showed a destructive, well-demarcated, soft-tissue mass, with
peripheral bony fragments, emerging from the right frontal calvarium. The mass measured 5 cm by 4 cm and
was compressing part of the brain. There was no evidence of a midline shift. The mass was excised, and cranial
mesh placed over the calvarial deficit. Histologic examination revealed a plasmacytoma of bone with extensive
amyloidosis. Examination of a bone-marrow—biopsy specimen showed 20% plasma cells, and a skeletal survey
revealed multiple lytic lesions of the long bones and skull. No monoclonal proteins were found on electrophoresis
or immunofixation of the serum or urine. The patient was given a diagnosis of nonsecretory multiple myeloma. As
is common in such cases, the more sensitive free-light-chain assay revealed a pathologically elevated concentration
of kappa light chains in the serum. In this patient, nonspecific proteinuria developed, although renal function
remained unimpaired. She has now undergone autologous bone marrow transplantation, with no evidence of

disease recurrence on follow-up bone marrow biopsy or laboratory studies.
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Medical Case

Auricular Cartilage Calcification and Adrenal Insufficiency
A gl Al B sl pa OIY) g gl B (S

A healthy 60-year-old man presented to the emergency department with profound hypotension 1 day after
sustaining a minor hand laceration with minimal blood loss. Physical examination revealed stiffness in both
ears, and calcification of the ears was subsequently revealed on computed tomography (Panel A, arrows) and
radiography (Panel B, arrows). The patient’s hemodynamic status improved promptly after administration of
antibiotics and glucocorticoids, and he recovered with support from the intensive care unit. Throughout his 20-day
hospital stay, bacterial cultures remained negative. Subsequent detailed investigations showed adrenal insufficiency
resulting from autoimmune hypophysitis, with isolated failure to secrete corticotropin. Long-term glucocorticoid-
replacement therapy has resulted in marked abatement of the patient’s long-standing fatigue. Although rare,
calcification and even true ossification of the auricular cartilages have been described in association with
mechanical tissue injury, exposure to cold, inflammatory conditions, and endocrinopathies.
Recognition of the association between auricular calcification and adrenal insufficiency can be

an important step toward the identification of a life-threatening cortisol deficiency.
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Public Health

Lle daa

Impact of rotavirus vaccination on hospital-acquired
rotavirus gastroenteritis in children

JUkY) die | Adal) B caiSall plaaly Sanall Gilgal) o Alaal) cilugg pdl) &) gadat A0

Anderson EJ, et al.
Pediatrics 2011 Jan 24.

Objective: Data show that after the implementation of routine rotavirus vaccination for infants in the United States,
community-acquired (CA) rotavirus cases declined substantially in the 2007-2008 season. The impact of community-
based rotavirus vaccination on the substantial burden of hospital-acquired (HA) rotavirus has not been documented.
Patients and Methods: We assessed CA and HA rotavirus, respiratory syncytial virus, and influenza infections at
Children’s Memorial Hospital for 5 winter seasons (defined as occurring from September through May) from 2003
to 2008. We also report rotavirus data from the 2008-2009 season.

Results: A similar dramatic decline (>60% compared with the median of previous seasons) occurred in the rates
of cases of both CA (P<0.0001) rotavirus hospitalizations and HA (P<0.01) rotavirus infections in the 2007-2008
season compared with previous seasons, whereas the rates of CA and HA influenza and respiratory syncytial virus,
respectively, remained stable. Improvements in hand-hygiene compliance did not correlate with a reduction in the
transmission rate of rotavirus in the hospital. Both CA and HA rotavirus rates remained much lower in the 2008-2009
than in the 2003-2007 seasons.

Conclusions: Community-based rotavirus vaccination is associated with a substantial reduction in the number of
children who are admitted with rotavirus. These data also indicate that routine community-based rotavirus infant
vaccination protects hospitalized children from acquiring rotavirus. Vaccination efforts should be encouraged as a
strategy to affect the substantial burden of HA rotavirus.
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Pediatrics

Jaly)

Myocardial ischaemia in sickle cell anaemia
il anl) 8 ela B ARl Ayl (el

Bode-Thomas F, et al.
Ann Trop Paediatr 2011;31(1):67-74.

Background: Sickle cell anaemia (SCA) is associated with recurrent multi-organ ischaemia and infarction. Myocardial
ischaemia (MI) and infarction are increasingly recognised as features of SCA. The prevalence and severity of MI in
children with SCA is not known.

Aim: To evaluate the usefulness of a new scoring system based on the standard surface electrocardiogram (ECG) in
determining the prevalence and severity of MI in children with SCA.

Method: MI prevalence and scores derived from standard surface ECGs of 35 children with SCA aged 3-18 years
who presented consecutively during 38 episodes of vaso-occlusive crisis (VOC) were compared with those of 40
age- and sex-matched SCA patients in the steady state and 40 anaemic non-SCA patients. In SCA subjects with VOC,
ECG was repeated approximately 1 week and 4-8 weeks post crisis and the respective MI scores were compared with
their intra-crisis ECG and those of the two other groups.

Results: Mean (SD) MI scores were significantly higher during vaso-occlusive crises [1.82 (0.20)] compared with
the steady state [1.15 (0.15)] and non-SCA anaemic controls [1.13 (0.21)], p=0.017. SCA patients in crisis were 5.5
(1.20-13.99) times more likely to have MI compared with non-SCA anaemic controls (p=0.025). They were also 3.66
(1.05-12.74, p=0.042) and 7.58 (1.31-43.92, p=0.024) times more likely to have mild and significant MI, respectively.
MI scores derived from the post-crisis ECGs were similar to those of steady-state SCA patients.

Conclusion: ECG changes consistent with MI are common in children with SCA, especially during vaso-occlusive
crises. Our proposed MI scoring system could be a useful screening tool for early detection of significant MI during
crises, facilitating early institution of intervention. Further studies are needed to determine the specificity of the
observed changes and to validate the proposed screening tool.
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Critical findings of severe influenza A (H1N1) pneumonia in children
JULY) wie (HINT) A 5isliy) cilug by 5aadd) 450 <l a¥la 8 L al) clagagall

Ishigaki H, et al.
Pediatr Int 2011 Jan 25.

Background: Pandemic influenza A (HIN1) cause severe pneumonia in children. However the mechanism how some
pneumonia patients would develop respiratory failure remained unknown. This report describes clinical features of
childhood influenza A pneumonia patients.

Methods: We reviewed the clinical and laboratory findings of 31 HIN1 pneumonia patients who are hospitalized in
Iwata City Hospital from October 1, 2009, to January 31, 2010. Intubation and mechanical ventilation were required
due to developing respiratory failure for 8 patients who were classified into intubation group. Other patients without
mechanical ventilation were classified into non-intubation group. Clinical features and laboratory findings were
compared between the two groups.

Results: The median age was 6.3 (range, 3-10) years. The male to female ratio was 22:9. Clinical manifestations of
tachycardia, tachypnea and cyanosis were significant findings in intubation group at admission. Lymphocytopenia
was observed in both groups. Leukocytosis with neutrophilia was the risk factor for intubation.

Conclusions: These findings could be useful predictors at admission to identify the high risk pneumonia patients of
influenza A (HIN1) in children.
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Seizure modifying potency of histamine H(1) antagonists
Aiialicagl) HT e cfabiaal cladtiasy! ddasal) lladl)
Miyata I, et al.
Pediatr 2011 Jan 25.

Background: The widely used histamine H(1) antagonists bear a theoretical potency to induce seizures, though
clinical evaluation is scarce expect for a few case reports.

Methods: The medical records of all pediatric consultations to our institute due to seizures during two successive
winter seasons were collected. Cases with known convulsive backgrounds were excluded. Seizures were categorized
into two types: generalized seizures ceasing within five minutes as “typical”, others as “atypical”. Eligible cases were
classified based on type of seizure and whether they were receiving histamine H(1) antagonists or not; the association
between these classifications was examined by Fisher’s exact test.

Results: There were 66 eligible consultations among 95 consultations due to seizures. A significantly increased
incidence of “atypical” seizures among patients receiving histamine H(1) antagonists was revealed (p=0.041, 95%
confidence interval 1.028-16.40, Fisher’s exact test).

Conclusion: Clinical doses of histamine H1 antagonists bear a potency that adversely modifies seizures in children.
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Paracetamol and antibiotics in childhood and subsequent
development of wheezing/asthma: association or causation?

S 9 (3815 2 50 1)/ 30 0 Bad) ghall g Al gikal) B 8 (2 4 guad) labiall g paracetamol 4gso) slas)

Rusconi F, et al.
Int J Epidemiol 2011 Jan 23.

Background: Several studies found an association between early administration of paracetamol and antibiotics and
development of wheezing. This could be due to confounding: wheeze and asthmatic symptoms in early childhood are
difficult to distinguish from respiratory tract infections that are widely treated with these drugs; in case of persistence
of symptoms up to school age, this could explain the observed relationship.

Methods: We investigated the association between paracetamol and antibiotics use in the first year of life and wheezing
phenotypes, i.e. wheezing starting in different time periods (early, persistent and late-onset) in the SIDRIA-2 study, a
cross-sectional survey of 16933 children aged 6-7 years. Directed acyclic graph (DAG) was used to depict the causal
structure.

Results: Paracetamol and antibiotics administration in the first year were associated with early wheezing (first 2
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years of life only) [odds ratio (OR): 2.27; 95% confidence interval (95% CI): 1.98-2.62 and OR=3.76, 95% CI: 3.31-
4.27] and with persistent wheezing (first 2 years + last 12 months) (OR=1.77, 95% CI: 1.49-2.10 and OR=3.06, 95%
CI: 2.60-3.60), whereas the association with late-onset wheezing (in the last 12 months only) was weak (OR=1.12,
95% CI: 0.97-1.31 and OR=1.18, 95% CI: 1.02-1.38 for paracetamol and antibiotics, respectively). DAG shows that
even in the absence of a direct (causal) arrow from early drugs use to wheezing at school age, the two are associated
due to confounding (through the ‘infection’ node).

Conclusions: It is important to take into account different phenotypes in order to disentangle the association of
paracetamol and antibiotics with wheezing.
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Obstetrics And Gynecology
il (alyelly il

A systematic review of intravenous immunoglobulin

for treatment of unexplained recurrent miscarriage

IVIG 38l s Ao liall cililssstilly Aadlaall dngia daale
Bpnaall i ) 0al) cilialgal) el

Ata B, et al.
Fertil Steril 2011 Jan 11.

Objective: To estimate whether intravenous immunoglobulin (IVIG) improves the probability of a live birth in
women with unexplained recurrent miscarriage (RM).

Design: A computerized search in Medline, Embase, Central, Ovid Medline In-Process, and Other Non-Indexed
Citations Databases and randomized controlled trial (RCT) registries was performed. Abstracts of the American
Society of Reproductive Medicine and European Society of Human Reproduction and Embryology annual meetings
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and reference lists of identified reports were searched.

Patient(S): Women with unexplained primary (without a prior live birth) or secondary (subsequent to a live birth)
RM.

Intervention(S): IVIG or placebo control intervention.

Main Outcome Measure(S): Live birth rate per randomized woman.

Result(S): Six relevant RCTs were identified including 272 women with unexplained RM. The overall odds ratio
for live birth is 0.92, with a 95% confidence interval of 0.55-1.54, indicating a lack of a treatment effect with
IVIG. Similarly, IVIG was not found to be beneficial when women with primary and secondary RM were analyzed
separately.

Conclusion(S): A beneficial effect of IVIG in treatment of RM was not observed. Given the absence of a proven
mechanism of action, and the lack of a diagnostic algorithm to identify patients who are likely to benefit from such
treatment, IVIG administration for treatment of recurrent miscarriage is not justified outside the context of properly
designed RCTs.
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The effect of time of day on outcome of unscheduled cesarean deliveries
Unadal) i) o agall JMA Aglaaiy) 8 4 padl) Adaal) o)ya) cidy il

Peled Y, et al.
J Matern Fetal Neonatal Med 2011 Jan 13.

Objective: To assess the association between time of day and characteristics and complications rate of cesarean
sections.

Methods: We conducted a retrospective cohort study of all women who underwent an unscheduled (non-elective)
cesarean section (CS) between 1997 and 2007 in a single tertiary medical center. Maternal and neonatal outcome
and duration of CS were analyzed according to the work shift. Multivariable logistic regression analysis was used to
determine whether shift number is an independent risk factor for maternal or neonatal adverse outcome.

Results: There were overall 9944 unscheduled CS during the study period, of them 2995 (30.1%) were operated on
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the morning shift, 4618 (46.4%) on the evening shift, and 2331 (23.5%) on the night shift. The characteristics of the
women in each of the shifts were overall similar. Women who underwent CS during night shift had a higher rate of
endometritis and wound infection, postpartum hemorrhage requiring hemotransfusion, and prolonged postoperative
hospitalization. The rate of adverse neonatal outcome was similar in the three working shifts. After adjustment for
potential confounders by multivariable logistic regression analysis, maternal morbidity was significantly higher for
women operated on night shift. The risk of neonatal morbidity was unrelated to the working shift. Overall duration
of CS, time required for induction of anesthesia, and net operation time were all significantly higher during the night
shift compared with the morning and evening shift.

Conclusion: CSs performed during night shift are associated with longer operative time and an increased risk for
maternal, but not neonatal, morbidity.
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Surgical treatment of deeply infiltrating endometriosis
with colorectal involvement

Ayafiions dyiglsS Ala) o (LAl £ LEN) (Baas g siagaidld aliadl Aalaall

Meuleman C, et al.
Hum Reprod Update 2011 Jan 13.

Background: Treatment of colorectal endometriosis is difficult and challenging. We reviewed the clinical outcome
of surgical treatment of deeply infiltrating endometriosis (DIE) with colorectal involvement.

Methods: Review was based upon a literature search using following search terms: (1) ‘surgery’ and ‘colorectal
endometriosis’, (2) ‘bowel’ and ‘endometriosis’ and ‘surgery’. Inclusion criteria: clear explanation of surgical
technique and follow-up data on at least one of the following items: complications, pain, quality of life (QOL),
fertility and recurrence.

Results: Most of the 49 studies included complications (94%) and pain (67%); few studies reported recurrence (41%),
fertility (37%) and QOL (10%); only 29% reported (loss of) follow-up. Out of 3894 patients, 71% received bowel
resection anastomosis, 10% received full-thickness disc excision and 17% were treated with superficial surgery.
Comparison of clinical outcome between different surgical techniques was not possible. Post-operative complications
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were present in 0-3% of the patients. Although pain improvement was reported in most studies, pain evaluation was
patient-based in <50% (Visual Analogue Scale in only 18%). While QOL was improved in most studies, prospective
data were only available for 149 patients. Pregnancy rates were 23-57% with a cumulative pregnancy rate of 58-70%
within 4 years. The overall endometriosis recurrence rate in studies (>2 years follow-up) was 5-25% with most of the
studies reporting 10%. Owing to highly variable study design and data collection, a CONSORT-inspired checklist
was developed for future studies.

Conclusions: Prospective studies reporting standardized and well-defined clinical outcome after surgical treatment
of DIE with colorectal involvement with long-term follow-up are needed.
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Update on sentinel lymph node evaluation in gynecologic malignancies
djlad) 4 5laall) 5ual) ali Jsa Aanl) cilaglaal)
At clillayad) eyl

Robison K, et al.
Curr Opin Obstet Gynecol 2011 Feb;23(1):8-12.

Purpose Of Review: Sentinel lymph node (SLN) dissections have been shown to be sensitive for the evaluation
of nodal basins for metastatic disease and are associated with decreased short-term and long-term morbidity when
compared with complete lymph node dissection. There has been increasing interest in the use of SLN technology
in gynecologic cancers. This review assesses the current evidence-based literature for the use of SLN dissections in
gynecologic malignancies.

Recent Findings: Recent literature continues to support the safety and feasibility of SLN biopsy for early stage
vulvar cancer with negative predictive value approaching 100% and low false negative rates. Alternatively, for
endometrial cancer most studies have reported low false-negative rates, with variable sensitivities and have reported
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low detection rates of the sentinel node. Studies examining the utility of SLN biopsy in early-stage cervical cancer
remain promising with detection rates, sensitivities, and false-negative rates greater than 90% for stage 1B1 tumors.
Summary: SLN dissections have been shown to be effective and safe in certain, select vulvar cancer patients and can
be considered an alternative surgical approach for these patients. For endometrial and cervical cancer, SLN dissection
continues to have encouraging results and however needs further investigation.
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Surgical treatment of mixed urinary incontinence:
Effect of anterior colpoplasty

Aaadlal) itidl) o el Jugal) poiaas £)pa) sl shalidal) o) Galed Lafiad) Aplledl)

Lleberia J, et al.
Int Urogynecol J Pelvic Floor Dysfunct 2011 Jan 14.

Introduction And Hypothesis: The aims of this study are to study the surgical outcomes in patients with stress-
predominant mixed urinary incontinence (MUI) treated with tension-free vaginal tape, and to evaluate the effect of
concomitant anterior colpoplasty.

Methods: A total of 134 women with MUI clinical and urodynamic were assessed at 6 months and annually (maximum
9 years) after surgery.

Results: As a whole, a complete healing of 49-51% at 3 years is observed, which hence could result in a tax drop of
36.8% at 5-9 years. Nevertheless, the rate of healing or improvement (subjective) is 73.7% at long term (5-9 years).
There were no significant differences between the two techniques used: TVT vs TVT-Obturator. On the other hand,
we have found significant differences between association of anterior colpoplasty and not (complete healing rate
34.6% vs 64.6%, p=0.014), at 2 years of monitoring.

Conclusions: MUI with cystocele presents better surgical results for two components of incontinence, with its
physiopathogenic implications.
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Surgery

ialall

Effect of body mass index on outcomes
after cardiac surgery: is there an obesity paradox?
SAGIAL (3lai ABjlia lia O AN Aalal) sy Abadlal) milil) o acal) ANS mdia Ll

Stamou SC, et al.
Ann Thorac Surg 2011 Jan;91(1):42-7.

Background: Numerous studies have documented an obesity paradox in which overweight and obese people with
cardiovascular disease have a better prognosis compared with patients with normal body mass index (BMI). This
study sought to quantify the effect of BMI on clinical outcomes after cardiac surgery and investigate the obesity
paradox.

Methods: A concurrent cohort study of 2,440 consecutive patients undergoing cardiac surgery (coronary artery
bypass grafting [CABG], valve, or CABG and valve surgery) from January 2004 to December 2008 was carried
out. The patients were divided into three groups on the basis of BMI: normal weight (BMI 18.5 to 24.9; n=556;
23%), overweight (BMI 25.0 to 29.9; n=965; 39%), and obese (BMI>30; n=919; 38%). Multivariable analyses
and propensity score matching were used to compare the early and late clinical outcomes among the different BMI
groups.

Results: Overweight patients had a lower operative mortality (odds ratio, 0.4; 95% confidence interval, 0.2 to 0.9;
p=0.031) compared with normal BMI patients. Obese patients had a comparable risk for operative mortality (odds ratio,
0.8; 95% confidence interval, 0.4 to 1.6; p=0.47) compared with normal-weight patients. Actuarial 5-year survival
was better for the overweight (hazard ratio, 0.5; 95% confidence interval, 0.4 to 0.8; p=0.002) and comparable for
the obese (hazard ratio, 0.9; 95% confidence interval, 0.5 to 1.4; p=0.49) groups compared with the normal-weight
patients.

Conclusions: Overweight patients have better early hospital outcomes and improved survival after cardiac surgery
compared with normal BMI patients, supporting the obesity paradox.
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Laparoscopic transabdominal preperitoneal approach
for inguinal hernia repair
sl alal gl Jlaa e Agliey il 4y (35580 £3ba) Aules

Perko Z, et al.
Surg Today 2011 Feb;41(2):216-221. Epub 2011 Jan 26.

Purpose: Laparoscopic hernia repair has emerged as an effective alternative method for treating inguinal hernias.
It has several significant advantages over the tension-free open repair now in use. In this report we summarize our
laparoscopic hernia repair results and recommendations.

Methods: The transabdominal preperitoneal (TAPP) procedures for groin hernias performed between January 2003
and January 2008 at a single center were analyzed retrospectively. Individual surgeon performances were compared
to determine whether the rates of complications were related to the level of surgeon experience.

Results: A total of 312 TAPP procedures were reviewed, and 284 (91%) of the patients were followed retrospectively.
There were 266 (85.25%) males and 46 (14.75%) females. The average age was 57.4 years. The mean length of
hospital stay was 2.1 days. The mean duration of surgery was 35 min. Six (1.92%) intraoperative and seven (2.24%)
postoperative complications were noted. Two recurrences occurred (0.70%).

Conclusions: Laparoscopic TAPP hernia repair has proven to be an efficient method for the treatment of groin
hernias at our institution. Most patients can be treated as day-cases, namely they are hospitalized for 1 day, and they
demonstrate a low recurrence rate (0.70%). Such low morbidity makes TAPP an attractive method for the routine
treatment of groin hernias.
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Surgical management of patients with insulinomas
EERA WY PSP | - S\ DRENBEN WX

Zhao YP, et al.
J Surg Oncol 2011 Feb;103(2):169-74.

Background: Insulinoma is rare tumor with an incidence of approximately four cases per million per year. There are
few large sample, single-center series that focus on the surgical management strategy of insulinomas.

Patients And Methods: Medical records of patients diagnosed as insulinoma from 1990 to 2010 in Peking Union
Medical College Hospital were reviewed retrospectively. Clinical data were collected and statistically analyzed.
Results: A total of 328 patients were diagnosed with insulinomas; 292 of them underwent 320 operations, which
included 46 laparoscopic surgeries. Tumor enucleation was the most common operative procedure. Multiple tumors
were found in 30 cases; 17 cases were multiple endocrine neoplasia-1 syndrome. Thirteen patients with malignant
insulinomas underwent tumor resection. Pancreatic fistula (PF) was the most frequent complication, and the
incidence of clinical PFs (Grades B and C) was 14.4%. There was no significant statistical difference between open
and laparoscopic surgery in blood loss, operative time, and complications. Metachronous tumors were noted in 11
patients.

Conclusion: Surgery is the best treatment of choice for insulinoma patients. Surgical approach depends on tumor
size, location, and its pathological characters. Laparoscopic management of insulinomas is feasible and safe for
tumors located in the body or tail of the pancreas. Open surgery combined with intraoperative ultrasonography is
recommended to avoid omission of lesions in patients with multiple insulinomas. An aggressive surgical approach is
indicated for malignant insulinoma patients.
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Surgery for bronchiectasis:
the effect of morphological types to prognosis
DAY e A3 ACA Jaadl) il s clualll) a g el A da) o)

Cobanoglu U, et al.
Ann Thorac Med 2011 Jan;6(1):25-32.

Background: Although the incidence has declined over the past years in societies with high socioeconomic status,
bronchiectasis is still an important health problem in our country.

Aim: To review and present our cases undergoing surgery for bronchiectasis in the past 12 years and their early and
late term postoperative outcomes and our experience in bronchiectasis surgery and the effect of morphological type
on the prognosis.

Methods: The medical records of 62 cases undergoing surgical resection for bronchiectasis in the Clinics of Thoracic
and Pediatric Surgery were evaluated retrospectively. The disease was on the left in 33 cases, on the right in 26
and bilateral in three cases. The most common surgical procedure was lobectomy. Forty one patients underwent
pneumonectomy, lobectomy and complete resection including bilobectomy. Twenty-one (33.87%) cases underwent
incomplete resection, of whom 11 (17.74%) underwent segmentectomy and 10 (16.13%) underwent lobectomy +
segmentectomy.

Results: It was found that the rate of being asymptomatic was significantly higher in patients undergoing complete
resection compared to those undergoing incomplete resection. Spirometric respiratory function tests were performed
to assess the relationship between morphological type and the severity of disease. All parameters of respiratory
function were worse in the saccular type and FEV(1)/FVC showed a worse obstructive deterioration in the saccular
type compared to the tubular type.

Conclusion: The success rate of the procedure increases with complete resection of the involved region. The
morphological type is more important than the number and extension of the involved segments in showing the
disease severity.
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Invasive bladder cancer in the eighties:
transurethral resection or cystectomy?
Al Jlaiicd gl JiaY) e Jlaiiul) :awlil) sal) 8 el die g5l Llall Glaw

Faba OR, et al.
Int Braz J Urol 2011 Jan-Feb;37(1):49-56.

Purpose: Describe morbidity and survival in patients older than 80 years with muscle invasive bladder cancer (MIBC)
treated with radical cystectomy (RC) or transurethral resection (TUR) in our institution.

Materials and Methods: We reviewed our database of all patients older than 80 years treated with RC and TUR for
MIBC between 1993 and 2005 in our institution. Twenty-seven patients were submitted to RC, with mean age of 82
years and mean follow-up of 16.4 months. RC was carried out following diagnosis of previous MIBC in 14 cases
(51.9%). The American Society of Anesthesiology (ASA) score was III or IV in 23 patients (85.1%). Seventy-two
patients with a mean age of 84 years and mean follow-up of 33 months, diagnosed with MIBC, were managed by
means of TUR. The ASA score was III-IV in 64 (88.8%) patients.

Results: Pathological stage of the RC specimen was pT3 in 18 cases (66.7%). Mean hospital stay was 16 days. Early
complications were assessed in 8 patients (29.6%), with an overall survival (OS) of 42.94%, and cancer-specific
survival (CSS) of 60.54%. In patients submitted to TUR, clinical stage was T2 in 36 cases (50%). The mean hospital
stay was 7 days, with a readmission rate (RR) of 87.5%. OS and CSS was less than 20%.

Conclusions: RC in octogenarian patients is a safe procedure, with complication and survival rates comparable to RC
series in general population. Transurethral resection (TUR) for patients with MIBC within this age range is a much
less morbid procedure, but disease specific survival is lower.
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Cardiovascular Diseases
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Outdoor temperature is associated with serum HDL and LDL
LDL s HDL Jgsiads<h ¢ dlaal) adilly 3 ))ad) dan Cp ABDad)

Halonen JI, et al.
Environ Res 2010 Dec 18.

Background: While exposures to high and low air temperatures are associated with cardiovascular mortality, the
underlying mechanisms are poorly understood. The risk factors for cardiovascular disease include high levels of total
cholesterol and low-density lipoprotein (LDL), and low levels of high-density lipoprotein (HDL). We investigated
whether temperature was associated with changes in circulating lipid levels, and whether this might explain part of
the association with increased cardiovascular events.

Methods: The study cohort consisted of 478 men in the greater Boston area with a mean age of 74.2 years. They
visited the clinic every 3-5 years between 1995 and 2008 for physical examination and to complete questionnaires.
We excluded from analyses all men taking statin medication and all days with missing data, resulting in a total of 862
visits. Associations between three temperature variables (ambient, apparent, and dew point temperature) and serum
lipid levels (total cholesterol, HDL, LDL, and triglycerides) were studied with linear mixed models that included
possible confounders such as air pollution and a random intercept for each subject.

Results: We found that HDL decreased -1.76% (95% CI: from -3.17 to -0.32, lag 2 days), and -5.58% (95% CI: from
-8.87 to -2.16, moving average of 4 weeks) for each 5°C increase in mean ambient temperature. For the same increase
in mean ambient temperature, LDL increased by 1.74% (95% CI: 0.07-3.44, lag 1 day) and 1.87% (95% CI: 0.14-
3.63, lag 2 days). No changes were found in total cholesterol or triglycerides in relation to temperature increase.
Conclusions: Changes in HDL and LDL levels associated with an increase in ambient temperature may be among
the underlying mechanisms of temperature-related cardiovascular mortality.
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Obesity is an independent risk factor for heart failure
Qlal gl el uﬁ Jiiaia §)ghad Jalas A5Jayl) g0

Baena-Diez JM, et al.
Clin Cardiol 2010 Dec;33(12):760-4.

Background: Heart failure (HF) is a major problem in developed countries. However, its relationship with obesity
remains unclear, especially in low-risk populations. The objective of the study was to analyze the relationship between
obesity and HF in a low-risk Mediterranean population.

Hypothesis: Obesity is an independent predictor for HF.

Methods: A prospective community-based population cohort study with 10 years’ follow-up was conducted at 2
healthcare centers in the city of Barcelona, Spain. From a registered population of 35 275, the study included 932
randomly selected patients without HF, age 35-84 years. Obesity was defined as body mass index (BMI) >30 and HF
according to European Society of Cardiology guidelines, confirmed by echocardiography. Cox proportional hazards
regression was used to examine the association between obesity and heart failure.

Results: The difference in HF incidence between obese subjects (4.7%) and nonobese subjects (1.6%) was 3.1%
(95% confidence interval [CI]: 0.7-5.5). In the unadjusted model, incident HF was significantly associated with
BMI: the hazard ratio [HR] was 1.09 for every 1 kg/m(2) increase (95% CI: 1.05-1.14) and 3.01 for BMI >30 (95%
CI: 1.34-6.77). After adjusting for age, sex, hypertension, ischemic heart disease, and diabetes mellitus, the results
were similar: HR 1.06 (95% CI: 1.01-1.10) and HR 2.45 for BMI >30 (95% CI: 1.02-5.61). Overweight was not
associated with HF in any of the models. The population-attributable risk of HF due to obesity was 43.0% (95% CI:
13.9-74.9).

Conclusions: High rate differences, HRs, and attributable risk indicate that obesity is an important risk factor for
incident HF.
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Pulmonary Diseases
Agyaall al e

Goodpasture’s disease: molecular architecture of the autoantigen
provides clues to etiology and pathogenesis

£ 1Al dpida) pal g bsases J o Aol Jaad I duaiowall 43y Jad) Ayl ; Liialy 3 g8 g1

Pedchenko V, et al.
Curr Opin Nephrol Hypertens 2011 Mar 3.

Purpose of Review: Goodpasture’s disease is an autoimmune disorder characterized by the deposition of pathogenic
autoantibodies in basement membranes of kidney and lung, which induces rapidly progressive glomerulonephritis
and pulmonary hemorrhage. The target antigen is the a3NC1 domain of collagen IV, which is expressed in target
organs as an 0345 network. Recent studies of specificity and epitopes of Goodpasture’s autoantibodies and discovery
of novel posttranslational modification of the antigen, a sulfilimine bond, provide further insight into mechanisms of
initiation and progression of Goodpasture’s disease.

Recent Findings: Analysis of the specificity of Goodpasture’s autoantibodies revealed a distinct subset of circulating
and kidney-bound antiaSNC1 antibody, which is associated with loss of kidney function. Structural integrity of the
0345NC1 hexamer is stabilized by the novel sulfilimine crosslinks conferring immune privilege to the Goodpasture’s
autoantigen. Native antibodies may contribute to establishment of immune tolerance to autoantigen. Structural
analysis of epitopes for autoantibodies and alloantibodies indicates a critical role of conformational change in the
0345NC1 hexamer in eliciting an autoimmune response in Goodpasture’s disease.

Summary: Understanding of the quaternary structure of the Goodpasture’s autoantigen continues to provide insights
into autoimmune mechanisms that serve as a basis for development of novel diagnostic tools and therapies for
Goodpasture’s disease.
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Endocrinology, Metabolism, And Diabetes Mellitus
Sl e1ally CMELN g anaall 203l gialyal

Association of the C47T polymorphism in SOD2
with diabetes mellitus and diabetic microvascular complications

o w
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-

Tian C, et al.
Diabetologia 2010 Dec 22.

Alms/Hypothesis: A meta-analysis was performed to assess the association of C47T (rs4880) (also called Vall6Ala)
polymorphism in SOD2 gene with reduced risk of diabetes mellitus, including type 1 and type 2 diabetes, and
diabetic microvascular complications (DMI) including diabetic nephropathy, diabetic retinopathy and diabetic
polyneuropathy.

Methods: A comprehensive search was conducted to identify all case-control or cohort design studies of the above-
mentioned associations. The fixed or random effect pooled measure was selected on the basis of homogeneity test
among studies. Heterogeneity among studies was evaluated using the [(2). Meta-regression and the ‘leave one
out’ sensitive analysis of Patsopoulos et al. were used to explore potential sources of between-study heterogeneity.
Publication bias was estimated using modified Egger’s linear regression test as proposed by Harbord et al.

Results: Seventeen articles were included. After excluding articles that deviated from Hardy-Weinberg equilibrium
in cases and/or in controls, and were also the key contributors to between-study heterogeneity, the meta-analysis
showed a significant association of the C allele with reduced risk of DMI in dominant (OR 0.788, 95% CI 0.680-
0.914), recessive (OR 0.808, 95% CI 0.685-0.953) and codominant (OR 0.828, 95% CI 0.751-0.913) models. It also
showed a significant association with reduced risk of diabetic nephropathy in the dominant model (OR 0.801, 95%
C1 0.664-0.967), and reduced risk of diabetic retinopathy in the dominant (OR 0.601, 95% CI 0.423-0.855), recessive
(OR 0.548, 95% CI 0.369-0.814) and codominant (OR 0.651, 95% CI 0.517-0.820) models.
Conclusions/Interpretation: The meta-analysis suggested that C allele of C47T polymorphism in SOD2 gene has
protective effects on risk of DMI, diabetic nephropathy and diabetic retinopathy. This risk needs to be confirmed by
further studies.

Zsall 3 (Vall6Ala 3 Liad G jaally) (rs4880) CATT il Gonsaill (s 38wl dfiny Aanlie shia) o5 rdaa) Cisng dpcad
Plie) ¢ gySull 2N Plie) Liacaially 4l 488l 28810 Lle ol clldiayly (36l Jo¥) adaai) @Sl o1l Jlad (alisi)l o0 SOD2

LSl iliacy) Plicly g8l 48
&bl B Jsa shaadl Ll caluhall ol aalpalls eV al) du Jaa e luball ypaa) Alels ding daabe shal & téagd) 3ok
el paai 1(2) alasialy iluball (s Ayl i o8l G Galatl Jlaa) Jle by cull) f Slsdall Sl sl (s sl

05y Harbord 4a il LS Egger’s 1 Jasall Jadll jse@ll Hlidl) aladiuly
Ainl dxalyal) ol Laalsil) i/ 5 <N 3 Hardy-Weinberg ojls (3ias ol Al <Vl slegul Nlia 17 e & gl
A8 Jualsiy <0.788 dpmay¥) A) L) 7 3gail) b Sl olall Al Al o)) DAl jhad (jmlds) ae C JiB pla (3815 25a 4l
Lnap¥) A) @il SL 7z 3sails (0.953-0.685 %95 48 Jualsiy 0.808 Lma V) ds) (aiial) z3saill ((0.914-0.680 %95

77



Journal of the Arab Board of Health Specializations Vol.12, No 1, 2011

Fans) L g 3pal b (Sl A Dliel s (aliil g ala 38155 25y Lad Cuell LS ((0.913-0.751 %95 & Jualsis <0.828
Jualsts €0.601 Guma)¥) dans) Ll 2 3gaill b (g Sl 8080 Plie) ot [ailiig ¢(0.967-0.664 %95 46 Jualsiy <0.801 dna V)
Laa V) L) djiial) SL) 7 35ailly (0.814-0.369 %95 48 Jualsiy 0548 Lina V) donsi) atiall =3 gaill ¢(0.855-0.423 %95 48
.(0.820-0.517 %95 4& Jualsiy <0.651

Bshi e SOD2 &)sal b CA7T il nsil) & C JuU 4ty il 3gm Al findl malyall o3 o i £ jpaadilly cilaliiian)
oo 2l eha) PA (e Slagasal 038 3t sy oSl RN Plicly (oSl <) Plie) (gl oall sl dsle ) sy
Al @byl

Gastroenterology

Platelet production and destruction in liver cirrhosis
A pad cla b Ly aty dysenl) cilaiaal) L)
Pradella P, et al.
J Hepatol 2010 Dec 8.

Background: Thrombocytopenia is common in liver cirrhosis (LC), but the mechanisms are not fully understood.
The purpose of our work was to evaluate the platelet kinetics in LC with different etiologies by examining the platelet
production and destruction.

Methods: 91 consecutive LC patients (36 HCV, 49 alcoholics, 15 HBV) were enrolled. As controls, 25 subjects with
idiopathic thrombocytopenic purpura, 10 subjects with aplastic anemia and 40 healthy blood donors were studied.
Plasma thrombopoietin (TPO) was measured by ELISA. Reticulated platelets (RP) were determined using the
Thiazole Orange method. Plasma glycocalicin (GC) was measured using monoclonal antibodies. Platelet associated
and serum antiplatelet antibodies were detected by flow cytometry. B-cell monoclonality in PBMC was assessed by
immunoglobulin fingerprinting.

Results: Serum TPO was significantly lower in LC (29.9£18.1 pg/ml) compared to controls (82.3+47.6 pg/ml). The
GC level was higher in LC (any etiology) than in healthy cases. Conversely, the absolute levels of RP were lower
in LC (any etiology) than in healthy controls. The platelet-associated and serum anti-platelet antibodies was higher
in HCV+ LC compared to healthy subjects (p<0.0064), alcoholic LC (p<0.018) and HBV+ LC (p<0.0001). B-cell
monoclonality was found in 27% of the HCV-LC, while it was not found in HBV+ or alcoholic LC.

Conclusions: Patients with LC present decreased plasma TPO, accelerated platelet turnover and reduced platelet
production. This indicates that LC thrombocytopenia is a multifactorial condition involving both increased platelet
clearance and impaired thrombopoiesis.
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Nonalcoholic fatty liver disease in adolescents receiving valproic acid
valproic oaeas Gaallaall Gia) jal) die A2 a8l andi gl

Verrotti A, et al.
Epilepsy Behav 2011 Jan 19.

Objective: The aim of this study was to investigate the association between the metabolic derangements induced by
valproic acid (VPA) and ultrasound-diagnosed nonalcoholic fatty liver disease (NAFLD) in adolescents.

Methods: Using a cross-sectional design, we evaluated 86 adolescents with epilepsy who had received VPA
monotherapy. Subjects for comparison were 67 normal-weight and 43 weight-matched adolescents. Participants
underwent hepatic ultrasound, anthropometric evaluations, and biochemical tests.

Results: Although the occurrence of ultrasound-diagnosed NAFLD was higher in VPA-treated patients than in
normal-weight controls (36.0% vs 7.5%, P<0.001), it was similar in VPA-treated patients and weight-matched
controls (36.0% vs 34.9%, P>0.05). The identified predictors of NAFLD in VPA-treated patients were abdominal
obesity (OR=3.2, 95% CI=2.1-6.8), insulin resistance (OR=2.8, 95% CI=1.7-5.2), metabolic syndrome (OR=2.6,
95% CI=1.4-4.8), and generalized obesity (OR=1.9, 95% CI=1.2-3.7).

Conclusion: Valproic acid monotherapy is associated with NAFLD in a high percentage of adolescents with epilepsy
who have typical VPA-related metabolic disturbances.
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Hematology And Oncology
ebjgy 5 pal bl

Repeat FDG-PET for predicting pathological tumor response and prognosis
after neoadjuvant treatment in nonsmall cell lung cancer: comparison with computed tomography
VY1 ol Anda yall A ) Aoty 30550 FDG-PET (9 5 sl Janals aibal) s sl £1 j2 3ol
CT usaal) (il g gaail) pa 4 e (LAY s e A Gl a3 daaial) dadlaall 2y

Shiraishi K, et al.
Ann Thorac Cardiovasc Surg 2010 Dec;16(6):394-400.

Background: The efficacy of fluorodeoxyglucose-positron emission tomography (FDG-PET) for predicting
pathological tumor response and prognosis after neoadjuvant chemoradiotherapy followed by surgery in locally
advanced nonsmall cell lung cancer (NSCLC) was compared to the predictive value of tumor size as determined by
computed tomography (CT).

Methods: Thirty-seven consecutive NSCLC patients who received FDG-PET and CT scans both before and after
neoadjuvant chemoradiotherapy were enrolled in this study. The percentage point changes in maximum standard
uptake value (SUV) on PET and tumor size on CT after neoadjuvant treatment were defined as the SUV ratio and the
size ratio, respectively, and were compared with pathological tumor response and prognosis after surgery. A major
pathological response was defined as residual viable tumor cells corresponding to less than one-third the size of the
original tumor.

Results: Nineteen and 18 patients showed major and minor pathological responses, respectively, after neoadjuvant
treatment. The optimal cutoff values for predicting a major pathological response were 0.6 for the SUV ratio and 0.79
for the size ratio. The SUV ratio predicted the pathological tumor response with higher accuracy than the size ratio
did (P=0.04). Neither the SUV ratio nor the size ratio predicted prognosis after surgery.

Conclusion: For predicting the pathological tumor response after neoadjuvant chemoradiotherapy, the SUV ratio on
FDG-PET is superior to the size ratio on CT in patients with NSCLC. However, neither the SUV ratio nor the size
ratio could predict prognosis.
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Infectious Diseases
Aty (alyaY)

Safety of micafungin in pediatric clinical trials
JualaY) aie Z\ab,):\).d\ Gl yal) LA micafungin aladli Dl
Arrieta C, et al.
Pediatr Infect Dis J 2011 Mar 3.

Background: Pediatric patients with invasive fungal infections are often fragile hosts with multiple underlying
conditions. Safety is an important feature of antifungal agents to be used in this setting. This study aims to evaluate
safety of micafungin in pediatric patients (aged <16 years), enrolled in different studies including pharmacokinetic
evaluations and clinical trials for invasive aspergillosis, candidiasis, and antifungal prophylaxis.

Methods: Adverse event (AE) data were pooled from 6 clinical trials conducted in Europe, the Americas, and Asia.
Results: A total of 296 patients with a mean + standard deviation age of 6.5+5.1 years received >1 dose of mica-
fungin; 66 were <1 year of age; 38 were premature. Other common underlying conditions were hematopoietic stem
cell transplantation (33.8%) and hematologic malignancy (29.1%). Approximately 40% of patients were neutropenic
at baseline (absolute neutrophil count <500 cells/mm). Median daily micafungin dose was 1.7 mg/kg overall (range,
0.4-8.6 mg/kg) and 2.0 mg/kg (range, 0.8-7.7 mg/kg) for neonates <4 weeks old. Median treatment duration was 15
days (range, 1-425 days). During the study, AEs regardless of causality were recorded in 93.2% of subjects; 26.7%
were classified as at least possibly related to study drug; and 34% of subjects had AEs meeting criteria for serious
AE; of which, 4.7% of subjects experienced serious AEs at least possibly related to study drug. Study drug was dis-
continued because of AEs in 7 patients (2.4%). No trends were observed with respect to analysis of AEs by dose or
duration of treatment.

Conclusions: Micafungin was well tolerated by children of all ages including those with life-threatening underlying
conditions. AEs thought to be drug related occasionally lead to discontinuation of the treatment.
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Neurology
dsasl) (yalseY)

Use of ibuprofen and risk of Parkinson disease
GomdS b sla gl ylad g jbuprofen aladiu)

Gao X, et al.
Neurology 2011 Mar 2.

Background: Neuroinflammation may contribute to the pathogenesis of Parkinson disease (PD). Use of nonsteroidal
anti-inflammatory drugs (NSAID) in general, and possibly ibuprofen in particular, has been shown to be related to
lower PD risk in previous epidemiologic studies.

Methods: We prospectively examined whether use of ibuprofen or other NSAIDs is associated with lower PD risk
among 136,197 participants in the Nurses’ Health Study (NHS) and the Health Professionals Follow-up Study (HPFS)
free of PD at baseline (1998 for NHS and 2000 for HPFS). NSAIDs use was assessed via questionnaire. Results were
combined in a meta-analysis with those of published prospective investigations.

Results: We identified 291 incident PD cases during 6 years of follow-up. Users of ibuprofen had a significantly
lower PD risk than nonusers (relative risk [RR], adjusted for age, smoking, caffeine, and other covariates =0.62; 95%
confidence interval [CI] 0.42-0.93; p=0.02). There was a dose-response relationship between tablets of ibuprofen
taken per week and PD risk (p trend=0.01). In contrast, PD risk was not significantly related to use of aspirin
(RR=0.99; 95% CI 0.78-1.26), other NSAIDs (RR=1.26; 95% CI 0.86-1.84), or acetaminophen (RR=0.86; 95% CI
0.62-1.18). Similar results were obtained in the meta-analyses: the pooled RR was 0.73 (95% CI 0.63-0.85; p<0.0001)
for ibuprofen use, whereas use of other types of analgesics was not associated with lower PD risk.

Conclusions: The association between use of ibuprofen and lower PD risks, not shared by other NSAIDs or
acetaminophen, suggests ibuprofen should be further investigated as a potential neuroprotective agent against PD.
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Noradrenergic enhancement improves
motor network connectivity in stroke patients

L) aye die Sial) and] Jualsil) ASud Cppmnd B apipal sl (el Baild

Wang LE, et al.
Ann Neurol 2011 Feb;69(2):375-88.

Objective: Both animal and human data suggest that noradrenergic stimulation may enhance motor performance
after brain damage. We conducted a placebo-controlled, double-blind and crossover design study to investigate the
effects of noradrenergic stimulation on the cortical motor system in hemiparetic stroke patients.

Methods: Stroke patients (n=11) in the subacute or chronic stage with mild-to-moderate hand paresis received a
single oral dose of 6 mg reboxetine (RBX), a selective noradrenaline reuptake inhibitor. We used functional magnetic
resonance imaging and dynamic causal modeling to assess changes in neural activity and interregional effective
connectivity while patients moved their paretic hand.

Results: RBX stimulation significantly increased maximum grip power and index finger-tapping frequency of
the paretic hand. Enhanced motor performance was associated with a reduction of cortical “hyperactivity” toward
physiological levels as observed in healthy control subjects, especially in the ipsilesional ventral premotor cortex
(vPMC) and supplementary motor area (SMA), but also in the temporoparietal junction and prefrontal cortex.
Connectivity analyses revealed that in stroke patients neural coupling with SMA or vPMC was significantly reduced
compared with healthy controls. This “hypoconnectivity” was partially normalized when patients received RBX,
especially for the coupling of ipsilesional SMA with primary motor cortex.

Interpretation: The data suggest that noradrenergic stimulation by RBX may help to modulate the pathologically
altered motor network architecture in stroke patients, resulting in increased coupling of ipsilesional motor areas and
thereby improved motor function.
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Rheumatology And Orthopedics
allaall (alyals il ial el

Retinal vascular calibre is altered in patients with rheumatoid arthritis:
a biomarker of disease activity and cardiovascular risk?
tg sl Jualial) Qlgill pdapa die Ll Aol daal B i)
$Aile ol) Aatal 5 hadlly olal) Alladl dygua ddls

Van Doornum S, et al.
Rheumatology (Oxford) 2010 Dec 20.

Objectives: Alterations in retinal vascular calibre, particularly wider venular calibre, have been independently
associated with elevated markers of inflammation and cardiovascular risk in the general population. We hypothesized
that retinal vascular calibre would be altered in patients with RA, who are known to have both elevated cardiovascular
risk and chronic, systemic inflammation.

Methods: Retinal vascular calibre was measured from digital retinal photographs using computerized methods in
51 RA patients and 51 age- and gender-matched controls. Retinal vascular calibre was compared between RA and
control patients with adjustment for relevant variables including cardiovascular risk factors and companion vessel
calibre. The relationship between retinal venular calibre and inflammation was assessed by comparing controls and
RA patients with high and lower disease activity.

Results: Retinal venular calibre [mean (s.d.)] was significantly wider in RA patients than in controls [235.9 (24.6) vs
211.6 (21.0) pm, P<0.001]. After adjustment for all relevant variables, mean venular calibre remained 20.3 pm (95%
CI110.4, 30.3) wider in RA patients compared with controls. Retinal venular calibre [mean (s.d.)] also increased with
increasing levels of systemic inflammation: 211.6 (21.0) pm in controls, 232.3 (22.4) um in RA patients with moderate
or lower disease activity and 255.5 (28.3) um in RA patients with high disease activity (P for trend <0.0001).
Conclusions: This study demonstrates that RA patients have dilated retinal venular calibre, reflecting systemic
inflammation and possibly increased cardiovascular risk. Longitudinal studies correlating retinal vascular calibre
with subsequent cardiovascular events will clarify the clinical utility of this test in patients with RA.
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Urology And Nephrology
sl Slealy RS il

Hypertension management in chronic kidney disease:
translating guidelines into daily practice

Lagl) Aclaall ) claliy) daa i sAdajall Applsl) bl pdape die ALpdd) jigll hd

De Nicola L, et al.
J Nephrol 2011 Feb 9.

Background: Whether nephrology management improves over time achievement of blood pressure (BP) goal
(<130/<80 mm Hg) in nondialysis CKD is still ill-defined. This historical cohort analysis evaluated the relationship
between 1-year nephrology management and BP control in 275 incident CKD patients in an academic renal clinic.
Methods: Comparative analysis between referral and month-12 visit.

Results: Estimated glomerular filtration rate (GFR) was 42.1£15.5 ml/min per 1.73 m2 and median proteinuria 0.20
g/24 hours. From baseline to month-12 visit, BP decreased from (148+23 / 81+12 mm Hg) to (136+18 / 7611 mm
Hg), with BP goal prevalence increasing from 13.8% to 33.8%. We stratified patients into at-goal and not-at-goal
on the basis of month-12 BP levels. Regression analysis identified diabetes (odds ratio [OR] =1.96; 95% confidence
interval [95% CIJ, 1.07-3.56) and basal systolic BP (OR=1.12; 95% CI, 1.03-1.21) as independent predictors of
not-at-goal BP. The decrease in systolic/diastolic BP was smaller in not-at-goal versus at-goal patients (-7/3 mm Hg
vs. -21/9 mm Hg); in not-at-goal reduction was, however, significant versus baseline (p<0.001) and coupled with a
similar decline in proteinuria (p<0.001).

Conclusions: Sustained nephrology management improves hypertension control in CKD, but achievement of BP
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goals remains suboptimal, with high systolic BP and diabetes being the main problems. Further studies are needed to
verify the clinical significance of BP and proteinuria changes in patients whose BP remains above target levels.
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The role of bone morphogenetic protein-5 (BMP-5) in human nephrosclerosis
Sy sie Al lial A (BMP-5) alinll JSial) g ) 0

Bramlage CP, et al.
J Nephrol 2011 Feb 8.

Background: Bone morphogenetic protein-5 (BMP-5) has been shown to be essential for nephrogenesis. Its role in
adult kidney and in patients with hypertensive nephrosclerosis is still unknown.

Methods: BMP-5 expression was evaluated by immunostaining and real-time PCR in tissue samples from normal
and nephrosclerotic human kidneys. The impact of transforming growth factor-B (TGF-B), tumor necrosis factor-a
(TNF-a) and angiotensin-II (AT-II) on expression of BMP-5 and its receptors was quantified in proximal tubular cells
(HK-2). Functional characteristics of BMP-5 were evaluated by testing its influence on TGF-3-induced epithelial-to-
mesenchymal transition (EMT), TNF-a-induced apoptosis of HK-2 cells and inflammatory cell infiltration.

Results: BMP-5 expression was localized in tubular epithelial cells and significantly decreased in nephrosclerotic
kidneys. Stimulation of HK-2 cells with TGF-B, TNF-a and AT-II resulted in a significant decreased expression
of BMP-5 and its receptors. BMP-5 attenuated TGF-B-induced EMT, TNF-a-induced apoptosis and migration of
mononuclear cells.

Conclusions: BMP-5 is expressed in the tubuli of adult kidneys. Its decreased expression in nephrosclerosis along
with its regenerative capabilities in HK-2 cells may point to a protective role in hypertensive nephrosclerosis.
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Diagnostic Radiology
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Interruption of the aortic arch: diagnosis with multidetector computed tomography

gl aamtia Cagaal) Budal) o guall) aladialy GanduEil) @ ) Gugd adals

Sato S, et al.
Jpn J Radiol 2011 Jan;29(1):46-50.

Purpose: We investigated retrospectively the usefulness of multidetector computed tomography (MDCT) in the
preoperative diagnosis of interruption of the aortic arch (IAA).

Materials And methods: Seven neonates with IAA underwent enhanced MDCT before a surgical repair operation
between April 2006 and March 2010. The MDCT procedures were performed using either a 16- or 64-MDCT scanner
without electrocardiographic gating or respiratory arrest.

Results: High-quality CT images were obtained in all cases. One patient was diagnosed to be IAA type A, and 6 were
diagnosed to be IAA type B (Celoria and Patton classification). The Celoria and Patton classification of IAA types
and subtype classification by MDCT were confirmed by surgery.

Conclusion: Our results show that the information from MDCT was sufficient for a preoperative diagnosis of IAA
and allowed omission of a cardiac catheter examination before surgery.
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Anaesthesia & Intensive Care Medicine
3)S J,d\ mhﬂ\j }J;J\

Significance of new-onset prolonged sinus tachycardia in a medical intensive care unit
Basdall Alial) Bang B Upas jghaial) Jghaall (pad) Gl £ pudt Apar

Park S, et al.
J Crit Care 2011 Mar 2.

Objective: Few data are available on sinus tachycardia among medical intensive care unit (ICU) patients. We
investigated new critical illnesses related to new-onset prolonged sinus tachycardia (NOPST) and the relationship of
NOPST with ICU mortality.

Methods: The heart rate (HR) of all enrolled patients was monitored hourly over a 12-month period, and NOPST
was defined as sinus tachycardia (>100 beats/min) with an increase in HR of more than 20% from the baseline value
lasting longer than 6 hours.

Results: Among the 522 patients enrolled, the average mean HR was 96.1+18.4 beats/min. Fifty-two (10.0%) patients
met the criteria for NOPST; pneumonia, delirium, septic shock, acute respiratory distress syndrome, catheter-related
infections, and mechanical ventilator-related problems were related to the occurrence of NOPST. The ICU mortality
rate in patients with a NOPST duration of more than 72 hours was higher compared with other patients with NOPST
(60.0% vs 18.5%; P=0.002). A high daily mean HR rather than NOPST was a significant predictor of ICU mortality
(odds ratio, 1.415; 95% confidence interval, 1.177-1.700).

Conclusions: Although NOPST was not associated with ICU mortality, it indicates the presence of new critical
events in the medical ICU setting.
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Pre-operative smoking cessation does not always reduce the incidence of
surgical site infection after gastrointestinal surgery
gl s amal) o) a2y dalad) Glsa B cUUY) G e JB Y dalall 38 il Gildy)

Kuri M, et al.
Masui 2011 Feb;60(2):180-5.

Background: Centers for Disease Control (CDC) recommend pre-operative smoking cessation to reduce the risk
of surgical site infection (SSI). However, whether pre-operative smoking cessation reduces the incidence of SSI for
gastrointestinal surgery is unclear. We investigated whether pre-operative smoking cessation reduces the incidence of
SSI among patients undergoing gastrointestinal surgery.

Methods: The study subjects were 512 consecutive patients undergoing gastrointestinal surgery at Osaka Medical
Center for Cancer and Cardiovascular Diseases. SSI occurrence was determined by the hospital SSI surveillance team.
Pre-operative smoking status was obtained by interview, and the patients were divided into four groups. Information
on age, sex, operation time, operational organ, American Society of Anesthesiologists physical status (ASA-PS),
elective or emergency surgery, co-existing procedures, use of scopes, ileo-colostomy, properties of drain tube, use of
floss, and wound contamination was obtained from the medical records. The relationship between smoking status and
incidence of SSI, and risk factors associated with the incidence of SSI were investigated.

Results: SSI occurred in 83 patients. Pre-operative smoking status had no relation with the incidence of SSI. Operation
time, gallbladder and pancreatic surgery, colon surgery, emergency surgery, co-existing procedures, ilea-colostomy,
closed drain, usage of floss, and wound contamination were related significantly with SSI.

Conclusions: Pre-operative smoking cessation does not reduce the incidence of SSI. However, since continuation
of smoking has no benefits for the safety of surgery, anesthesiologists must advice patients to quit smoking before

surgery.
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Eszopiclone for the treatment of posttraumatic stress disorder and associated insomnia
A 488l (38 Aoy iyl a le Sl i) dalles A Eszopiclone alaiia)

Pollack MH, et al.
J Clin Psychiatry 2011 Feb 22.

Objective: The development of novel strategies for the treatment of posttraumatic stress disorder (PTSD) represents
a critical public health need. We present the first prospective, randomized, double-blind, placebo-controlled trial of a
non-benzodiazepine hypnotic agent for the treatment of PTSD and associated insomnia.

Method: Twenty-four patients with PTSD by DSM-IV criteria and sleep disturbance were treated in a randomized,
double-blind, placebo-controlled crossover study of 3 weeks of eszopiclone 3 mg at bedtime compared to placebo.
The primary outcome measures were changes in scores on the Short PTSD Rating Interview (SPRINT) and the
Pittsburgh Sleep Quality Index (PSQI). The data were collected from April 2006 to June 2008.

Results: Three weeks of eszopiclone pharmacotherapy was associated with significantly greater improvement than
placebo on PTSD symptom measures including the SPRINT (P=0.032) and the Clinician-Administered PTSD Scale
(P=0.003), as well as on measures of sleep including the PSQI (P=0.011) and sleep latency (P=0.044). Greater
improvement with eszopiclone on PTSD measures was present even when specific sleep-related items were excluded.
Adverse events were consistent with the known profile of the drug.

Conclusions: This study provides initial evidence that pharmacotherapy with eszopiclone may be associated with
short-term improvement in overall PTSD severity as well as associated sleep disturbance. Longer, more definitive
study of eszopiclone in PTSD is warranted.
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Efficacy of topical treatments for cutaneous warts
Lalal) ST cla B dmdagal) cladleal) 4led
Kwok CS, et al.
Br J Dermatol 2011 Jan 11.

Background: Many topical treatments exist for cutaneous warts and previous reviews of clinical trials did not follow
intention-to-treat principles for analysis.

Objectives: The objective of this meta-analysis and pooled analysis of randomized controlled trials (RCTs) was to
determine the efficacy of topical treatments for cutaneous warts using intention-to-treat principles.

Methods: Systematic electronic searches (Cochrane library, Medline, Embase, Clinical trial registers) were conducted
in May 2009 for trials of topical treatments for cutaneous warts that reported complete cure rate. Data was extracted
from these trials and both random effects meta-analysis and pooled analysis of each treatment was performed.
Statistical heterogeneity for the meta-analysis was assessed using the I(2) statistic.

Results: We found 78 relevant studies of which the majority was of low methodological quality. The results of
the meta-analysis suggest that salicylic acid but not cryotherapy was superior to placebo. However, aggressive
cryotherapy was significantly better than gentle cryotherapy. Combined therapy of salicylic acid and cryotherapy had
a higher cure rate than either salicylic acid or cryotherapy alone. The pooled analysis found a higher mean cure rate
with salicylic acid, cryotherapy and combined cryotherapy and salicylic acid therapy compared to placebo.
Conclusions: Evidence supports the use of salicylic acid and aggressive cryotherapy. In the absence of high quality
trials, there is insufficient evidence from RCTs to support the use of other therapies.
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Midterm results of low-dose intravitreal triamcinolone
as adjunctive treatment for proliferative vitreoretinopathy
>l Jas triamcinolone Jlie ¢ Laidia de  aladin guilis
@A bl acadly ASual) Pl cla 8 3as Luua Aallaas

Chen W, et al.
Retina 2011 Feb 11.

Purpose: To evaluate the midterm anatomical and functional outcomes of intravitreal injection of low-dose
triamcinolone acetonide in silicone oil-filled eyes as an adjunctive treatment for proliferative vitreoretinopathy.
Methods: This is a retrospective interventional case series. Patients with proliferative vitreoretinopathy grade C
or D received pars plana vitrectomy combined with silicone oil tamponade and intravitreal injection of 2 mg of
triamcinolone acetonide in the first stage and silicone oil removal in the second stage. Primary outcome measures
were retinal reattachment rate and best-corrected visual acuity.

Results: In all, 37 eyes from 37 patients were included in this study. The mean follow-up duration was 22.9+£9.6
months. Retina was reattached in 36 (97.3%) eyes at the last visit. The mean best-corrected visual acuity was
1.76+0.56 logMAR at baseline, which improved to 0.87+0.60 logMAR at the last visit (P<0.001). Best-corrected
visual acuity increased in 31 (83.8%) eyes, remained unchanged in 5 (13.5%) eyes, and decreased in 1 (2.7%) eye at
last visit compared with baseline.

Conclusion: Low-dose (2 mg) triamcinolone acetonide intravitreal injection as an adjunct to vitrectomy and silicone
oil tamponade in treating proliferative vitreoretinopathy (grade C or D) appears to be effective and safe.
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Site involvement as a predictor of airway intervention in angioedema
Lilegll dadgll s A& Lilggd) gkl o JAlaill gii adaS laY) ¢\Sa

McCormick M, et al.
Laryngoscope 2011 Jan 13.

Objectives/Hypothesis: To look for a relationship between which sites are involved in angioedema and the need for
airway intervention (intubation, tracheotomy).

Study Design: Retrospective chart review.

Methods: Charts of 140 patients who were admitted to two hospitals at an academic medical center between July 1,
2006 and June 30, 2008 with the diagnosis of angioedema were reviewed. Charts were reviewed for pertinent data,
including demographics, sites of involvement along the upper airway, medical therapy, and airway intervention.
Subsites included lips, anterior tongue, floor of mouth, soft palate, base of tongue (BOT), and larynx.

Results: The BOT was involved in 19 patients and the larynx was involved in 29 patients. Airway intervention was
required in 21 patients (16%). Patients with laryngeal and/or BOT involvement required intervention in 38% of cases
(vs. 7% in patients without involvement). Patients with more than three sites involved had a 39% rate of intervention,
compared with only 12% in patients with less than three sites involved. Among those patients with laryngeal/BOT
involvement, 56% with more than three sites involved required intervention, as compared to 30% of patients with
less than three sites involved.

Conclusions: Site of involvement was found to correlate with airway intervention. Involvement of anterior tongue,
BOT, and larynx significantly increased the likelihood of intubation or tracheostomy, as did involvement of multiple
sites. Thorough evaluation, including fiberoptic laryngoscopy, can aid in determining which patients require airway
intervention.

i s hal) Lilsed) Gphall e DAl LLal dalalls angioedema 4l sl dad gl dlay) DSl (2Dl Ay ) Ly i
(selepl) 2 ]

Ana) Aolaplads A 1&anl) haad

30 ing 2006 55 1 G 55l P& Landl€Y) Gkl SShall 2l 3 e 3 agled 5 Liae 140 Cdlans Gaalye cacd ciayl) 3k
LY e Al clanal £ (e ally Alall el bl Jal (e D) Zaalye cudi Able s Aady dsas Cpuadiall; 2008 Gl
el sl ¢ et s paal) Abal) Slel e L Alsell Gyl e sl cdlalally adieall lall z el (ylal) dpnill 35kl
Syaially Gladll saeld ¢ il cliad) cadll dmf (lll

J315 ey (%16 L) Liaa 21 glial Limpe 29 xic gaiall el Jangl (n 8 Lmype 19 tie lalll sacl6 2la) Jan gl suilill
Qi) VA e %38 L Ailsedl phall e Jals ehay Glalll sl gl 5 5pmiall b Zadlgll cllal) e zlial L Aglsel) okl e
15 %12 5 4 adlse 3 o ST dlial die %39 iflsed) Gybll e JAls o) duw culy L (CSWY) 038 b sl 25ag a2e e %7
salia) 38 adlse 3 e ST 3 Lla) agedd ae %56 o Glalll saclifsaiall 8 Gla) 2 Vs & gl L adlse 3 e J8 Llia) e
lsa 3 e 0 8 Ala) 35ms e %30 2 Ajlia Rl kI e Jals )Y

93



Journal of the Arab Board of Health Specializations Vol.12, No 1, 2011

oballl 3acld ¢ Ll ‘;au%!\ sl Al O Cua dilgel Gl e Jals elay dalally Llay) ol (Ll agag Jaa ) reulalifiay)
Al Jalall a2y e adlse 5o Gl Alad asliia JS @lldg alesl) a8 o i ehaY Aalal) Jlaial (e goaly ISy 3% Byaially
Alsel) plall e Jalay alal zliad eVl aat b gpad) &l Uil symin jlali gl (panaially

Role of the mastoid in middle ear pressure regulation
sl (N A bl adati B e LEAY) g0

Alper CM, et al.
Laryngoscope 2011 Jan 13.

Objectives/Hypothesis: Determine the role of mastoid volume in middle ear pressure (MEP) regulation. The
hypothesis was that inert gas exchange between blood and middle ear (ME) is slower for larger mastoid volumes.
Study Design: Prospective.

Methods: For 21 enrolled subjects, the bilateral surface areas and volumes of the mastoid and tympanum were
measured from computed tomography scans in 20 subjects with a wide range of mastoid volumes. Then, 19 subjects
were reclined in a chair, fitted with a non-rebreathing mask and breathed room air for 20 minutes (acclimation), a
gas composition of 25% N(2)O, 20% O(2), balance N(2) for 30 minutes (experiment), and room air for 30 minutes
(recovery). Bilateral MEPs were recorded by tympanometry every 2 minutes. The slopes of the MEP-time functions
during N(2)O breathing were calculated to the first observation of eustachian tube opening and divided by the
estimated blood-ME N(2)O gradient to yield a N(2)O time constant. Sufficient data were available for 16 right and
11 left MEs to calculate the time constant.

Results: MEP did not change during the baseline period, but within 10 minutes of breathing the N(2)O mixture showed
a progressive increase. The right-left correlation for the time constant was 0.87 (n=10 ears, P=0.001). Regression of
the time constants on ME volume showed an inverse relationship (n=23 ears, r=-41, P=0.05). A better data fit was the
curvilinear relationship predicted by a mathematical model of the mastoid acting as a ME ear gas reserve.
Conclusions: These results support the tested hypothesis that the mastoid could serve as ME gas reserve.
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