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To tell or not to tell cancer patients?

Informing a patient of their cancer diagnosis and prognosis is an area that medical professionals often
find difficult, and in some cases there has been conflict with whether they should inform their patients
or not. The majority of physicians now tell the truth to their patients regarding the cancer diagnosis and
prognosis. Western health care systems have long considered autonomy to be an important ethical principle
in directing clinical decisions. In comparing the cultural differences of the truth telling phenomenon through
diverse groups or countries, the importance of patient’s autonomy is diverse. In family-orientated countries
such as Spain, Italy, Greece, Saudi Arabia, Egypt, Singapore, Japan and China, the family assumes the
responsibility of decision-making for the patients and the majority of physicians prefer to disclose the truth
on cancer diagnosis and prognosis to the next of kin. In most cases, the families are attempting to protect
the patients from unnecessary despair and a feeling of hopelessness by excluding them from the process of
information exchange. An Italian researcher, Costantini (2006) posited that the probability of patients being
informed about their diagnosis significantly increased with their level of education, and decreased as the
age of the patient increased. The two reasons to support this were: firstly, it has been suggested that patients
living in countries traditionally centered on family and community values are more inclined to accept a
paternalistic relationship; and secondly, withholding the truth has a beneficial effect on patients because it
can help them to live with less anxiety, and preserving hope.

The majority of studies presented the belief that the physician should be the one to tell the patient of their
illness. Although most of the literature on the disclosure of bad news focuses on the doctor’s role, Vivian
(2006) states that nurses are still in a key position to explore these issues. Nurses are seen as the member of
multidisciplinary team closest to the patient, and they can be incorporated to help make truth telling more
comfortable for both the clinician and patient. Nurses are considered to be the most suitable health-care
professionals for the patients to share their thoughts and feelings with. Also of importance to nurses is how
to tell a patient of their illness, taking into consideration the patient’s wishes, welfare, and personal feelings
of facing death.

Health practitioners face many challenges when caring for and communicating with dying persons. There
has been a dynamic change of the truth telling phenomenon from the past to the present, and diversity
between Western and Eastern societies. The requirement to influence and lead patient care, the ability to
analyze complex situations and the sharing of this knowledge and insight within the multidisciplinary team
are implicit within the role of the nurse specialist. Many nurses encounter the ethical dilemma of telling the
truth through disclosure of diagnosis to terminal cancer patients, and this may be an autonomous decision,
or may be under the direction of a physician’s order.

It is really a difficult question and the answer to it depends on the situation.

Professor M. Hisham Al-Sibai
Editor-in-chief
Secretary General of the Arab Board of Health Specializations
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A STUDY OF THE HISTOCHEMICAL ALTERATIONS OF MUCIN
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ABSTRACT Methods: The study was conducted on 35
Objective: To investigate the alterations in these cholecystectomies performed over a period of 3
oligosaccharide side chains in gall bladder epithelial months started from september’™s 2008 to December '
cells by histochemical techniques to shed further light 2008 in the laparoscopic unit in Al-Jomhori Teaching
in elucidating the development of gall stones and gall hospital in western side of Mosul city in northern Iraq.
bladder neoplasia Clinical details and pathological data were retrieved

*Muzahim Kassim Al-Khayatt, MBChB, FRCS, Professor, Consultant Surgeon, Dean of College of Medicine, University of Mousl, Mousl, Iraq.

*Luma Ibrahim Khalel Al-Allaf, MBChB, MSc, Assistant Lecturer, Department of Anatomy, Histology & Embryology, College of Medicine, University of
Mousl, Mousl, Iraq. E-mail: Lumallaf1971@yahoo.com.

*Ahmed Hamid Al-Jewary, MBChB, MSc, Assistant Professor, Department of Anatomy, Histology & Embryology, Colege of Medicine, University of Mousl,
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from the records. The cholecystectomy specimens that
were received were fixed in 10% formalin. The gall
bladders were classified into two groups (calculus and
acalculus). Multiple sections were taken from each gall
bladder (body, neck, and fundus) for paraffin blocks
and were examined after staining with hematoxylin
and eosin (H&E) in the Laboratory of Postgraduate
Studies at the Department of Anatomy, Histology and
Embryology in Mosul College of Medicine. Microscopic
examination was done to assess the type of different
lesions including inflammatory infiltrate, presence of
fibrosis, cholesterolosis, metaplasia, dysplasia, tumor,
or tumor-like lesion. To evaluate the intra-epithelial
mucin content multiple sections were processed and
stained with Alcian blue (AB) /Periodic acid Schiff’s
stain (PAS).

Results: The histochemical analysis of mucin of the
sections which showed normal gallbladder mucosa
revealed that most of the cells of normal gallbladder
epithelium exhibiting positive PAS reaction indicating
the presence of neutral mucins, while the acidic mucins
showed weak reaction by alcian blue but brown color
staining were not observed indicating the absence of
sulfomucins. Histochemical Analysis of mucin of the
stone-containing gallbladder epithelium which showed
different histological findings including inflammatory
infiltrate, presence of fibrosis, cholesterolosis, and
Rokitansky-Aschoff sinuses, revealed that the intense
blue staining of sialomucins along with the very weak
Staining intensity of neutral mucins in goblet cells was
observed by PAS-AB at pH 2.5 with strong intensity of
Sulfomucins with as shown by the brown staining of
alcian blue at pH 1.0. Histochemical alteration of mucin
in the cases of adenoma of the gall bladder revealed that
the intense blue staining of sialomucins with the weak
Staining intensity of neutral mucins in goblet cells was
observed by PAS-AB at pH 2.5 with strong reaction of
sulfomucins. On the other hand, intense blue staining of
sialomucins along with the moderate staining intensity
of neutral mucins was observed in section which showed
dysplastic changes and in those which was diagnosed
as carcinoma of the gall bladder.

Conclusions: This study concluded that the
sulfomucins and then the sialomucins may have a
greater role in gall stone formation than the neutral
mucins.

INTRODUCTION

Gall stones are a major cause of morbidity and
mortality throughout the world.! Gall stones vary in
their composition, a majority being cholesterol stones
(80%), and the remaining being mixed, combined,
and pigmented.>® Cholelithiasis produces diverse
histopathological changes in gallbladder mucosa
namely acute inflammation, chronic inflammation,
glandular hyperplasia, granulomatous inflammation,
cholesterosis, dysplasia, and carcinoma.*

Many studies identifing risk factors for biliary
lithiasis in the West have focused on hypersaturation
of cholesterol in bile in the nucleation process.>® It
is evident that gallstone disease has a multifactorial
causation, including gall bladder infection, decreased
gall bladder motility after surgery for obesity and/
or weight loss, ileal disease (Crohn’s), hemolytic
diseases, familial hypercholesterolemia and metabolic
defects.”!! A critical step in the formation of cholesterol
gall stones is nucleation (i.e., the formation of
cholesterol monohydrate crystals from supersaturated
bile).!* The rate of nucleation of cholesterol depends
upon a critical balance between pronucleating and
antinucleating factors in bile. Mucin, a high molecular
weight glycoprotein secreted by the gall bladder and
biliary duct epithelium, is a pronucleating agent in
experimental and human gall stone disease."

Mucins are glycoproteins with complex oligo-
saccharide side chains attached to the apomucin protein
backbone by O-glycosidic linkage; they are found in
crude mucus gels that protect epithelial surfaces in the
major tracts of the body and as transmembrane proteins
expressed on the apical cell surface of glandular and
ductal epithelia of various organs.!*

Changes in the expression levels and glycosylation
of mucins have been associated with several diseases,
including carcinomas.'>!'® Mucus, calcium and lipids act
in concert to form the cholesterol gall stones. However,
there is not on record a systematic study on the putative
relationship between mucin carbohydrate changes in
black pigment gall stone formation."”

Prevalence of gall stones in gall bladders with
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metaplastic, dysplastic and neoplastic mucosal changes
was significantly higher than those gall bladders which
had no epithelial changes.'® Carcinoma of gall bladder is
a rare but lethal disease. Different studies have reported
different incidences ranging from 1% to 12.4%."

A study done by Mohan et al in 2005 reported that
most of the patients with gall bladder cancer had gall
stones, he revealed that maximum number of patients
with gall bladder cancer had pigment stones.!®

The aims of this study are to study the histochemical
alteration of mucins or carbohydrates in the gall bladder
mucosa in cases of cholelithiasis in comparison with that
in gall bladder mucosa in cases of gall bladder tumors.

METHODS

The study was conducted on 35 cholecystectomies
performed at the laparoscopic unit in Al-jumhori
Teaching hospital in western side of Mosul city in
northern Iraq over a period of 3 months started from
september' 2008 to December 'st2008. Clinical details
and pathological data were retrieved from the records.
The indications for cholecystectomy were recurrent
biliary colic, acute or chronic cholecystitis, presence of
mass in gallbladder.

The cholecystectomy specimens that received
were fixed in 10% formalin. The findings on gross
examination were noted, and the stones recovered from
the gall bladder were classified on the basis of their
morphology, the stones were not analyzed by chemical
examination. The gall bladders were classified into
two groups (calcular and acalcular) according to the
presence of gall stones. Multiple sections were taken
from each gall bladder (body, neck, and fundus) for
paraffin blocks and were examined after staining
with hematoxylin and eosin (H&E). Microscopic
examination was done to assess the type of histological
changes including inflammatory infiltrate, presence of
fibrosis, cholesterolosis, metaplasia, tumor, or tumor-
like lesion.

Cases were reclassified into 4 groups: calcular
with normal mucosa, calcular with abnormal mucosa,
acalcular with normal mucosa, acalcular with abnormal

mucosa. To evaluate the intra-epithelial mucin content,
multiple sections were processed and stained with Alcian
blue (AB)/Periodic acid Schiff’s stain (PAS). Alcian Blue
(AB) staining was performed followed by Periodic acid-
Schiff’s (PAS) to distinguish between neutral mucins
(staining magenta by PAS) and sialomucins (staining
blue by AB at pH 2.5) and sulfomucins (staining brown
by AB at pH 1.0). The slides were dewaxed in xylene
and treated in descending grades of ethanol (100%,
90%, 70%, 50% and 30%). For the PAS-AB technique,
slides were rinsed in 3% acetic acid for 1 minute and
treated with Alcian blue G8X(pH 2.5) for one hour
and the procedure was repeated with Alcian blue G8X
(pH 1.0) for sulfomucins. After washing in running tap
water, the slides were treated with 1% periodic acid for
30 minutes and kept in dark. They were washed again
in running tap water, treated with Schiff’s reagent for
one hour and kept in dark conditions.?*?! (The slides
were finally dehydrated in ascending series of ethanol,
cleared in xylene and mounted. For distinction between
sulfomucins and sialomucins other sections were
processed and stained with Toluidine blue (TB) buffered
at pH 1.7 and 3.4.2'* All sections were visualized in
Axioscope two plus microscope (Carl Zeiss).

Statistical analysis: Chi-square test was applied to
find out the association of the presence of gall stones
and associated microscopic changes where p<0.05 was
significant.”

RESULTS

Thirty five surgically resected gall bladder specimens
using laparoscope were included in the study to evaluate
the relationship between the prevalence of gall stones
and the histochemical alteration of mucin in gall bladder
epithelium which showed variety of morphologic
changes ranging from inflammation to malignancy.
This study revealed that 5 (14.3%) out of 35 patients
were free from gall stones and the remaining 30 (85.7%)
presented with different types of gall stones.

Only one (20%) acalcular gall bladder showed
cholycystitic changes using haematoxylin and eosin
(H&E), and the remaining four were revealed normal
gall bladder mucosa. Light microscopic examination
using haematoxylin and eosin (H&E) revealed that 4
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(13.4%) out of 30 stones containing gall bladders showed
normal gall bladder mucosa while different histological
abnormalities was shown in the remaining 26 (86.6%)
stones containing gallbladders which was significantly
higher than that in acalcular gall bladder (p<0.05). The
histochemical analysis of mucin of the sections which
showed normal gall bladder mucosa revealed that most
of the cells of normal gall bladder epithelium exhibiting
positive PAS reaction indicating the presence of neutral
mucins Figure 1, while the acidic mucins showed weak
reaction by alcian blue but brown color staining were
not observed indicating the absence of sulfomucins as
shown in Figure 2.

Figure 1. Photomicrograph of normal gall bladder
epithelium. Note the positive PAS staining result in
mucosal epithelium confirming the presence of neutral
mucins. (PAS reaction X400).

)

Figure 2. Photomicrograph of normal gall bladder
epithelium after staining with Alcian Blue (pH 1 &
2.5) indicates the presence of sialomucines mucins in
the cytoplasm of the glands and mucosal epithelium.
(ABX400).

In addition , the acidic mucins exhibited weak reaction
using Toluidine blue (TB) Figure 3.

o 'y,

. ' 3 --j"' m i ll-::.h"'l
Figure 3. Photomicrograph of normal gall bladder
epithelium after staining with Toluidine Blue (pH 3.4)
indicates the presence of scarce sialomucins in the
cytoplasm of the glands. (TBX400).

On the other hand, histochemical analysis of mucin
of the stone-containing gall bladder epithelium which
showed different histological findings including
inflammatory infiltrate, presence of fibrosis,
cholesterolosis, and Rokitansky-Aschoff sinuses of
the gall bladder revealed intense reaction of acidic
mucins and sulfomucins using Toluidine blue (TB) was
observed as shown in Figure 4.

Figure 4. Photomicrograph of gall stones containing
gall bladder after staining with Toludine Blue (pH 1.7)
confirms the presence of sulfomucins in the epithelium

and in the cytoplasm of the glands. (TBX400).

On the other hand, the intense blue staining of
sialomucins along with the very weak staining intensity
of neutral mucins in goblet cells was observed by PAS-
AB at pH 2.5 with strong intensity of Sulfomucins
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(in supranuclear portions) with as shown by the brown
staining of alcian blue at pH 1.0 as shown in Figure 5.
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Figure 5. Photomicrograph of gall stones containing
gall bladder after staining with PAS-Alcian Blue (pH
1& 2.5). Note the intense blue stainig of sialomucins &
strong intensity of sulfomucinsin the cytoplasm of the
glands with negative PAS reaction. (PAS-ABX400).

Figure 6. Photomicrograph of gall bladder adenoma.
Note the intense blue staining of sia;omucins and
the strong brown stainig indicates the presence of
sulfomucins in the cytoplasm of the glands and the

mucosal epithelium. Note the negative PAS reaction.

(PAS-AB, pH land 2.5X600).

[ 4

Figure 7. Photomicrograph of gall bladder adenoma

after staining with Toluidine Blue (pH 3.4) confirms

the presence of sailomucins in the epithelium and in
the glands. (TBX250).

Figure 8. Photomicrograph of gall bladder after
staining with PAS-AB. Note the positive PAS
staining confirming the presence of neutral mucins.
(PASX400).

Figure 9. Photomicrograph of gall bladder of 55 year-
old female with nuclear hyperchromatisia (dysplastic
changes) (H&EX600).

e i .

Figure 10. Photomicrograph of gall bladder of 60 year-
old male with primary carcinoma (X250).

This study revealed that 2 (7.6%) out of 26 gall
bladders were diagnosed as carcinoma and the other
2 (7.6%) cases of adinomatous polyp, while dysplasia
was identified in one (3.8%) case.

Histochemical alteration of mucin in the cases of
adenoma of the gall bladder revealed that the intense
blue staining of sialomucins with the negative to weak
staining intensity of neutral mucins in goblet cells was
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observed by PAS-AB at pH 2.5 with strong reaction of
sulfomucins Figure 6.

Using TB intense reaction of acidic mucins and
sulfomucins was shown in the sections which was
diagnosed as adenoma of the gall bladder Figure 7.

On the other hand, intense blue staining of
sialomucins along with the moderate staining intensity
of neutral mucins was observed in section which showed
dysplastic changes and in those which was diagnosed as
carcinoma of the gall bladder (Figures 8, 9,10).

Table 1 shows the frequency of different histological
findings in the gall bladder mucosa of the study
groups.

Histochemical analysis of neutral mucins, sialomucins
and sulfomucins in gall baldder mucosa was shown in
Table 2.

Group

Findings A calcular calcular

No.=5 No.=30
Normal 4 (80%)* 4(13.3)
Inflammation 1 (20%) 7 (23.3%)
Clolerterosis 0 (0%) 9 (30.0%)*
Rokitansky-Aschoff S 0 (0%) 5(16.6%)*
Dysplasia 0 (0%) 1(3.3%)
Adenomatous polyp 0 (0%) 2 (6.6%)
Carcinoma 0 (0%) 2 (6.6%)

Table 1. The frequency of different histological
findings in the gall bladder mucosa of the study

groups.
o Reaction

Findings : - - .

Neutral mucin | Sialomucin | Sulfomucin
Normal T+ N .
Inflammation
Cholerterosis - /A b/
Rokitansky-Aschoff
Dysplasia + ++ +/-
Adenomatous polyp - /A o/t
Carcinoma + ++ +/-

Table 2. The histochemical analysis of neutral mucins,
sialomucins and sulfomucins in gall baldder mucosa of
all cases of cholelithiasis.

DISCUSSION

Mucins form part of the dynamic, interactive mucosal
defensive system that is active at the mucosal surface of
the gastrointestinal tract.?® The mucous glycoproteins are
one of the factors involved in the process of gall stone
formation.?”-*® Histochemical methods offer an excellent
research tool for characterization of glycoproteins in
the epithelial cells of the gall bladder, thus contributing
to the elucidation of the pathophysiology of gall stone
formation.”

This study revealed that maximum number of patients
with gallstones were between 30 and 40 years of age,
and male to female ratio was 1:5. These findings are
in accord with the studies of Tandon in 1988, Dhar et
al in 2001, and Mohan et al in 2005, who showed an
increase in the prevalence of gallstones with advancing
age probably because of the decrease in activity of
cholesterol o reductase, and increase in activity of
HMG CoA reductase resulting in increased cholesterol
secretion and saturation of bile. They have attributed the
predominance of females among patients with gallstone
disease to the effects of female sex hormones. '8!

The current work revealed that the expression of
neutral mucins was predominant in the mucosa of
the normal gall bladders. This finding goes with that
of Filipe and Jass in 1989, Sheen et al in 1998, and
Ganesh et al in 2007.32* However, Madrid etal in 1997
reported that the oligosaccharide chains of the principal
cell mucous glycoproteins using classical histochemical
techniques (PAS, alcian blue, high iron diamine, etc)
besides an electron microscope, his findings indicate
that mammalian gall bladder mucous glycoproteins
are heavily sulphated, whereas sialic acid residues are
scarce, while neutral mucins have not been described
in the mammalian gall bladder,” that could be due to
the differences in the staining methods used and to the
differences between the human and other mammalian
species.

Sialomucins were highly expressed in stone-
containing gall bladder epithelium, a finding that was
also revealed by Lee and Liu in 2001.*° In addition,
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high intensity of sulfomucins staining was shown in the
epithelium of stone-containing gall bladder.

A study by Ganesh et al in 2007 has also reported
that sulfomucins are significantly expressed in stone-
containing gall bladder epithelium compared to
normal gall bladder epithelium and even to intestinal
metaplasia.*?

An ultrastructural study done by Lee and Sheen in
1996 revealed the presence of abundant mucous droplets
in the epithelial cells in cases of gall stones.’® However
another study by Sahlin et al in 1990, using electron
microscope, revealed that the number and the volume
density of the mucin containing secretory granules
were not significantly increased in gall stone patients
compared with gall stone free subjects.’” A major new
finding was that gall stone patients had a markedly
reduced total lysosome area and volume density of
lysosomes in the gall stone patients compared with gall
stone free subjects, a finding which may be related to
a decreased intracellular degradation of protein and/or
mucin.’’

A study by Groen et al 1990 revealed that the
nucleation of cholesterol monohydrate crystals is closely
related to the concentrationof mucus glycoproteins.®®
However, in black pigment stones which are devoid
of cholesterol, the interaction of mucin, calcium and
bilirubin is the sole mechanism for cholelithiasis.* The
role of acidic mucins, especially sulfomucins becomes
more important to the formation of black pigment stone
since the presence of sulfomucins in black pigment
stone-containing gall bladder epithelium has not yet
been clearly established.* In most of the experimental
studies around cholelithiasis, mucin hypersecretion was
clearly evident."

This study revealed that 2 (6.6%) out of 30 gall
stones containing gall bladders were diagnosed as
carcinoma and other 2 (6.6%) cases showed benign
tumors. Dysplastic changes were identified in just one
case. These findings are in agreement with those of
Gupta et al in 2000 who revealed that the prevalence of
metaplastic, dysplastic and neoplastic mucosal changes

in gall bladders with gall stones was significantly higher
than those in gall stone free subjects.*’

Intense blue staining of sialomucins along with the
moderate staining intensity of neutral mucins in goblet
cells (using PAS-AB), in addition to the very weak
reaction of sulfomucins were revealed in all cases of
gall bladder carcinoma. These findings are in agreement
with those reported by Gupta et al in 2000 and others,
they showed an increase in sialomucin. In addition,
they revealed that there is a corresponding decrease
in sulphomucin in the spectrum from metaplasia to
malignancy,*#*?!4 however they reported that neutral
mucin increases in metaplastic cells but was significantly
reduced in neoplastic cells and they suggested that there
is a loss of O-acylation in sialmucin was also present
in neoplastic cells.* Gupta et al suggested that chronic
injury due to cholelithiasis induces appearance of neutral
mucin positive metaplastic cells, which may further
dedifferentiate to sialomucin containing dysplastic or
neoplastic cells if the stimulation persists.*’

CONCLUSIONS

In conclusion this study revealed that sulfomucins
and sialomucins may have a greater role in gall stone
formation than the neutral mucins. It is recommended
to conduct studies on several mucin genes expression
in order to evaluate their role in normal, benign, and
malignant calcular and acalcular gall bladder diseases.
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ABSTRACT

Objective: To assess serum level of malondialehyde
(MDA), total antioxidant status (TAS) as a representative
of oxidative stress, with immunoglobulin levels (IgG,
IgA, IgM) in patients with primary brain tumors at
diagnosis and one month after surgical resection in
comparison to healthy controls.

Methods: The study was conducted in Iben-Seena
Hospital in Mosul city Iraq.Thirty-seven patients with
primary brain tumors were included in the study, later
proved by histopathology to be cases of meningioma
(24 cases) and glioma (13 cases). Also included 32
apparently healthy, age and sex matched subjects as a
control group. Initially, blood samples were taken from
both the patients and controls and assessment of serum
MDA, TAS and immunoglobulin levels (IgG, IgA, IgM)
were done, later for the patients group one month after
surgical resection of the tumor another blood samples
were taken and assessment of the same parameters
mentioned above were done again.

Results: Serum MDA was found to be significantly
higher (p<0.001) and serum TAS was significantly lower
(p<0.001) in patients with primary brain tumors (both
meningioma and glioma) prior to surgical resection in
comparison to controls. Postoperatively, there was a
significant reduction (p<0.001) in serum MDA levels
with an increase in TAS (which was slightly significant
in gliomas and insignificant with meningiomas). With
regard to serum immunoglobulin levels, there was a
significant increase in serum IgG (gliomas p<0.05;
meningioma p<0.001) preoperatively compared with
controls, with a significant reduction (p<0.001) in the
serum levels of IgG, 1gA and IgM postoperatively in
comparison to preoperative values.

Conclusions:  Primary  brain (both
meningioma and glioma) as a disease carry a substantial

tumors
effects on oxidant/antioxidant status and on serum

immunoglobulin levels as part of the humoral immunity
so as the surgical removal of the tumor mass as a way

of therapy.

INTRODUCTION

Brain tumors are the third most frequent cause

12

of cancer related deaths in middle-aged males and
the second most common cause of cancer deaths in
children.!

Free radicals and oxidative processes have been
implicated in both the initiation and the promotion of
carcinogenesis.” The concentrations of free oxygen
radicals are reported to be higher in malignant cells than
in normal cells.® Free radical induced lipid peroxidation
causes a loss of cell homeostasis by modifying the
structure and functions of cell membrane. The most
important characteristics of lipid peroxidation is to cause
a considerable DNA-MDA adducts by interacting with
cellular DNA.** Malondialdehyde (MDA) itself, due to
its high cytotoxicity and inhibitory action on protective
enzymes, is suggested to act as a tumor promoter and
a co-carcinogenic agent.® However, mammalian cells
possess elaborate antioxidant defense mechanisms to
neutralize the deleterious effects of free radical induced
lipid peroxidation.”®

The brain is particularly vulnerable to oxidative
damage due to the high utilization of inspired oxygen,
the large amount of easily oxidizable polyunsaturated
fatty acids, the abundance of redox-active transition
metal ions, and the relative dearth of antioxidant defense
systems.’

The major source of immunoglobulins is mature
B lymphocytes, there is also suggestion of local
immunoglobulin formation by lymphocytes and plasma
cells within brain tumor cells since few of such cells are
found in the central nervous system. These suggestion
appear to be supported by the finding of significantly
higher concentrations of immunoglobulin G and M in
the cyst fluid of patients with malignant brain tumors
than in the serum of the same patients, which was
explained by local immunoglobulin synthesis within the
central nervous system.'”

The sensitivity of brain tissue to oxidative damage
and the effect of free radicals in oncogenesis led us
to consider the relationship between oxidative stress
and brain tumors before and after tumor resections. In
order to investigate the oxidative stress which might
be involved in the chemical pathology of brain tumors
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we have examined the activity of total antioxidants and
malondialdehyde in different types of brain tumors and
compared the results with that from healthy controls.
Also, this study aim at investigating the changes in
serum immunoglobulin levels in brain tumors before
and after tumor resections.

METHODS

This study was conducted in Iben-Seena Hospital,
Department of Neurosurgery in Mosul city from January
2006 to January 2009. Approval have been obtained
from ethical committee (the main Health Centre in
Ninevaha in Mosul city and the College of Medicine,
University of Mosul, Iraq). All patients included in the
study were clinically diagnosed as primary brain tumor
by specialist in neurosurgery. We excluded patients
with other diseases known to affect oxidant/antioxidant
status or immunoglobulin levels as diabetes mellitus,
hypertension, renal diseases, liver diseases, bronchial
asthma. All patients selected were fit for surgical
intervention.

Out of 41 patients examined only 38 were selected
and only 37 completed the study. They were 5 females
and 32 males with a mean£SD age 56.91+6.55 years
(ranged between 45 and 68 years). The histopathological
examination  after resection of the tumor revealed
that there were 24 cases with meningioma
(meningotheliomatous meningioma) and 13 cases with
low grade glioma. Also included 32 apparently healthy,
age and sex matched subjects as a control group. They

were 4 females and 28 males with a meantSD age
57.25+6.68 years (ranged between 40 and 70 years).
Initially, blood samples were taken from the patients
and controls and assessment of serum MDA, TAS and
immunoglobulin levels (IgG, IgA, and IgM) were done.
For the patients group, another blood samples were
taken one month after surgical resection of the tumor
and assay of the same parameters mentioned above
were done again.

Assay of MDA was done manually using a method
as described by Ohkawa et al.'' TAS was measured
by peroxidase/H202/ABTS colorimetric assay using
commercial kits from Randox company-UK. The
serum immunoglobulin levels were measured by single
radial immunodiffusion method!? using kits from Sanofi
Diagnostic-France.

The data were expressed in meantSD. Statistical
analysis was done by using student’s t-test, and p<0.05
was considered as significant, whereas p<(0.001 was
considered as highly significant.

RESULTS

The serum MDA levels were found to be significantly
higher (p<0.001) and TAS were significantly lower
(p<0.001) in patients with brain tumors prior to tumor
resection in comparison with the control group (Table 1).
The higher levels MDA and lower levels of TAS were
reported among both glioma and meningioma cases in
pre-operative stage (Table 2). Post-operatively, there

Brain tumors cases (n=37)
Parameters Control (n=32)
Pre-operative Post-operative

MDA (nmol/l) 1.05+0.11 1.90+0.22%%* 1.68+0.19 %
TAS (mmol/l) 1.88+0.23 1.13+0.17%%* 1.1940.15°

IgG (mg/dl) 1093.75+128.7 1200.54+493.2%%* 1086.76+89.3 %%

IgA (mg/dl) 243.44+32.98 244.32424.7 226.22+20.6 %%

IgM (mg/dl) 157.5£25.4 160+27.4 130.27+19.07 %%

8 Significant difference from pre-operative at p<0.05, % at p<0.01 and ** at p<0.001 using paired t-test.

* Significant difference from control at p<0.05, ** at p<0.01 and *** at p<0.001 using unpaired t-test.

Table 1. Concentrations of MDA, TAS and serum immunoglobulin levels
in patients with brain tumor pre- and post-operatively and in healthy controls (mean+SD).
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Glioma cases (n=13) Meningioma cases (n=24)
Parameters Control (n=32)
Pre-operative Post-operative Pre-operative Post-operative

MDA 1.05+0.11 1,880, 2% 1.69+0.19 5 1.91£0.23% %+ 1.67+0.2%
(nmol/1)

TAS 1.88+0.23 1.06+0.16%** 1.17£0.133 1.16+0.17%%%* 1.2+0.17
(mmol/1)
(I;gg(/}dl) 1093.75+128.7 1190.77£105* 1036.924+85.48 8% 1205.83£88.1%*** 1113.75480.59 %%
(rrlliﬁil) 243.44+32.98 241.54+26.09 233.85+18.05 245.83+24.3 222.08+21.05 %%
( rr%q%l) 157.5425.4 154.62427.27 120.77+17.54 5 162.92427.58 135.42+18.17 5

* Significant difference from control at p<0.05, ** at p<0.01 and *** at p<0.001 using unpaired t-test.

® Significant difference from pre-operative at p<0.05, % at p<0.01 and in @ at p<0.001 using paired t-test.

Table 2. Concentrations of MDA, TAS and serum immunoglobulin levels in patients
with glioma and meningioma (pre- and post-operatively) and in healthy controls (mean+SD).

were significant reduction (p<0.001) in serum MDA
levels with an increase in the serum TAS from pre-
operative values (Table 1). This increase in TAS was
slightly significant (p<0.05) among cases with glioma
and was not statistically significant among meningioma
cases. There were no significant differences between
glioma and meningioma in term of the aforementioned
parameters (p>0.05) (Table 2).

Serum immunoglobulin (IgG, IgA and IgM) levels
showed a tendency to increase in all patients with brain
tumors prior to tumor resection. However, a statistically
significant increase (p<0.001) was only observed in
serum IgG levels when compared with the control
values. Post-operatively we observed statistically
significant reductions (p<0.001) in IgG, IgA and IgM
levels from pre-operative values (Table 1).

Pre-operative serum IgG levels in patients with glioma
and meningioma were significantly higher (p<0.05,
p<0.001, respectively); whereas pre-operative serum [gA
and IgM levels showed no significant differences from
control values. Serum IgG and IgM levels in the post
operative stage were significantly decreased (p<0.001)
in patients with glioma. Post-operative serum IgG, IgA
and IgM levels were significantly decreased (p<0.001)
in patients with meningioma. By comparison of glioma
and meningioma cases, no statistically significant
differences were observed in serum immunoglobulin
levels (p>0.05) (Table 2).
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DISCUSSION

Brain is considered abnormally sensitive to oxidative
damage and in fact early studies demonstrated the ease
of peroxidation of brain membranes. Brain is enriched
in the more easily oxidizable polyunsaturated fatty acids
such as docosahexaenoic acid and eicosapentaenoic acid
as it has a limited ability to perform aerobic glycolysis,
this is unusually vulnerable to hypoxia. On the other
hand, brain is not enriched in antioxidant defences; it
contains relatively low levels of superoxide dismutase,
catalase and glutathione peroxidase."

Imbalance in oxidants and antioxidants is known
to be involved in the pathogenesis of various diseases
including brain tumors. It has been reported that lipid
peroxidation by-products have a crucial role in the early
phasesoftumorgrowthiftheyareexcessively generated. '
Malondialdehyde is a well-characterized mutagen have
been reported to reacts with deoxyguanosine and form a
major endogenous adduct with DNA. The ability of lipid
peroxidation by-products in generating mutagenesity
and DNA adducts formation suggest their possible role
in carcinogenesis.'?

In the present study, one of the indices of oxidative
stress, malondialdehyde ‘MDA’; a bye product of lipid
peroxidation and the total antioxidant status ‘TAS’ were
assessed in 37 patients with primary brain tumors and
32 healthy controls pre- and post-operatively. Our study
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demonstrated a statistically significant increase in the
levels of malondialdehyde with a statistically significant
reduction in TAS in patients with brain tumors prior
to tumor resection as compared to control group. The
increased levels of MDA and the reduced levels of
TAS were reported in both glioma and meningioma in
the pre-operative stage. Post-operatively, we observed
significant reduction in serum MDA levels with an
increase in serum TAS from pre-operative values. This
increase in TAS was only significant among cases with
glioma.

These findings are in accordance with several studies
which have been done to evaluate oxidative stress and
antioxidants status in various brain tumors. Most of these
studies have shown enhanced level of oxidative stress
and reduced levels of antioxidant vitamins. However,
some studies have reported controversial and conflicting
results with regard to the levels of antioxidant enzymes.
Both higher and lower antioxidant enzymes have been
reported in such patients. Rao et al'® suggested that the
plasma antioxidant vitamins did not alter effectively in
brain tumor cases. In a study conducted by Aggarwal
et al,'” the erythrocyte levels of antioxidant enzymes
SOD and GPX and serum levels of antioxidant
vitamins B-carotine and B-tocopherol were found to be
significantly reduced in patients with brain tumors, and
malignant tumors showed relatively lower antioxidant
levels in comparison with benign tumors. Yilmaz et al'®
assessed lipid peroxidation and antioxidant enzymes
(catalase and glutathione peroxidase) in patients with
brain tumors and reported a significant increase in the
serum levels of these parameters with no differences
between gliomas and meningiomas. Tanriverdi et al"
demonstrated significantly lower activities of glutathione
peroxidase and glutathione reductase with significantly
higher levels of protein oxidation in patients with
glioblastoms multiforme and transitional meningioma
when compared to controls, the differences were found
to be more evident in glioblastoms multiforme than
in transitional meningioma. Wozniak et al* evaluated
the concentration of malondialdehyde in the blood
plasma and erythrocytes, and the activity of superoxide
dismutase and catalase in red blood cells of patients
with primary brain tumors. The concentration of MDA
and the activity of SOD and catalase were shown to be
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significantly higher in patients with brain tumors as
compared to the control group.

It is relatively difficult to measure each antioxidant
component separately, because of the different
component of serum and tissue, in addition looking
at one antioxidant in isolation from the rest may not
accurately reflect their combined action.?! Therefore,
we measured the total antioxidant status which represent
a suitable biochemical parameter for evaluating the
overall antioxidant defense.

Our finding of enhanced level of lipid peroxidation
product and reduced total antioxidant status may
provide evidence for the role of oxidative stress in
tumor production. The reason for this increased lipid
peroxidation in the circulation of brain tumor patients
may be a poor enzymatic and non enzymatic antioxidant
defense system. The increase in serum MDA levels may
be due to excessive generation of lipid peroxidation
products in tumor tissues, and the subsequent release
of these products into the circulation. An increased
lipid peroxidation level in proliferating cells leads to an
increase in the serum lipid peroxidation level in cancer
patients.*

The low levels of antioxidants in brain tumor patients
may aggravate the free radical damage and increase the
chance of developing cancer, indicating antioxidants
role in prevention of cancer.!” Tedeschi-Blok et al*
demonstrated an inverse association of glioma with
higher dietary antioxidant index which suggest that
these antioxidants possess a protective role against
gliomagenesis and support the role of oxidative stress
in gliomagenesis. According to our findings of lowered
levels of antioxidants in brain tumor patients it seems
likely that their ability of scavenging oxygen free
radicals was impaired in such patients than controls
thus predisposing the patients to harmful effects of
carcinogens.

The relationship between tumors and serum
immunoglobulin levels has been researched for many
years. Early study failed to demonstrated a statistically
significant differences in serum immunoglobulin (IgG,
IgA and IgM) levels in patients with primary brain
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tumors in comparison with the controls.** Boethius
et al'® reported a local immunoglobulin synthesis in
malignant cystic brain tumors by demonstrating a higher
concentrations of immunoglobulin G and M relative to
other proteins in the cyst fluid of most patients with
malignant brain tumors than in the serum of the same
patients. These was considered as a sign of ongoing
immune response triggered by the tumor. Gebhulin et
al® reported decrease in serum immunoglobulin levels
in 34 patients operated for benign and malignant lung
diseases. Yiicerr et al* observed increase in one or more
of the pre-operative serum immunoglobulin levels in
patients with both brain tumors compared with controls
with serum IgG being significantly higher. They also
founded that the post-operative serum IgG, IgA and
IgM levels were significantly decreased in patients
with meningioma, and only IgG and IgM levels showed
significant reduction in patients with glioma post-
operatively.

In our study, the serum immunoglobulin (IgG, IgA
and IgM) levels showed a tendency to increase in all
patients with brain tumors prior to tumor resection.
However, significant increase was only observed in
serum IgG levels when compared with the control values.
Post-operatively we observed significant reductions in
IgG, IgA and IgM levels from pre-operative values.
Pre-operative serum IgG levels in patients with glioma
and meningioma were found to be significantly higher.
Whereas, the pre-operative serum IgA and IgM levels
showed no significant differences from control values.
Serum IgG and IgM levels in the post operative stage
were significantly decreased in patients with glioma.
Post-operative serum IgG, IgA and IgM levels were
significantly decreased in patients with meningioma.

Higher levels of immunoglobulins have been reported
among cases with nonresectable pulmonary tumors than
did respectable ones.”” Also, Gebhard et al* reported a
decrease in serum immunoglobulin levels in 34 patients
operated for benign and malignant lung diseases.

The results suggest that these changes of serum
immunoglobulin levels in patients with brain tumors
may be the result of humoral responses against tumor
antigens. We think that this decline in post-operative
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serum immunoglobulin levels may be of prognostic
value in patients with brain tumors.

CONCLUSIONS

Primary brain tumors (both meningioma and glioma)
as a disease carry a substantial effects on oxidant/
antioxidant status and on serum immunoglobulin levels
(as part of the humoral immunity), where the surgical
removal of the tumor mass as a way of therapy.
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EVALUATION OF TRACHEAL NARROWING
POST TRACHEOSTOMY BY PLAIN X-RAY
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ABSTRACT them (16.6%) had elective tracheostomy. Analysis was
performedwith respect to age, sex, time of decannulation,

Objective: The objective of this work is to recognize symptoms and the type of operation whether emergency

the incidence and severity of narrowing of the trachea in
the head and neck surgical patients who had undergone
tracheostomy by doing lateral cervical X-ray.
Methods: This is a prospective study of 24 adult
patients with consecutive tracheostomies conducted in

or an elective procedure. The diagnosis of tracheal
narrowing after decannulation depends on lateral soft
tissue X-ray of the neck. Diameter of the trachea above
the stoma (around 2 cm below the cricoid ring that can

: _ be clearly seen in lateral X-ray) was taken as control.
the period from January 2008 to January 2009 in ENN.T Results: The study revealed that 83.3% of patients
Department, Al-Yarmouk Teaching Hospital. Twenty of

developed narrowing of the trachea post-tracheostomy,
them (83.3%) had emergency tracheostomy and 4 of

however, all the narrowing cases was less than 50%.

*Ehab Taha Yaseen. F.1.C.M.S. ENT, Assistant Professor, Department of Surgery, Otolaryngology, College of Medicine, Al-Mustansiriyah University, Al-
Yarmouk Teaching Hospital, Iraq. E-mail: drehab2007@yahoo.com
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Very early decannulation of tracheostomy tube showed
minimum or no narrowing at all. There is gradual
narrowing in patients in whom decannulation were
performed after 2 weeks. Male patients had earlier
decannulation time compared to female patients.
Conclusions: Tracheostomy as live saving procedure
results in minimum asymptomatic tracheal stenosis.

INTRODUCTION

Tracheal stenosis is a relatively uncommon problem
that has a wvariety of etiologies. It frequently has
insidious onset and the early signs and symptoms
may be disregarded or mistaken for a variety of other
disorders.! Shortness of breath on exertion, which may
progress to dyspnea at rest, brassy cough, recurrent
pneumonitis, wheezing, stridor and cyanosis may all be
part of clinical presentation.’

Previous history of endotracheal intubation or
tracheostomy should not be taken lightly during the
evaluation of patients with upper airway symptoms.’

The main causes of stenosis following tracheostomies
may include damage to the cricoid, tracheal rings
and mucosa of the trachea.* Tracheostomy also may
cause tracheomalacia or organic stenosis. Stenosis may
be caused by cicatriciation, anterior wall collapse or
complete stenosis.’

However, the adult trachea has a diameter of more
than 15 mm; this may be reduced from 8 to 10 mm in
both directions without any ventilatory problem during
normal exercise.

The aim of the study was to recognize the incidence
and severity of narrowing of the trachea in the head and
neck surgical patients who had undergone tracheostomy
by doing lateral cervical X-ray.

METHODS

This is a prospective study carried out in the E.N.T
department, Al-Yarmouk Teaching Hospital, from
January 2008 to January 2009.
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A total of 24 adult patients were included, fully
evaluated and operated on by otolaryngologists.
Tracheostomy was performed in the conventional way.
The stoma was created by using a window method.
Non-cuffed tracheostomy tube was used. Lateral plain
X-ray of the soft tissue of the neck was done for every
patient immediately postoperatively as a part of the
follow up; second plain X-ray was done to them 8 weeks
after decannulation of tracheostomy tube, then every 4
weeks up to 6 month. The patient stands and holds his
breath after slight expiration to prevent any increase in
intrathoracic pressure during examination.

During the follow up, the patients were asked about
any difficulties in breathing especially during exertion
as climbing the stairs. All findings were recorded and
analyzed.

In the lateral plain X-ray of the soft tissue of the neck
the tracheal diameter at a level above the stoma which
is normal (about 2 cm below the cricoid cartilage) was
considered as group (N) corresponding to the 2™ tracheal
ring which is used as the control group. The level over
the previous stoma was considered as group (S).

The change in the diameter of trachea was measured
and compared with the control diameter (differences
between the two levels).This measurement is done by
using metric scale. Diameter is measured in millimeters.
Reduction in tracheal diameter was calculated as
percentage of the normal diameter.

Data were sent to the Department of Statistics,
College of Economics and Administration, University
of Mustansiriyah where they statistically analyzed using
SPSS for windows. In addition to descriptive statistics
for all the patients, inferential statistics were used to
compare the tracheal diameter across all patients and
within the subgroups of males and females. Association
between outcome and other variables were evaluated
statistically using an X? squared test for the categorical
data. Criterion for statistical significance was set at
p<0.05 (Student ¢ test and 2-tailed test).

Inclusion criteria: age older than 18 years, head and
neck surgical cases and when decannulation of the tube
done within 3 weeks of surgery.
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All patients with history of endotracheal intubation,
and when cuffed tracheostomy tube was used for more
than 24 hours, and with tracheal pathology and laryngeal
neoplasm were excluded from the study.

RESULTS

Demographic history: A total of 24 patients were
included in this study, 16 were males and 8 were
females. Their age ranged between 22 to 90 years, with
mean age of 56 years. The commonest indication for
tracheostomy was bullet injury in the head and neck
(14 patients, 58.3%). Emergency tracheostomy was
indicated in 20 patients (83.3%).

Decannulation  of tube:  The
tracheostomy tubes were decannulated between the 4th
and the 20™ day. The mean day was the 12" day. The
mean for female was 13" day, and the mean for males
was 9" day.

tracheostomy

Diameter of the trachea: In males, the normal tracheal

Difference in Narrowing of Age
Male . }(lilameter between lumen (%) of the
e two levels (mm) patient
1 5 26.31 22
2 0 0 56
3 2 10.52 42
4 2 11.11 28
5 2 10 31
6 1 5.88 68
7 1 5.55 58
8 0 0 63
9 2 10.52 55
10 0 0 71
11 3 15 32
12 2 10.52 44
13 2 10 33
14 2 11.76 30
15 3 15 27
16 2 10 36

**Correlation is significant at the 0.01 level (2-tailed).

Table 1. Tracheal narrowing in males
and the age of the patient.
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diameter ranged from 17 to 20 mm with mean of 18.7
mm (above the stoma), while the mean diameter at the
stoma was 16.9 mm.

In females, the normal tracheal diameter ranged from
14 to 18 mm with mean of 16.7 mm (above the stoma),
while the mean diameter at the stoma was 14.6.

Change in diameter: The narrowing in tracheal
diameter ranged from 0 to 26.31% in male patients with
mean of 9.51%. Whereas the narrowing ranged from 0
to 22.22% in female patients with mean of 12.77%.

The incidence of symptomatic tracheal narrowing
after tracheostomy in both males and females was
8.33%.

Type of the operation: It was found that both
emergency and elective tracheostomy might lead to
tracheal narrowing; it was recorded in 90% of emergency
tracheostomy and 50% of elective tracheostomy.

DISCUSSION

Incidence: In our study, post tracheostomy tracheal
narrowing was recorded in 20 patients (83.3%). These
results run parallel to results found by others, and
approximately all studies showed high incidence of
tracheal narrowing post tracheostomy.

30
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**Correlation is significant at the 0.01 level (2-tailed). (Between the

decannulation day, lumen narrowing and the sex).

Figure 1. Narrowing of the tracheal lumen
in relation to decannulation day.
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Female dieli)nllgftzrrelr)lgg;elen Narrowinog Age of the
the two levels (mm) of lumen (%) | patient
1 3 16.66 32
2 1 5.88 62
3 2 14.28 39
4 3 17.64 35
5 3 20 24
6 1 5.55 47
7 0 0 90
8 4 22.22 28

**Correlation is significant at the 0.01 level (2-tailed).

Table 2. Tracheal narrowing in females
and the age of the patient.

G.C.Lulenski 1981, recorded that tracheal narrowing
can be demonstrated in more than 90% of patients after
tracheostomy and mostly seen near the site of stoma.®

In their study 2005, Kumarasamy and Narayanan
recorded that tracheal narrowing can be demonstrated
in 92% but not significant in terms of the causing
symptoms.’

Sex: It was found that both males and females were
liable for tracheal narrowing post tracheostomy, but
the narrowing in female patients was more severe than
in male patients. The mean of tracheal narrowing in
females post tracheostomy was (12.77%), while it was
(9.51%) in males.

No. of patient be tvlaéifgret}?giviv%c}i;?fs t%rnm) Narrowing of lumen (%) Type of operation
1 5 26.31 Emergency
2 0 0 Emergency
3 2 10.52 Elective
4 2 11.11 Emergency
5 2 10 Emergency
6 1 5.88 Emergency
7 1 5.55 Emergency
8 0 0 Emergency
9 2 10.52 Emergency
10 0 0 Elective
11 3 15 Emergency

12 2 10.52 Emergency
13 2 10 Emergency
14 2 11.76 Emergency
15 3 15 Emergency
16 2 10 Emergency
17 3 16.66 Emergency
18 1 5.88 Emergency
19 2 14.28 Emergency
20 3 17.64 Emergency
21 3 20 Elective

22 1 5.55 Emergency
23 0 0 Elective

24 4 2222 Emergency

*Correlation is significant at the 0.01 level (2-tailed)

Table 3. The relation between the type of operation and the narrowing.
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Kumarasamy and Narayanan in their study in 2005
recorded that both males and females had tracheal
narrowing post tracheostomy but they didn’t mention in
whom it was more severe.’

Day of decannulation: This study revealed that the
early the decannulation the less the severity of tracheal
narrowing post tracheostomy as shown in Figure 1. The
tracheostomy tubes were decannulated earlier in males
than in females. The mean for females was 13" day,
whereas the mean for males was the 9™ day.

Kumarasamy and Narayanan 2005 recorded that
there is gradual decrease in the diameter of the tracheal
lumen when the tracheostomy tube is kept for more than
2 weeks and that males have earlier decannulation time
compared with females.’

Age distribution: It was found that post tracheostomy
tracheal narrowing can occur at any age, remarkably
affecting the younger age group (22-35 years), 11 patients
(45.83%) from our patients were in this age group. This
may be related to the anterior wall collapse which is
a common complication seen following removal of a
cartilage, and usually occur more in young age group
than others.® And it was probably relatively less in older
patients as this may be related to the calcification in the
tracheal cartilage that may occur with aging.’

Symptoms: In our study, only 2 patients (8.33%)
had symptomatic narrowing post tracheostomy. This
is in agreement with previous studies. The reported
incidence of symptomatic stenosis after tracheostomy
ranged from (0-21%).'%*!° This is explained on the
bases that the diameter of the trachea must decrease
to more than 5 mm before it causes symptoms.!! M.K.
Arola, H. Puhakka and P. Makela stated that functional
impairment is rare unless the trachea is narrowed by
more than 50%.!?

Type of operation: It was found that both elective
and emergency tracheostomy can produce tracheal
narrowing, but it is more often seen in emergency
tracheostomy. This is in agreement with previous
studies.
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The complication rate after emergency tracheostomy
was two to five times greater than after elective
procedures.”* While Waldron et al, 1990 reported no
significant difference between elective and emergency
procedure.'

Diagnosis: In this presented study, lateral neck
radiograph was used to show the narrowing of trachea.
There is accepted normal narrowing of the airway at the
level of the cricoid. But the tracheal diameter is the same
below this level.® Hence, the trachea above the stoma in
this study was considered normal and taken as control.

Kumarasamy and Narayanan in their study 2005 have
used lateral neck radiography for diagnosis of tracheal
narrowing post tracheostomy.’

CONCLUSIONS

This study demonstrates that there is narrowing of
the tracheal lumen in head and neck surgical patients
in whom tracheostomy was performed, but it is not
significant in terms of causing symptoms. There is
gradual narrowing in patients in whom decannulation
was performed after 2 weeks. Lateral neck plain X-ray
was shown to be of value in assessment of patient with
tracheostomy after decannulation regarding tracheal
stenosis.

RECOMMENDATIONS

1. Tracheostomy should be done as an elective
procedure whenever it is possible.

2. Decannulation should be done as early as possible
to avoid tracheal stenosis.

3. Lateral cervical soft tissue X-ray is recommended
after decannulation for early recognition of any tracheal
narrowing.
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ABSTRACT students of the medical college, Babylon university

Objective: To compare the candidates performance in the two academic years 2005/2006 and 2006/2007

in the objective structured clinical examination (OSCE) were enrolled in this study. There were four data sets

in pediatrics with the results of the traditional clinical from the results of OSCE, MCQs, traditional clinical

examination, multiple choice equations examination examination, essay examination, and two data sets were

and to find out that OSCE is fair, reliable and practical taken from students and the examiners. The paired t-test

tool of assessment in pediatrics examinations. (p), correlation coefficient (v), analysis of variance and
Methods: One hundred sixty four, sixth year medical chi-square were used to analyse the resulls.

*Yahya A.A.Altufaily, MD, CABP, Assistant Professor, Medical College, Babylon University, Babylon, Iraq. E-mail: yahyaabd2003@yahoo.com
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Results: When we compare between the mean score
of the OSCE and that of the traditional long case, mean
MCQs with that of mean essay, significant difference
was noted . Most of the examiners and students consider
the OSCE more fair and valid than other traditional
clinical examinations. Also most of the examiners and
students consider the OSCE not a suitable alternative
for traditional long case clinical examination.

Conclusions: Although OSCE is a reliable, fair
and provide diagnostic informations about both the
candidates and curriculum, it should be complemented
by the traditional long case examination.

INTRODUCTION

The objective structured clinical examination
(OSCE), first introduced by Harden et al,' has been
in use in many medical schools through out the
world.>*>!! The first OSCE solely devoted to pediatrics
was reported from Great Britain in 1980.2

Many attempts are made to improve the reliability,
validity and practicability of the clinical examinations
especially those used to asses medical skills and clinical
competence.

To avoid many of the disadvantages of the traditional
clinical examinations, such as the variability of the
examiners and the patients, availability of enough
professional examiners, variation of the marking and
its limited content, the OSCE is used now all over the
world'>"3 as amethod to assess medical students because
the variables and the complexity of the examination is
more easily controlled. Its aims can be more clearly
defined and more of the students knowledge can be
tested to allow very specific feed back, not only to the
candidates, but also to those who taught them and those
who set the examination to a much greater extent than
the conventional clinical examination.'*

The OSCE procedure is known to serve in identifying
the areas of weakness in the curriculum and teaching
methods or both, thus serving as a mechanism to
improve educational effectiveness. A well constructed
OSCE 1is known to provide important informations
regarding the candidates performance and quality of
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medical training.”” The department of pediatrics in
Babylon medical college has introduced the OSCE to
assess the sixth year medical students at the end of their
clinical practice in the academic year 1998-1999.

The aims of this study were to assess the fairness
and reliability of OSCE and compare the candidates
performance in the OSCE in pediatrics with the results
of other medical examinations and identify the thoughts
of the examiners and the candidates about OSCE.

METHODS

During the two academic years 2005/2006, 81 sixth
year medical students and 2006/2007, 83 sixth year
medical students (164 students) in the department of
pediatrics, enrolled for 12 weeks course in pediatrics,
at the end of the academic year and were subjected to an
objective structured clinical examination (OSCE ), long
case examination, multiple choice questions (MCQs)
and essay questions.

The OSCE included 10 stations as the fallowing, one
station for history taking, three stations for physical
examination, three stations for laboratory examinations
(urine, X-ray slides), one station for problem solving,
one station question related to pediatric procedures and
one station for rest (usually in the mid of the stations).
In the OSCE, the candidates rotate through a series of
ten stations spending five minutes in each one. In the
station, the candidates is asked to perform a clinical
task such as history taking or physical examination and
observed by one examiner and scored as he conducted
the task on a check list, which is prepared and agreed
by the examination committee.'® At the end of the
examination, the examiners check list, and the students
answers are marked according to a previously agreed
scored.

In the traditional clinical examination, the examiner
cross examined the students on the methods, results and
interpretation of long case in the pediatric ward. There
are four data sets considered, collected from the results
of OSCE, traditional clinical examination, MCQs result
and essay questions. Two sheet forms were filled by the
examiners (forty four examiners and co examiners from
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Babylon, Karbla, Al kadesia medical colleges) and the
students related to the number, duration of the stations
and other characteristics of the OSCE. The entry
and analysis were carried out using microsoft excel
(XP), chi-square, analysis of variance (ANOVA) and
correlation coefficient (1) between OSCE and traditional
examinations. Analysis of the students performance at
each station was checked, the discriminatory power of
each part of the examination was determined and the
marks in one part correlated with marks in another part
and with the examination as whole.

RESULTS

The sixth year students mean score for OSCE was
66.35%, while the mean score of traditional long case
examination was 61.39%, the mean score for essay
examination was 62.36% and the mean score of MCQs
59.54% (as shown in Table 1), when the marks of the
OSCE were compared with that of traditional long
case and with that of MCQs examination, a significant
difference was noted (p-value<0.001), and when
compared with that of essay examination, a significant
difference was noted but to a lesser extent (p-value<0.01)
but when the mean scores for traditional long case,
MCQs and essay examinations were correlated with
each other, no significant difference was recorded. By
applying the univariate analysis of variance on the
mean OSCE, mean of long case, mean of MCQs and
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Figure 1. OSCE more fair and valid.
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mean of essay, it showed the least standards deviation
from mean of OSCE,’ mean of essay'? followed by long
case mean'* and the highest standards deviation was the
mean of MCQs.!®

The discrimintary power at each station of the
OSCE was determined and the score in each station
correlated to the whole OSCE. During a survey done,
most of the examiners (95.45%) and students (90.85%)
consider the OSCE was more fair and valid than other
traditional examinations (Figure 1), and the p-value
compares between the two was more than 0.05, on the
other hand 72.72% of the examiners and 90.85% of
the students consider the OSCE as a good alternative
for traditional short case and oral examination (Figure
2) and the p-value<0.05, 68% of the examiners, 82%
of the students consider the questions in the stations
of OSCE covered more subjects and clinical skills than
other traditional clinical examinations (Figure 3) and
the p-value is >0.05, 90% of the examiners consider the
duration of the station is suitable compared to 66% of the
students (Figure 4) and 90.9% of the examiners consider
the OSCE not a suitable alternative for traditional long
case clinical examination but 9.1% consider it a suitable
alternative (Figure 5).

These findings indicate that the OSCE is a reliable,
fair objective exam and provide diagnostic information
about both the candidate and the curriculum.
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Figure 2. OSCE as a good alternative for traditional
short case and oral exam.
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Type No. | Minimum | Maximum | Mean
Long case 164 25 90 61.39
S2 164 30 100 68.56
S2 164 100 66.4
S3 164 0 100 67.03
S4 164 20 100 67.86
S5 164 20 100 67.16
S6 164 0 100 62
S7 164 10 100 65.48
S8 164 10 100 65.3
S9 164 10 100 67.15
OSCE 164 42 89 66.35
MCQs 164 15 90 59.54
Essay 164 23 92 62.36

Table 1. Descriptive statistics.
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Figure 3. OSCE cover more subjects and clinical skills
than the traditional clinical exam.

DISCUSSION

In the clinical examination, there are three variables,
the students, the patients and the examiners.!” From
the results of our study; the OSCE two variables,
the patients and the examiners are more controlled
and more objective assessment of students clinical
competence is made comparing to the traditional clinical
examinations. In OSCE, we can more clearly define
what skills, attitudes, problem solving abilities and
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Figure 4. Suitable duration of the station.
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Figure 5. OSCE suitable alternative for traditional
long case exam.

factual knowledge are to be assessed. The OSCE tests
a wider range of the candidates knowledge, skills and
can include aspects seldom covered in the traditional
clinical examinations.'®” The marking strategy for
OSCE is decided by the examination committee in
advance. The OSCE can provide feedback to both the
staff and the students to a much greater extent than the
conventional examinations which is useful in directing
further studies for the students and rearrangement of
the curriculum and teaching programs of the staff. In
addition to assessing the competency and performance
of the candidates, the OSCE has many advantages
over more traditional bed side examinations, and as
an evaluation tool, it eliminates the luck of the draw,
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reduce variation in marking standers from examiner to
examiner and can accurately reflect the real life-task of
doctor.’ In this study it was seen that the mean OSCE
is nearer to the mean of essay and the mean of long
case than to the mean of MCQs, and these results differ
from the previous studies which showed that OSCE and
MCQs are equal in their evaluation of students.?*!

The more important point of introducing the OSCE
as an assessment tool in pediatrics clerk ship is to make
use of its steering effect on student learning.

The main disadvantage is the increase preparation
required. As with many educational advance the
benefits are achieved in part by more effort. This effort,
however, takes place before the examination and one
the day of the examination, the examiners time is used
more efficiently. Another possible disadvantage of
OSCE may be the feeling that student‘s knowledge and
skills are being put into compartments and that is being
discouraged from looking at the patient as a whole. A
good assessment of students should include both clinical
skills and factual knowledge, therefore an OSCE should
be complemented by other methods of evaluation,?>?
especially the traditional long case examination, and
can be used as a part of a final assessment and as a
part of a more continuous assessment, as at the end of
each 12 week period during the academic year of the
undergraduate course.

CONCLUSIONS

The OSCE is a reliable, fair, objective and has a
steering effect on the candidates, curriculum and the
examiners. But for more reliable assessment of the
candidates, the OSCE should be complemented by the
traditional long case examination.
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ABSTRACT

Objective: To investigate the role of Chlamydia
pneumoniae in pediatric pneumonia in Babylon, Iraq.

Methods: We conducted prospective study covering
83  children of both sexes and <[4 years old
hospitalized for pneumonia in Babylon hospital
for maternity and children. They were examined
serologically by microimmuno-fluorescence antibody
test (MIF) for IgM for Chlamydia pneumoniae.
Demographic and clinical data were obtained.

Results: Four out of eighty three patients (4.8%) were
positive for Chlamydia pneumoniae. The prevalence

increased with the age to reach 12.5% for those >5
years old. No significant statistic findings regarding
distribution of cases for sex, residence, but significant
for onset. Routine laboratory tests and radiological
features are not specific enough to give accurate
diagnosis of these infections, so empiric regimens might
be used unless diagnosis was done by rapid diagnostic
procedure.

Conclusions: The results of this study suggest a
remarkable role for Chlamydia pneumoniae infection
in childhood community-acquired pneumonia and
the knowledge of true prevalence of this organism
discovered in the community may lead to modifications in

*Shaker K. Gatea, D.C.H, C.A.B.P, Consultant, Assistant Professor, Department of Pediatrics, College of Medicine, Babylon University, Baghdad, Iraq.

E-mail: shakerkareem@yahoo.com.
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the present empirical treatment of bacterial pneumonia.
Thus, specialized rapid laboratory testing for this agent
should be more widely used as IgM serology diagnostic
tests to avoid complicated course and empirical
regimen.

INTRODUCTION

The genus Chlamydia includes 4 species: Chlamydia
pneumoniae,  Chlamydia  psittaci, = Chlamydia
trachomatis and Chlamydia pecorum. These are small,
gram-negative, obligate intracellular organisms.
The first three species can cause pneumonia in
humans. Chlamydia pneumoniae proposed new name
Chlamydophila pneumoniae is a species of Chlamydia
that is antigenically, genetically, morphologically
distinct from other Chlamydia species. '

Viral pathogens are the prominent cause of lower
respiratory tract infection in infant and children <5
years of age, in particularly influenza A and B viruses
and respiratory syncytial virus (RSV). Bacterial
agents are more frequently responsible for infection
in children older than 3 years."? The atypical pathogens
Mycoplasma pneumoniae and Chlamydia pneumoniae
are, respectively, second and third most commonly
identified bacterial causes of community-acquired
pneumonia and are especially prevalent in the 5 to 10
year-old group. However, preschool-aged children are
also at risk.**

Chlamydia pneumoniae causes variety of respiratory
disease pneumonia, bronchitis, prolong cough, less
commonly pharyngitis, laryngitis and otitis media.**
But most of these infections are relatively mild while
older adults may experience more severe disease and
repeated infections.®*

Chlamydia pneumoniae initiate infection by attaching
to the outer membrane of the susceptible host cells.
The organism subsequently produces cytoplasmic
inclusions in infected cells. The cells release the matured
inclusions to infect other cells. Chlamydia pneumoniae
appears to be primary human respiratory pathogen with
no zoonotic reservoir; transmission is probably through
respiratory droplets. It may be responsible for 2-19% of
community acquired  pneumonia, varying with location,
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age and diagnostic method used, it affects all individuals
of all ages, initial infection peak between 5-15 years of
age.®10

Chlamydia pneumoniae infectionmay coinfected with
other agents including mycoplasma pneumoniae.**!
Clinically unapparent infection is common and infection
caused by Chlamydia pneumoniae can not readily
differentiated from those causes by other agents, typical
bacteria and atypical pathogen especially mycoplasma
pneumoniae, where the infection is more severe in the
mycoplasma pneumoniae.®”!

Chlamydia pneumoniae previously called TWAR
(Taiwan associated respiratory agent) is closely related
to psittacosis, the organism may be responsible for
person-to-person spread of psittacosis and cases with
no history of bird or animal contact.’

Serological surveys suggest it is not uncommon cause
of pneumonia in children particularly in the developing
countries. Pneumonia is characterized by mild to
moderate constitutional symptoms but it may be severe
with pleural effusion and empyema.*'*!" X-ray of the
chest often looks worse than patients’ auscultation. Some
investigators have associated Chlamydia pneumoniae
with atherosclerosis, multiple sclerosis, asthma, and
other conditions but evidence supporting any of these
associations is limited.**!°

METHODS

A total of 83 Iraqi children of either sex, their ages
range from few hours up to 14 years included in this
study.

They were admitted to Babylon maternity and
children hospital from November 2005 through April
2006. They were complaining from symptoms and
signs suggestive of community-acquired pneumonia,
depending on fast breathing and/or chest in drawing
(WHO case management for ARI) and confirmed
radiologically.

Blood samples (2 ml) were aspirated in acute phase
only, separated and stored in (-20 C°). These samples
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assayed for IgM antibodies for Chlamydia pneumoniae
by microimmunofluorescence (MIF, Finland). The tests
were done in central public health lab in Baghdad.

Demographic data including age, sex, and residence
of patients were recorded. The following clinical and
laboratory data were reported.

- Onset: whether insidious or abrupt.

- Respiratory and constitutional manifestations: cough,
dyspnea, fever.

- Other respiratory manifestations as pharyngitis.

- Extra respiratory manifestations as haematological
(anemia), skin (rash), central system
(meningitis), cardiac (myocarditis, pericarditis), ocular
(conjunctivitis).

- Ascultatory findings (crepitation, rhonchi, diminish
breath sound, clear chest).

nervous

Finding of their chest X-ray as bronchopneumonia,
lobar pneumonia, or clear chest.

Haematological findings including white blood cells
count (WBC), erythrocyte sedimentation rate (ESR),
haematocrit value (PCV) were registered.

Information about pattern of feeding (breast, bottle,
mixed or usual diet) was obtained.

Statistic analysis: The data collected were analyzed
using computer facilities with available software
statistical package of SPSS10 (statistical package for
social science). The data were presented in simple
measure of frequency, percentage, mean and standard
deviation.

The significance of difference of the qualitative data
was tested using Chi-square (y). Correlation coefficient
(r) was calculated as an indicator to any association
between microorganism seropositivity and age in
months. The prediction equation was also calculated for
confirmation and follow up.

P-value of (0.05) was used as the level of significance.
Odd ratio was calculated to assess the strength of
association between the disease and suspected risk
factors.
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RESULTS

From 83 children admitted to Babylon hospital with
signs and symptoms of community acquired pneumonia,
67 (80.2%) of them less than 5 years old and 16 (19.8%)
patients > 5 years old, 46 females and 37 males. Of those
recruited in this study, 54 (65.7%) patients had chest
X-ray show evidence of pneumonia, 19 (22.8%) in
the form of lobar pneumonia and 35 (42.1%) had
bronchopneumonia, while 27 (32.5%) of them show no
radiological abnormalities, 56 (67.5%) patients from
urban and 27 (32.6) patients from rural as shown in
Table 1.

Patients variabl No. of
atients variables
cases tested (%)
<5 years 67 (80.2)
Age
> 5 years 16 (19.8)
Male 37 (44.6)
Sex
Female 46 (55.4)
Urban 56 (67.5)
Residence
Rural 27 (32.5)
Bronchopneumonia 35 (42.0)
CXR .
) Lobar pneumonia 19 (22.8)
findings
Clear chest 29 (34.2)

Table 1. Distribution of total cases tested according to
the age, sex, residence and X-ray findings.

Four (4.8%) out of 83 children admitted with a lower
respiratory tract infection were positive serologically
for IgM of Chlamydia pneumoniae, 2 of them (50%)
were males, 2 (50%) were females, male to female ratio
(1:1) as shown in Table 2.

No. of cases (%) p-value
Male 2 (50)
0.941
Sex Female 2 (50) ?
. Urban 3(75)
Residence Rural 1 25) 0.063

Table 2. Distribution of cases with Chlamydia
pneumoniae according to the gender and residence.

The Chi-square test revealed no significant difference
between the two populations (p=0.941), this means that

gender is not a risk factor for infection acquisition.
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To confirm this finding and to assess the strength
of association between the disease and suspected risk
factor odd ratio was calculated. A result of (0.6) was
obtained indicating no association.

For residence, 3 patients (75%) were from urban area
and one (25%) patient was from rural area as Table 2
display. The effect of residence on the distribution of
seropositive cases for Chlamydia infection was not
statistically significant (p>0.05).

Table 3 shows the effect of age on distribution of
seropositive cases of Chlamydia pneumoniae. Disease is
rare below 5 years of age (2/67) of those with pneumonia
and <5 years old have Chlamydia pneumoniae infection,
while (2/16) of those with pneumonia and >5 years old
have Chlamydia pneumoniae infection. This demonstrate
thatage is a significant factor for acquisition of disease,
but statistical analysis could not be done due to small
sample size (n=4).

Age Total No. tested sSr' (ii?xnz:)
< 3 months 9 i
3-12 months 17 i
1-3 years 27 2 (50)
3-5 years 14 -
> 5 years 16 2 (50)
Total 83 4(100)

Table 3. Distribution of cases of Chlamydia
pneumoniae according to the age.
¥* Approximation is probably invalid, 3 cells with the
expected count less than 5.

For onset of the disease in Chlamydia pneumoniae,
one patient (25%) get acute onset and three patients
(75%) acquired the disease insidiously, as shown in
Table 4. Most cases of Chlamydia pneumoniae were of
insidious onset, but the effect did not reach statistical
significant (p=0.111). However, cases of insidious onset
were the major contributing factor for ¥ value.

Three patients (75%) of those with Chlamydia
pneumoniae had pneumonia and one (25%) patient
had clear chest X-ray, as shown in Table 4. Chi-square
approximation was probably invalid due to small sample
size.
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No. of cases (%) | p-value
Acute 1(25)
Onset [ Mnsidious 3(75) ot
Bronohopneumonia 3(75)
X-ray - r
. Lobar pneumonia - ) )
finding invalid
Clear chest 1(25)

Table 4. Distribution of cases with Chlamydia
pneumoniae according to the onset and X-ray findings.

Table 5 shows the effect of feeding pattern, all
patients with Chlamydia pneumoniae were fed usual
diet, so statistic analysis could not be done.

Etiological agent Bottle | Breast | Mixed [{;:?1
Chlamydia pneumoniae - - - 4
Total - - - 4

Table 5. Distribution of cases of Chlamydia
pneumoniae according to feeding pattern.

In Table 6, all patients suffer from Chlamydia
pneumoniae infection (100%) get upper and lower
respiratory manifestation, so no statistical analysis could
be done since all cases show upper and lower respiratory
manifestations. But no one of patients with Chlamydia
pneumoniae had extra respiratory manifestation. These
findings were not statistically significant (p>0.05).

In patients with Chlamydia pneumoniae, (50%)
had ascultatory findings (crepitation and rhonchi) and
(50%) show no findings, as shown in Table 6, (p>0.05)
means no statistic significant. Also, Table 6 displays
that all patients with Chlamydia pneumoniae show no
hematological changes.

Clinical manifestations | No. of cases (%) p-value

Lower respiratory

manifestations 4 (100) -

Other respiratory

manifestations 4 (100) -

Extra respiratory
manifestations

Auscultatory findings 2 (50) 0.551

Hematological changes - -

Table 6. Distribution of cases of Chlamydia
pneumoniae according to clinical manifestations.
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DISCUSSION

From the above data, 80.2% of lower respiratory tract
infections occur in children less than 5 years old and
19.8% in >5 years old; this finding comparable with the
other studies.!”

The prevalence of lower respiratory tract infection is
more in urban 56 patients (67.4%) than in rural area 27
patients (32.6%); this might be explained on the base of
crowding and possible droplet spread, beside easy access
to medical services and the education level of parents.
We found that Chlamydia pneumoniae responsible for
(4.8%), this finding comparable with other studies.?®

We use microimmunofluorescence antibody test
(MIF) which has been evaluated and shown to be highly
sensitive and specific for rapid diagnosis of Chlamydia
pneumoniae by identification of IgM (it is important
diagnostic tool in rapid diagnosis of Chlamydia
pneumoniae), the serum samples collected in acute
phase only.>1%!!

We did not do more sophisticated methods as
cultures of nasopharyngeal aspirate which is difficult
to be done or PCR (polymerase chain reaction) which
is the most promising rapid test but its sensitivity and
specificity don’t exceed serology.*!" And both tests are
not available. IgM antibodies serological test shows
diagnostic reliability equal to culture of nasopharyngeal
aspirate and detection of Chlamydia pneumoniae DNA
by PCR.3!"-13

By reviewing the literature about the effect of gender,
residence and age on distribution of infection caused by
Chlamydia pneumoniae, we found that the prevalence
of Chlamydia pneumoniae infection was independent
on sex, but some mentioned that the prevalence is more
in males than females, and they explain this difference
possibly due to cigarette smoking.* In our study, we found
that the distribution of Chlamydia pneumoniae infection
was the same in both sexes with male to female ratio
(1:1). In our group, we found that the residence had role
for acquisition of Chlamydia pneumoniae infection, but
all the literatures don’t explain any effect for residence
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on distribution of cases.***!° This difference is possibly
related to that most of our patients from urban area.

For age, our study shows that Chlamydia pneumoniae
play arole in community acquired lower respiratory tract
infections in school age children, but it presents in all
ages especially after two years old. This finding agrees
with other findings in other part of the world.>*!1°

For feeding, we found that all patients with
Chlamydia pneumoniae infections were on usual diet,
and this explained on the base that infection occur after
2 years of age and the onset of the diseases, is usually
insidious. This finding comparable with other studies
and textbooks.310:12-14

Regarding respiratory manifestations, radiological
findings, auscultation and haematological changes,
we found that neither clinical findings nor laboratory
or radiological parameters distinguish Chlamydia
pneumoniae infection children with
respiratory tract infection. This finding comparable
with other studies, but some studies mention that
Chlamydia pneumoniae responsible for some febrile
pneumonia.3,4,8,10,l4,15

n lower

For other respiratory and extra respiratory
manifestations, our study shows that there were other
respiratory manifestations in all patients with Chlamydia
pneumoniae. While for extra respiratory manifestations,
we had none of those with Chlamydia pneumoniae
who had extra respiratory manifestations. This finding
comparable with some studies in the other part of the
world.**!>!* But other studies and textbooks mention
association of Chlamydia pneumoniae with respiratory
and extra respiratory manifestations.31%1

In our children, we did not express co-infection of both
Chlamydia pneumoniae and Mycoplasm pneumoniae
(the samples submitted for examination serologically
for both Mycoplasma and Chlamydia pneumoniae).
While other studies hightlights the mixed infection in
lower respiratory tract infection. %1114

Though many parameters tested in this study were
statistically not significant, this does not nullify the
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importance of the results; such non-significant results
stress the importance of performing studies on large
scales. Since studies with a limited numbers of persons
enrolled may not be able to produce statistically
significant results even with moderately strong or
increased association.'®

CONCLUSIONS

Chlamydia pneumoniae play a role in community
acquired-pneumoniae in pediatric population especially
in children > 5 years old, and its prevalence not affected
by gender and residence but by age.

There is neither clinical findings nor laboratory
or radiological parameters distinguishes Chlamydia
pneumoniae infection in children with lower respiratory
tract infection.

Rapid diagnostic procedures such as IgM antibody
demonstration or use of PCR (polymerase chainreaction)
should be more widely used to determine the infecting
etiology early in the course and thereby affecting empiric
antibiotic regimens and prevent complicated course.
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THE ROLE OF DYSLIPIDAEMIA IN PATHOGENESIS OF FAMILIAL
DILATED CARDIOMYOPATHY AND NONISCHEMIC HEART FAILURE
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ABSTRACT

Objective: This study had been designed to evaluate
the serum lipid profile concentrations in patients
with familial dilated cardiomyopathy (FDCM) and
nonischemic DCM, and search for a correlation
between serum lipid concentrations and the severity of
heart failure.

Methods: This case controlled study was conducted
in Department of Cardiology in Ibn Albitar Hospital,
Baghdad and in Department of Physiological Chemistry,
CollegeofMedicine, University of Baghdadfrom January
2005 to November 2005. Fifty-one patients DCM were
included in this study, 7 patients with FDCM (40-70
years), and the remainder 44 patients with nonischemic
DCM (19-72 years old). Twenty-five healthy subjects
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(21-60 years) taken as a control group. Investigations
included serum estimation of total cholesterol (Ich),
triglyceride (TG), low density lipoprotein-cholesterol
(LDL-C), high density lipoprotein-cholesterol (HDL-C),
HDL-C/LDL-C ratio and Tch/LDL-C ratio in patient
and control groups. Some of the echocardiographic
parameters were also measured in all patients.
Results: The mean (£SD) values of serum
concentrations of Tch and LDL-C did not differ
significantly between patient groups and controls. Serum
TG concentration was significantly increased in patients
with FDCM and nonischemic DCM when compared
with healthy controls (p<0.018, p<0.011; respectively).
Serum HDL-C concentration was significantly decreased
in nonischemic DCM patients compared with controls
(p<0.0001). An important significant correlations were
also observed between the serum lipid concentrations
and the echocardiographic values in patient groups.
Conclusions: Our data revealed that lipid profile
abnormalities, in particular high serum TG and low
serum HDL-C concentrations, may contribute to the
development of FDCM and nonischemic DCM.

INTRODUCTION

Dilated cardiomyopathy (DCM) is defined by the
presence of left ventricular (LV) dilatation and left
ventricular systolic dysfunction in the absence of
abnormal loading conditions (hypertension, valve
disease) or coronary artery disease (CAD) sufficient to
cause global systolic impairment.! DCM is characterized
by an increase in left ventricular end-diastolic diameter
(>2.7 ecm/m2) and reduced LV systolic function (LV
ejection fraction <50%). DCM is among the most
common causes of heart failure in the young and
a major reason for cardiac transplantation.? It was
estimated that at least 25-30% of DCM patients have
evidence of familial DCM(FDCM).3 Every inheritance
pattern has been noted, including autosomal dominant
and recessive, X-linked, and maternal (mitochondrial)
forms, although autosomal dominant forms are the most
common.” There is increasing awareness of the familial
nature of DCM.* FDCM was defined as the presence of
at least one relative with idiopathic DCM. Iraqi families
with more than one affected member have been reported
by Al-Kubaisy and Al-Safar.® Echocardiogram of those
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patients revealed dilated left sided heart chamber with
severe impairment of LV function, normal valves and
pericardium. Cardiac angiography of those patients
observed global hypoknesia with poor LV function,
normal valves, and normal coronary arteries.®

Low serum cholesterol is associated with increased
mortality in patients with nonischemic systolic heart
failure.” HDL-cholesterol was suggested to have
antioxidant, anti-inflammatory and antithrombotic
properties that would counteract proinflammatory
activity in patients with heart failure.®

Until recently, there are very few published data
about the role of lipid abnormalities in the prevalence
of nonischemic DCM.? The aims of the present
study were to evaluate the serum lipid and lipoprotein
concentrations in patients with FDCM and nonischemic
DCM patients, and search for a relationship between
the measured serum lipid parameter concentrations and
the severity of heart failure.

METHODS

This case controlled study was carried out in the
cardiologic unit of Ibn-Albitar Hospital in Baghdad
city and in the Department of Physiological Chemistry,
College of Medicine, University of Baghdad, Iraq, from
January 2005 to November 2005. The study consisted
of 51 patients with angiographically proved dilated
cardiomyopathy (DCM). Seven of these 51 patients aged
40-70 years (2 females and 5 males) were diagnosed
to have had familial form of DCM (FDCM), and the
remainder 44 patients aged 19-72 years (11 females and
33 males) have nonischemic dilated cardiomyopathy
(nonischemic DCM).

The diagnosis criteria of nonischemic DCM
was made when the echocardiogram showed a left
ventricular ejection fraction (LVEF%) less than 50% in
the absence of angiographic coronary artery disease and
other known causes of DCM, such as primary valvular
disease, severe hypertension and heavy alcohol abuse.!
Moreover, patients were considered to have had FDCM
only when at least two members of the same family
have diseased with the primary DCM.° Full history and
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clinical examination was carried out for each patient
including age, weight, duration of the disease, past
medical history, and drug history.

Exclusion criteria including those patients with a
history of renal impairment (or serum creatinine of more
than 2 mg/dl) and thyroid gland disorders. Twenty-five
healthy individuals aged 21- 60 years (9 females and
16 males) were taken as control group. To be a control
subject, he or she should have no history of heart disease,
diabetes mellitus or hypertension.

Five milliliters of an overnight fasting (10-12) hour
blood sample was aspirated from peripheral vein of each
patient and healthy control. Blood was obtained in dry
tubes for lipid and lipoprotein analysis. After clotting,
serum samples were separated by centrifugation at 4 C
and 600 g. Serum was stored frozen at —20 C until assay.
Serum lipid profile including; total cholesterol (Tch),
triglyceride (TG), high density lipoprotein cholesterol
(HDL-C), low density lipoprotein cholesterol(LDL-C),
Tch/LDL-C ratio and HDL-C/LDL-C ratio were
evaluated in both groups of patients (FDCM and
nonischemic DCM) and control group.

Serum Tch was measured by enzymatic colorimetric
method (Allain et al, 1974).° Serum TG was determined
according to the enzymatic method of Bucolo and
David, 1973.1° Serum HDL-C was assayed using the
enzymatic method of Demacker et al, 1980." All using
kits supplied from Giesse Diagnostics, Italy. Serum
LDL-C was estimated by using Friedewald formula.'

Echocardiographic  parameters including; left
ventricular (LV) ejection fraction (LVEF%), LV end-
diastolic diameter (LVEDD) and LV end-systolic
diameter (LVESD) were measured in all FDCM and
nonischemic DCM patients by consultant cardiologist at
echocardiographic unit by M-mode echocardiography.

SPSS version 6 for window was used for all statistical
analysis. Statistical significance was assayed by ANOVA
and student t-tests. The linear regression test was applied
for the correlation between different parameters and the
significance of the r-values were checked using t-test.
P-value of less than (0.05) was considered significant.
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RESULTS

The results of the present study revealed that the
frequency of familial form of DCM (FDCM) in Iraqi
patients with nonischemic DCM was 13.7 % (7 patients
with FDCM of total 51 DCM patients).

Table 1 showed the clinical data for FDCM and
nonischemic DCM patients and controls. This table
showed that there was no significant differences between
patient groups and healthy controls in respect to age and
weight. With respect to gender, FDCM group consisted
of 2 females (43.0+4.20 years, as mean+SD) and 5
males (53.6+11.59 years). Nonischemic DCM group
included 11 females (49.91+11 years) and 33 males
(46.42+14.75 years). The control group consisted of 9
females (42.67+8.68 years) and 16 males (41.25£11.18
years).

Table 2 and 3 showed the biochemical and
echocardiographic data for FDCM patients, nonischemic
DCM patients and healthy controls. This table revealed
that mean (xSD) values of serum concentrations of Tch
and LDL-C in patients with FDCM and nonischemic
DCM did not differ significantly from those of healthy
controls. However, the (meantSD) values of serum
TG concentrations of FDCM patients and nonischemic
DCM patients were significantly higher than that
of healthy individual controls (p<0.018, p<0.011,
respectively). No significant difference was observed in
serum TG concentrations between the patient groups.
Table 2 also showed that serum HDL-C concentration
(mean+SD) was significantly decreased in nonischemic
DCM patients when compared to that of controls. In
FDCM group, the mean (=SD) value of serum HDL-C
concentrations was lower than that of healthy controls,
but did not reach the significant level. In addition,
there was no significant difference between FDCM and
nonischemic DCM groups in respect to serum HDL-C
concentration. The mean (£SD) values of Tch/LDL-C
and HDL-C/LDL-C ratio in patient groups (FDCM and
nonischemic DCM) are comparable to that of controls
(Table 2).

The results of the present study also revealed that there
was no significant differences in (mean+SD) values of
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serum Tch, TG, LDL-C and HDL-C concentrations
between females and males within each group of FDCM,
nonischemic DCM and control (data not showed).

In nonischemic DCM patients, serum concentrations
of Tch was significantly positively correlated with both
the serum concentrations of TG (r=0.48, p<0.001) and
LDL-C (r=0.92, p<0.0001) (Figure 1 and 3). Of the
most important finding of this study, serum HDL-C
concentrations was significantly positively correlated
with the values of LVEF% (r=0.32, p<0.036) in
nonischemic DCM group (Figure 3).

DISCUSSION

The present study showed that the frequency of
familial form of dilated cardiomyopathy (FDCM)
in Iraqi nonischemicDCM patients was 13.7% (7 of
51). The frequency of FDCM in nonischemic dilated
cardiomyopathy was found to be 16.7% in Iranian
population,' 6.5 % in the Sultanat of Oman,'* and 20%
in Saudi Arabia population.'

The results of this study also revealed that the levels
of serum Tch and LDL-C of FDCM and nonischemic
DCM patients did not differ significantly from controls.

FDCM Nonischemic DCM Control
No.(females/males) 7 (2/5) 44 (11/33) 25 (9/16)
Age (years) 50.57£10.92* 47.30+14.01* 41.76+10.18
Weight (kg) 81.57+£13.62* 79.75+10.13* 74.2+5.91
D f
uration © 31.71£14.99% 26.85+32.11
disease (months)

*Not significant.

Table 1. Clinical data for patients with FDCM, nonischemic DCM
and controls (values as, mean+SD).

Parameter FDCM Nonischemic DCM Control

Tch (mg/dl) 176.0+£28.95*% 169.0+45.53* 166.04+33.67

TG (mg/dl) 190.29+92.93* 159.734+86.60* 108.52+57.44
LDL-C (mg/dl) 103.144+26.02* 104.754+39.62* 105.76+33.66
HDL-C (mg/dl) 34.57+7.14* 32.23+£7.31%* 38.68+6.05

Tch/LDL-C 1.76+0.29% 1.73+0.50% 1.66+0.41
HDL-C/LDL-C 0.35+0.10% 0.36+0.20% 0.43+0.24

*Not Significant.

*Significant differences between patient groups (FDCM and nonischemic DCM) and controls (p<0.05).

**Significant differences between nonischemic DCM group and controls (p<0.001).

Table 2. Mean (£SD) values of biochemical data for FDCM patients,
nonischemic DCM patients and healthy controls.

Parameter FDCM Nonischemic DCM
LVEF% 32.86+8.09* 35.0+8.42
LVEDD (mm) 70.57+10.18* 67.95+8.89
LVESD (mm) 57.57+11.01* 55.30+9.53

*Not Significant.

Table 3. Mean (+SD) values of echcardiographic data for FDCM
patients and nonischemic DCM patients.
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Figure 1. Correlation between serum concentrations of
Tch and serum concentrations of TG (r=0.48, p<0.001).
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Figure 2. Correlation between serum concentration
of Tch and serum concentrations of LDL-C in non
ischemic DCM patients (r=0.92, p<0.0001).

These observations are consistent with that reported
by Skwarek et al., 2008.% Sakatani et al., 2005'® have
demonstrated that lower serum Tch is associated with an
improved outcome in heart failure patients complicated
with CAD, but it predicts a worse outcome in patients
with nonischemic heart failure.

The present study also revealed that, while both
FDCM patients and nonischemic DCM patients had

40

40.00

30.00 =

serum HDL-C mg/dl

20.00 = -

10.00 = -

4000
values of LVEF %

T T
20.00 30.00

50.00

Figure 3. Correlation between serum HDL-C
concentrations and value of LVEF % in non ischemic
DCM group (r=0.32, p<0.036).

significantly lower HDL-C levels, only nonischemic
DCM patients had significantly higher serum TG
concentrations than healthy controls. Skwarek et al.,
2008° Showed that their nonischemic DCM patients
had significantly lower HDL-C concentrations and
markedly higher TG serum levels than controls.These
authors concluded that either lower level of HDL-C or
increased level of TG was independently associated
with the prevalence of DCM. However, Sampietro et
al., 2005" noted that levels of HDL-C categorized as
<40 mg/dl and >40 mg/dl but not hypertriglyceridaemia
were strongly and independently correlated with the
prevalence of DCM.These latter authors also examined
Apo Al and Apo II apolipoprotein levels and suggested
that lower levels of these apolipoproteins (Apo Al
and AIl) may contribute to lower HDL-C in the early
stage of DCM. Hypertriglyceridaemia either isolated
or accompanied by increased Tch levels changes
vasomotor properties via impairment of endothelium-
induced vessel relaxation.'®"

An abnormal coronary flow reserve (CFR) in
the absence of angiographically demonstrable
atherosclerotic disease may reflect dysfunction of the
coronary microcirculation.?’ Neglia etal., 2002! showed
that nonischemic DCM patients have had abnormalities
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of coronary perfusion at rest or during hyperemia.
Coronary microcirculation dysfunction has been
observed in patients with DCM as compared to healthy
controls.?> Moreover, several studies have revealed
the enhancement of endothelial activation in DCM
patients.??* Similarily, the inflammatory activation
of microcirculatory endothelial of patients with
nonischemic DCM has also been observed.?® Prolonged
activation of circulatory endothelial eventually leads to
its dysfunction.” Neglia et al., 2002*' showed severely
decreased myocardial blood flow to be an independent
risk factor of progressive heart failure in nonischemic
DCM patients.

Barter et al., 2004* have reviewed the essential
functions of high serum levels of HDL-C in protection
of heart muscles. In addition to the ability of HDL-C
molecules to promote the efflux of cholesterol from
cells in the artery wall, HDL-C molecules modulate
endothelial function probably by stimulating endothelial
nitric oxide (NO, principle endothelial relaxing factor)
production. HDL-C also possess antioxidant and anti-
inflammatory activities. It has been also reported
that HDL-C and its Apo A-lI bind and neutralize
lipopolysaccharride and bacterial endotoxin, thereby
preventing the release of TNF-alpha, inhibt complement
activation and mitigate cytokine-induced expression of
the endothelial adhesion molecules (ICAM). This leads
to reduce the activation of endothelial and by this way
attenuate endothelial dysfunction.?®2%30

An important significant positive correlation that
observed in the present study between serum HDL-C
levels and LVEF% values may points to new recent
function of HDL molecules in protection of heart
contractility. To our knowledge this finding has not been
published before . Very recently, Freitas et al., 2009°!
concluded that increase in concentration of HDL-C
molecules is an additional therapeutic target for patients
with severe heart failure.

Our results also revealed that gender has no effect
on the levels of lipid concentrations of FDCM and
nonischemic DCM patients as there was no significant
differences in the levels of the studied lipid parameters
between females and males within each group of patient.
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These results differ from that of Skwarek et al., (3) who
observed significant decrease in HDL-C levels, but not
TG levels in DCM females than male patients.

There are no previous published data available on the
status of lipid concentrations in patients with FDCM.

CONCLUSIONS

The data of the present study proposed that lipid
parameters disturbances, particularly serum
HDL-C and high serum TG levels, may contribute (even
partially) to development and progression of FDCM
and nonischemicDCM. Further therapeutical studies on
such patients in attempt to increase their serum HDL-C
levels may be very important.

low
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ABSTRACT admitted to Wad Medani Children Teaching Hospital,

Gezira state, central Sudan.

Objective: The objective of this case control, hospital-
based, prospective study is to determine the influence
of severe malaria on blood glucose and haemoglobin
concentrations and oxygen saturation in young children

Methods: A hundred children with age ranges
between 1-10 years were recruited, 50 children as
cases and another 50 as age and sex matched controls.
The case group had severe malaria defined according
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to WHO classification of severe malaria. The general
information was recorded and clinical examination
was performed on admission. Thin and thick blood
films for malaria were performed. Blood glucose level,
haemoglobin concentration and oxygen saturation were
done. Ethical issues were respected.

Results: Anaemia was found to be the most
predominant complication (74%) of severe malaria
among young children, followed by convulsions (26%),
and hypoglycaemia (8%). The highest prevalence
of the disease (28 out of 50 patients) was observed
in age group of <5 years. Glucose and haemoglobin
concentrations and oxygen saturation were found
significantly decreased in patients when compared with
healthy children.

Conclusions: This study gave evidence that anemia,
hypoglycemia and low oxygen saturation are most
common complications associated with severe malaria
in children. The use of pulse oximetry to estimate
oxygen saturation for all patients with severe malaria
especially children, is recommended. Further studies
to investigate the pathophysiology and prognostic
significance of acidosis in children with severe malaria
are highly suggested.

INRODUCTION

Malaria remains a major cause of morbidity and
mortality, especially among children. It is endemic
throughout most parts of the tropics, but readily
transmitted in sub-Saharan Africa. About 350-500
million clinical malaria episodes were estimated annually
and approximately half of the world’s population is at
risk of malaria.' In areas of high malaria transmission,
severe malaria mainly affects children under five years
of age and pregnant women.>* In other areas, all age
groups are at risk of developing severe malaria.>*

Sudan is the largest country in sub-Saharan Africa and
malaria is a leading cause of morbidity and mortality.
Virtually the whole population of Sudan is considered
to be at risk of malaria, and the whole country is
now considered endemic, with variable degrees of
endemicity.’

Malaria is an important cause of anemia, a leading
cause of child morbidity.® In malaria-endemic areas, the
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incidence and age pattern of severe anemia are strongly
dependent on the intensity of Plasmodium falciparum
transmission.” Severe anaemia has also been associated
with respiratory distress secondary to lactic acidosis
and/or hypoxia.?® The pathogenesis of malarial anaemia
is complex and includes the process of haemolysis,
sequestration of red cells, and dyserythropoiesis.’

Hypoglycemia ‘blood glucose <40 mg/dL (or <2.2
mmol/L),'*!"" is a common complication in acute
falciparum malaria, associated with a high morbidity
and mortality and poor prognosis.'? It may develop in
patients with severe untreated malaria and particularly
among those with hyperparasitaemia.”* Convulsions
associated with  hypoglycaemia are
particularly in children under 3 years of age, with febrile
convulsions and hyperparasitaemia.'*!> Hypoglycemia
may complicate the course of treatment with parental
quinine.'®

common,

Blood oxygen saturation may be used to assess
the ability of blood to carry oxygen to the tissues.!”
Normal oxygen saturation at sea level in a child is 95-
100%. Hypoxia (the percentage of the total hemoglobin
presents as oxyhaemoglobin) is defined as arterial O,
<90% and measured by a pulse oximetry.> The relative
shortage of oxygen in tissues occupied by sequestered
parasites diverts the biochemical pathways not
dependent on oxygen, this results in metabolic lactic
acidosis.'® Acidosis is the best independent predictor of
death in patients with severe malaria, in both adults and
children.”

Hypoxia associated with severe malaria is an
important detrimental factor, correlates with disease
severity.”” Mortality was significantly more common
amongst children in whom impaired consciousness was
associated with hypoxia.*!

This study aims to determine the impact of severe
malaria on glucose and haemoglobin concentrations
and oxygen saturation in young children admitted to
Wad Medani Children Teaching Hospital, Gezira state,
central Sudan.

METHODS

This is a hospital based; prospective case—control
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study was conducted at Wad Medani Children Teaching
Hospital, in the period between October 2008 and
February 2009. Wad Medani is the main town of Gezira
state in central Sudan, located on the western bank of
the Blue Nile River. It lies about 184 kilometers south
to Khartoum, the capital of Sudan. Geographically the
town is located in the Sudanese poor savannah belt and
it is one of the main agricultural areas of the country.
The population in Gezira state was estimated to be 4.2
millions according to the latest census done in 2008.
Anopheles arabiensis is the sole malaria vector in this
area. Wad Medani Children Teaching Hospital is the
main referral hospital in Central Sudan. It serves the
Gezira state and other neighbouring states.

Fifty children less than 10 years of age including 27
females and 23 males, with a gender ratio of 1:1.2 and
of mean age 5.24+2.34 years, were recruited for the
study. Children were admitted to Wad Medani Children
Teaching Hospital, with severe malaria, based on the
WHO criteria of severe malaria. Another fifty, age
and sex matched children who were admitted to the
hospital for elective surgery, check up or other problems
excluding children presented with mixed malaria
infections, pneumonia, asthma and chronic bronchitis
were selected as a control group. The mean age for the
control group was 5.14+2.33 years.

An ethical clearance was obtained from the local
research ethical committee before commencement of
the study and an informed consent was obtained from
the parents or a child guardian.

On admission, patients and controls were interviewed
using a structured designed questionnaire to investigate
the demographic data and symptoms. All children
in both groups were succumbed to comprehensive
assessment, including hydration status and other
complications of Plasmodium falciparum malaria. The
level of consciousness was also assessed using of the
Blantyre coma scale.”

Thin and thick blood films were prepared and stained
following the procedures outlined in Basic Malaria
Microscopy, Part 1,2 using 10% Giemsa stain at
pH (7.2). one hundred fields of thin films fixed with
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methanol and then examined for parasite morphology
and for the exclusion of mixed infections. Parasitaemia
was variably quantified using either the scanty to
heavy or the plus (+) system. Random blood glucose
level using glucose oxidase methods and haemoglobin
concentration using cyanmethemoglobin methods were
measured calorimetrically. Oxygen saturation for each
child was assessed using the pulse oximeter. Patients
were treated with intramuscular or intravenous quinine
under strict supervision.

Statistical analyses of data were performed using
computer program software (SPSS), version 13.0. Data
was expressed as mean+SD. Student’s t-test was applied
to compare the differences between the two groups
(patients and controls), p-values <0.05 were considered
significant.

RESULTS AND DISCUSSION

In this study fever was a prominent symptom
observed in all patients (100%) (Table 1); Similar result
was obtained from an endemic zone in West Africa
reported by Waller D et al.* In four hospitals in Sudan
study, history of fever was reported in 528/543 (97.2%)
of children with severe malaria.?

Symptoms and signs No. (%)

Fever 50 (100%)
Vomiting 37 (74%)
Diarrhea 14 (28%)
Chills 35 (70%)
Cough 23 (46%)
Pallor 21 (42%)
Splenomegaly 04 (08%)
Hepatomegaly 02 (04%)
Convulsions 13 (26%)
Severe malarial anemia 03 (06%)
Hypoglycaemia 04 (08%)

Table 1. Symptoms and signs of study patients.

A cut-off level of haemoglobin stated by the WHO
and UNICEF is less than 11 g/dl for children 6-59
months and less than 11.5 g/dl for children 5-11 years is



Journal of the Arab Board of Health Specializations Vol.11, No 3, 2010

Parameter Controls (n=50) Patients (n=50) | p-value
Glucose concentration (mmol/l) 6.69+1.08 5.32+1.65 <0.0001
Hemoglobin concentration (g/dl) 11.26+1.51 9.90+2.08 0.0003
Oxygen saturation (%) 97.62+0.73 96.88+1.06 <0.0001
Table 2. Glucose concentration, hemoglobin concentration
and oxygen saturation for patients and controls.
Parameters Age <5 (n=28) Age >5 (n=22) p-value
Glucose concentration (mmol/l) 4.83+1.42 5.93£1.76 0.02
Hemoglobin concentration (g/dl) 9.40+2.45 10.54+1.28 0.054
Oxygen saturation (%) 96.82+1.16 96.95+0.95 0.67

Table 3. Glucose concentration, hemoglobin concentration

and oxygen saturation for children with severe malaria in relation to age.

used to define anemia.?® In this study, 74% of patients
were anemic, 6% of them had severe anemia, 32%
had moderate anaemia and 36% had mild anaemia,
conforming to Obonyo CO, et al results from Kenya.?’

The patients in this study had significantly lower
hemoglobin concentration (p=0.0003) as compared to
the control group. These results are in agreement with
previous studies done in Kenya and Gabon, as they
found that severe malarial anaemia is a leading cause of
paediatric morbidity, hospitalization and mortality.?’*

Severe anaemia is correlated with very young age
group. The haemoglobin concentrations was lower in
the age group <5 than that of age >5 (Table 3), but the
difference was not significant. This could be similar to
observations in Kenya where young age was strongly
associated with severe malarial anemia.*

Splenomegaly and hepatomegaly are important
malariometric epidemiological indicators; both are
commonly reported in young children with malaria due
to their low immunity. In this study splenomegaly was
found in 8% of the patients and 4% had hepatomegaly.
These results were lower than reported results in Sudan
before.”* Study done in Mali, showed that splenomegaly
was found in 25% of patients and hepatomegaly in
92%." Our results demonstrated that, patients with
splenomegaly had significantly lower haemoglobin
concentration (p=0009). Similar results were obtained
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by Giha et al., where the spleen size was found to be
significantly inversely correlated with haemoglobin.*

Children are the most vulnerable group to hypoxia,
severe anaemia and hypoglycaemia as complications
of falciparum malaria. This study showed that 8%
of children were significantly hypoglycaemic on
admission, although all patients showed lower blood
glucose as compared to the control group (p=0.0001).

These results were consistent with a previous study
which reported prevalence of hypoglycemia in children
with severe malaria, ranging from 8% to 34%.!°

Measurement of blood oxygen saturation assesses the
ability of blood to carry oxygen to the tissues.** Hypoxia
is a common complication of childhood infections and
is a recognized risk factor for death and correlates
well with the disease severity.” Hypoxia is strongly
associated with inpatient death. The mortality was
significantly more common amongst children in whom
impaired conscious was associated with hypoxia®.

This study showed statistical decrease in oxygen
saturation in patients as compared to the control
group (p=0.0001). However, this decrease in oxygen
saturation is of no clinical significance. None of the
patients had oxygen saturation less than 90% or hypoxic
on admission. This may be due to the small number of
population of'this study. Data reported from Kenya stated
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that hypoxia was found to be more common in children
with severe malaria (31 children had unrecordable
oxygen saturation on admission), especially in those
with clinical evidence of convulsions.*

The geometric mean of parasite density was found
to be 82830/ul, (ranged 6400-497600). This may
reflect the high transmission intensity in Gezira state.
In Uganda, a similar result was observed in high
transmission intensities region suggesting that heavy
Plasmodium falciparum parasitaemia may be important
in the development of seizures, severe malarial anaemia
and impaired consciousness in children below 5 years
of age.’

CONCLUSIONS

This study testifies that anemia, hypoglycemia and
low oxygen saturation are most common complications
associated with severe malaria in children. Pulse
oximetry is essential, easy and non invasive method
for detecting hypoxia so it is recommended to estimate
oxygen saturation for all patients with severe malaria
especially children. Further studies to investigate
the pathophysiology and prognostic significance of
acidosis in children with severe malaria are highly
recommended.
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ABSTRACT Methods: A total of 8807 adolescents were included

in this study. Data were obtained from knowledge,

Objective: To estimate the prevalence of flourishing  quimdes and practices household survey carried out
and the association of mental health status with in 2004. Each adolescent was interviewed by a trained
the socio-demographic characteristics and conduct team and a specially designed questionnaire was filled.
problems of adolescents. Emotional, psychological and social well-beings were
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assessed through a series of measurements. Conduct
problems were measured by self-reporting of school
skipping, smoking, alcohol drinking, inhalant use and
arrestment.

Results: The prevalence of flourishing, moderate
mental health status and languishing were 5.6%,
20.3% and 74.1%, respectively. The prevalence rates of
school skipping, smoking, and other conduct problems
(alcohol drinking, inhalant use, and arrestment) were
60.1%, 62.8% and 59.2%, respectively. Mental health
was significantly associated with age, educational
level, and various conduct problems (p<0.001). No
significant sex variation was demonstrated. Flourishing
was significantly decreasing with advancing age
(p<0.0001) and it was significantly lower among
smokers (p<0.0001), and those with other conduct
problems (p<0.0001).

Conclusions: The low rate of flourishing among
adolescents was associated with a high rate of conduct
problems which could be a psychological response to
the stressful condition prevailing in the country during
the last 3 decades.

INTRODUCTION

Adolescence is a period of intensive development
that roughly spans the ages of 12-21 years." > Because
of the importance of developmental success during this
period, there is a keen interest in the mental health status
of this important subpopulation in developed countries.?
However, mental health research is still relatively
neglected in the Arab world, and child and adolescent’s
psychiatry is not gaining much attention in the region.*

Until recently, mental health remained undefined,
unmeasured and therefore unrecognized. In 1999, the
US Surgeon General conceived of mental health as
“a state of successful performance mental function,
resulting in productive activities, fulfilling relationship
with people, and the ability to adapt, to change and cope
with adversity”.’

In 2004, the World Health Organization published
a report on mental health promotion, conceptualizing
mental health as not merely the absence of mental illness,
but the presence of “a state of well being in which the
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individual realizes his or her own abilities, can cope
with normal stresses of life, can work productively and
fruitfully, and is able to make a contribution to his or her
community”.® Social and psychological scientists have
been studying positives in the subjective well being
(individual evaluations and judgment of their own
lives).” Research had supported that anything less than
complete mental health (flourishing) results in increased
impairment and disability. Adults who were diagnosed
as flourishing functioned superior to all others in term
of the fewest workdays missed, fewest level of health
limitation as activities of daily living, fewest chronic
physical diseases and conditions, and fewest health
care utilization, and the highest level of psychosocial
functioning (lowest level of perceived helplessness),
highest level of functional goals, highest level of self-
reported resilience and highest level of intimacy (i.e.
feeling very close with family and friends).”®

During the last three decades, Iraqi adolescents have
been exposed to wars, economic sanctions, violence and
terror in association with internal conflicts.”!° However,
few reports demonstrated the effect of that exposure on
mental health of adolescents.!""!* The purpose of this
study was to estimate the prevalence of flourishingamong
Iraqi adolescents, and to investigate the associations
of mental health status with the sociodemographic
characteristics (age, gender and educational level) and
conduct problems of participants.

METHODS

Data were obtained from knowledge, attitudes
and practices household survey held by the Ministry
of Health, Ministry of Planning and Development
Cooperation, and Ministry of Sport and Youth in 2004
(KAP-2). A total of 8807 adolescents were included
in this study. A trained team (general practitioner and
a paramedical assistant) visited selected households
and distributed a specially designed questionnaire to
adolescent members of the family. The team was always
present to help participants and ensure confidential and
independent response. Different aspects of the survey
and the questionnaire were explained to each participant
and a verbal consent was obtained.
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Measurement of subjective well being (mental health
in term of the presence of positive feelings towards one’s
life and level of functioning well in life) was carried
out as recommended by other workers.!* The items
used to measure each facet of subjective well being
in adults were modified slightly to be appropriate for
youth and include the 2™ wave of Child Development
Supplement (CDS-11).” The questionnaire was found to
have an internal reliability of 0.7. Emotional well being
(perceptions of avowed happiness and satisfaction
with life and the balance of positive to negative affect
over a period of time) was measured by asking the
youth how often in the past month they had felt happy,
interested in life, satisfied or if they can not describe
their feeling. Psychological well-being (reflects how
much individuals are thriving in their private lives)
was measured by purpose in life, positive relationship
with others, personal growth and autonomy. Social
well-being (operationally how much individuals see
themselves thriving in their public) was measured by
social integration, social actualization, social acceptance
and social coherence."

Specifically, youth in CDS-11 indicated how
frequently during the past month they experienced three
symptoms of emotional well being, four symptoms of
psychological well being and five symptoms of social
well being. Adolescent diagnosed as flourishing in
life must exhibit high levels on at least one measure
of emotional well being, and high levels on at least
six measures of positive functioning. Individuals who
exhibit low level on at least one measure of emotional
well being and low levels on at least six measures of
positive functioning are diagnosed as languishing (poor
mental health) in life. Adolescents who do not fit the
criteria for either flourishing or languishing in life were
considered moderately mentally healthy.?

Conduct problems were measured with single item
based on self-reports. Adolescents reported either the
number of times or whether they had ever skipped
school, been arrested, smoked cigarettes, drank alcohol
or used inhalants to get high.

Chi-square was used to examine the association
of dependent variable (mental health status) with the
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independent variables (age, gender, educational level
and conduct problems). P value less than 0.05 was
considered as statistically significant.

RESULTS

The mean age of participants was 17.8+1.9 years
with a male: female ratio of 1.01:1. The prevalence
of flourishing, moderate mental health status
and languishing were 5.6%, 20.3% and 74.1%,
respectively.

Statistical analysis revealed a significant association
of mental health status with age (p<0.001) with no
significant association with gender (p=0.2). Flourishing
was significantly decreasing with advancing age
(p<0.0001)

Mental health status was significantly associated
with educational level (p<0.001). The most prevalent
category of mental health in different educational levels
was languishing. Languishing among primary school
adolescents (55.1%) was significantly lower than
among secondary school (76.4%) and higher education
(82.7%) adolescents. Flourishing was significantly
higher among primary school adolescents (13.1%) than
among intermediate and secondary school adolescents
and higher education adolescents (5.4%, 3.1%,
and 1.5%, respectively). These findings are shown in
Table 1.

The prevalence rates of school skipping, cigarette
smoking (regular and occasional) and other conduct
problems (alcohol drinking, inhalantuse, and arrestment)
were 60.1%, 62.8%, and 59.2%, respectively. The
association of skipping school, smoking, and other
conduct problems with mental health status was
statistically significant (p<0.001). Flourishing was
significantly lower among smokers (p<0.0001) and those
with other conduct problems (p<0.0001). Languishing
was the most prevalent category of mental health status
among adolescents having different conduct problems
(76.0% for school skipping, 88.4% for smoking, and
84.5% for other conduct problems), as it is shown in
Table 2.



Journal of the Arab Board of Health Specializations Vol.11, No 3, 2010

Mental health status
D : e L Moderate mental .
emographic characteristics Total Flourishing Languishing
health
No. (%) No. (%) No. (%)
12-14 2722 291 (10.7) 520 (19.1) 1911 (70.2)
Age group
Years) 15-18 3205 149 (4.6) 986 (30.8) 2070 (69.6)
(Years 18-21 2880 53 (1.8) 282 (9.8) 2545 | (87.7)
Se Male 4521 263 (5.8) 890 (19.7) 3368 (74.5)
X
Female 4286 230 5.4) 898 (20.3) 3158 (73.7)
Illiterate 1058 132 (12.5) 343 (32.4) 583 (55.1)
Educational Prlmar'y school 1076 141 (13.1) 273 (25.4) 662 (61.5)
level Intermediate school 2116 114 (5.4) 362 (17.1) 1640 (77.5)
eve Secondary school 2286 71 3.1) 449 (19.6) | 1746 | (76.4)
Higher education* 2291 35 (1.5) 361 (15.8) 1895 (82.7)
Total 8807 493 (5.6) 1788 (20.3) 6526 (74.1)
*Diploma, Bsc degrees, and higher qualifications.
Table 1. Mental health status by age, sex and educational level.
Mental health status
Moderate mental
Conduct problems Total Flourishing Languishing
health
No. (%) No. (%) No. (%)
Skipping Yes 5289 282 (5.3) 986 (14.6) 4021 (76.0)
school No 3518 211 (6.0) 802 (22.8) 2505 (71.2)
Smoker 3365 9 (0.27) 380 (11.3) 2976 (88.4)
Smoking Occasional smoker* 2163 30 (1.9 404 (18.7) 1729 (79.9)
Never smoke 3279 454 (13.8) 1004 (30.6) 1821 (55.5)
Otger Yes 5220 25 (0.5) 784 (15.0) 4411 (84.5)
conduct
problems No 3587 468 (13.0) 1004 (28.0) 2115 | (59.0)
Total 8807 493 (5.6) 1788 (20.3) 6526 (74.1)

*Adolescents smoke now and then.

Table 2. Mental health status by conduct problems.

DISCUSSION

Our finding that only 5.6% of Iraqi adolescents were
flourishing is much lower than that reported in United
States (40%),> which may be attributed to the fact
that Iraqi adolescents have been exposed to the Gulf
Wars, economic sanctions and lastly internal conflicts
accompanied by violence and terror.”'° The only existing
long term psychological follow up of 1991 Gulf War'?
revealed that the impact of war on children is not over
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when fighting ceases. Several workers documented
the impact of wars on mental health and psychological
development of children.'>" Empirical evidence from
war'? and non-war® situations demonstrated that
post-traumatic stress reactions persist in children and
adolescents. Threat to survival is especially critical
in the development of post-traumatic symptoms in
children.”! The psychological effects of major national
trauma are not limited to those experienced it directly,
and the degree of response is not predicted simply by
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objective measures ofexposure.?>? Malnutritionhasbeen
reported to predispose to behavioral disorders, mainly
externalizing behavior problems (conduct problems,
socialized aggression, excessive motor activity and
tension problems).?* Epidemiologic studies suggest an
association between maternal and fetal perinatal risks
(e.g. maternal malnutrition, low birth weight, preterm
delivery) with psychiatric disorders.”>?° In Iraq several
reports documented a high prevalence of malnutrition,
low birth weight and prematurity in association with
economic sanctions’*3* which may have contributed
to the very low prevalence rate of flourishing among
adolescents.

In line with previous studies,’ this study documented
that flourishing among adolescents was significantly
declining with age. This finding supports the notion that
repeated occurrence of traumatic stress has accumulative
effect on the mental health of a child victim.** No
significant sex variation in mental health status was
observed, a finding which is similar to that of Shalev
et al.” This finding may be due to fact that both man
and women were similarly affected by stressfulness of
living in a situation of continuous terror and violence in
Iraq. However, our findings are inconsistent with those
of other workers.**-’

Flourishing rate was significantly decreasing with
increase in educational attainment, a finding which
is inconsistent with that of Keyes,> who showed that
the level of overall mental health (flourishing) was
increasing with increasing years of education. In this
regard Iraqg may be in a unique situation with low rate
of flourishing that was decreasing with educational
attainment, which may be attributed to the continuing
psychological stress associated with the Gulf Wars,
economic sanctions and internal conflicts since 1980.

The high prevalence of conduct problems among
adolescents could also be a psychological response to
the continuing stress associated with wars, economic
sanctions and internal conflicts. A sustained increase in
consumption of cigarettes, alcohol and marijuana was
reported among Manhattan, New York residents after
September. 11, 2001.%%* Persons who experience major
trauma may use substance to relax and cope with stress
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and once psychopathology has developed, substance
use can exacerbate symptomatology.**-+2

The finding of low rates of flourishing in association
with smoking and other conduct problems is in
agreement with that of Keyes.” Flourished adolescents
usually had fewert conduct problems and highest level
of school integration and usually function better than
moderately healthy adolescents, who in turn function
better than languishing adolescents.

CONCLUSIONS

This study revealed a low flourishing rate among
adolescents in association with high rates of conduct
problems which could be a psychological response to the
stressful situation prevailing in the country during the last
three decades. Our findings emphasize the importance
of positive mental health on adolescents development.
Therefore, there is a need for implementing a mental
health programme that involves creation of social and
environmental situations in which mental health will
grow and flourish. Such a programme should include
dealing with the consequences of conflicts and economic
stresses within the society.
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THE RELATIONSHIP BETWEEN STRESS, URGE, AND MIXED URINARY
INCONTINENCE IN FEMALES AND URODYNAMIC FINDINGS
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ABSTRACT

Objective: To investigate the relationship between clinical symptoms, severity of incontinence, and urodynamic
findings in females suffering from mixed, urge and stress incontinence.

Methods: One hundred and seventy three patients suffering from either urgency, urge incontinence, mixed or stress
incontinence of those who were submitted to the urodynamic units in Aleppo University Hospitals between 1 January
2008 and 30 September 2009 were included in the study. Cystometric bladder capacity at maximal and first desire to
void and bladder compliance, presence of overactivity or hypersensitivity, stress test according to the criteria of the
International Continence Society were evaluated.

Results: The urodynamic study had a low sensitivity (54.5%) and a high specificity (97.7%) in detecting genuine
stress incontinence in women suffering from pure stress or mixed incontinence, and this sensitivity rose up to (87.5%)
in women suffering from pure stress or stress-predominant mixed urinary incontinence. According to the parameters
used in the study to put a diagnosis of urge incontinence on urodynamic study, the urodynamic study had a sensitivity of
(87.7%) and a specificity of (90%) in detecting urge incontinence in women suffering from urinary pure urge or mixed
incontinence. Some factors were statistically more common in the group of patients who had severe incontinence,
and those factors were, old age, menopause, presence of urge incontinence in clinical history, presence of urge
incontinence on urodynamic study, and presence of terminal overactivity on urodynamics.

Conclusions: Subjective symptoms of urge and stress incontinence had good correlation with urodynamic findings
in pure cases, and fair correlation in mixed cases. Severe incontinence correlated with a clinical history of urge and
mixed incontinence.
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INTRAVENOUS SEDATION IN DENTAL SURGERY,
MIDAZOLAM VERSUS DIAZEPAM

ALl 5lie a5l 1l clilee b sanysll cpSail
Mfaddi Atwan Bataineh, MD, JBA; Mohammad Adnan Khasawneh, JBA
digbad] pliac so>0 .5 il jundo s

ABSTRACT

Objectives: A study on intravenous sedation in dental surgery was conducted comparing diazepam with
midazolam.

Methods: One hundred and twenty patients, aged between 12 and 50 years, ASA grade I or Il divided randomly into
two groups. A total of 80 patients received diazepam 0.03 mg/kg with fentanyl 0.7 ug/kg (Group-A), and 40 patients
received midazolam 0.03 mg/kg with fentanyl 0.7 ug/kg (group-B). In both groups, the dental surgeon gave 1.5-3
ml xylocaine 0.5% with adrenaline 1:200.000 to perform the nerve block to the upper or lower jaw as needed. No
premedication was given. Perioperative cardiovascular effects, anterograde amnesia, respiration, oxygen saturation,
patient satisfaction and adverse venous sequelae were investigated.

Results: Blood pressure was reduced in both groups; the reduction was less than 30 mmHg, the difference was
not significant. In diazepam group (A), 30% were able to remember the events, 25% suffered painful injection, 10%
suffered redness and swelling at site of injection. In midazolam group (B), 10% were able to remember the events,
no patient suffered redness and swelling at site of injection or painful injection, the difference was statistically
significant for these adverse effects.

Conclusions: Both drugs gave safe and acceptable sedation. Midazolam was superior to diazepam, had better
amnesic effects, more patient satisfaction with no incidence of venous sequelae.
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Medical Case

Cotton Wool Appearance of Paget’s Disease
ol 613 Glw b haddl ghad pgtie

A 63-year-old man presented with a long-standing history of sinusitis and 3 weeks of frontal headache.
The physical examination was unremarkable. The alkaline phosphatase level was elevated at 434 TU per liter
(upper limit of the normal range, 129). The serum calcium level was within normal limits. Radiography of the
skull (Panel A) showed thickening of the outer and inner tables of the cranial bones, widening of the diplog,
and a “cotton wool” appearance caused by irregular areas of sclerosis (arrows). Computed tomography of the
skull (Panel B) confirmed bony expansion, cortical bone thickening, and irregular areas of sclerosis (arrows).
These imaging findings reflect the mixed osteolytic and osteoblastic phases of Paget’s disease, resulting in
accelerated bone turnover with bone deposition and expansion. The patient was treated with alendronate,
which resulted in improvement in frontal headache.

aily L Gagyall S5l Gandll ek ol el 3 3 gun £ laa g s Sl o 2V Ak daly aal) 35 63 ope iy
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N Engl J Med 2010,363:e9 August 5, 2010. Images in Clinical Medicine
Translated by Samir Aldaldati, MD
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THYROTOXIC PERIODIC PARALYSIS:
A CASE REPORT AND LITERATURE REVIEW

bl oY1 8 Raalye e Ak Alla iz gyall Bl alawd) (L
AbdulQadir Maghded Zangana, CABS, FICS, MD
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ABSTRACT

We describe a 19-year-old girl with a 3-month history
of episodic muscular weakness, involving mainly lower
limbs. Hypokalemia was documented in one episode
and managed with intravenous potassium chloride.
Hyperthyroidism was diagnosed 3 months after onset of
attacks because of the mild symptoms. The patient was
subsequently diagnosed as having thyrotoxic periodic
paralysis associated with Graves’ disease. Treatment
with propranolol and methimazol was initiated and one
year later underwent near total thyroidectomy.

INTRODUCTION

Thyrotoxic periodic paralysis (TPP) is an uncommon
disorder characterized by simultaneous thyrotoxicosis,
hypokalaemia, and paralysis and is the most common
acquired form of periodic paralysis. It is usually
associated with low plasma potassium levels and is
often precipitated by physical activity or ingestion of
carbohydrates.

CASE PRESENTATION

A 19-year-old girl was admitted at the Hawler teaching

hospital for evaluation of episodic muscular weakness.
She recalled three similar episodes in the previous 3
months, which started during sleep or post-exercise rest.
Attacks consisted of flaccid muscle weakness that varied
from mild proximal leg weakness to quadriparesis,
involving mainly the lower-limbs. Hypokalemia (2.5
mEqg/L) and mild hypomagnesemia (1.55 mg/dL)
were documented in one episode and managed with
administration of intravenous potassium chloride in the
emergency department. In this attack, proximal flaccid
quadriparesis was observed, with normal reflexes and
sensory activity.

Three weeks later (between episodes) laboratory
studies revealed the following results: serum sodium
145 mEq/L (133-145), potassium 3.5 mEq/L (3.52-
5.10), calcium 9.03 mg/dL (8.27-9.80), albumin 34.5
g/L (34-48), urine sodium 77 mEq/L (25-150), urine
potassium 93 mEq/L (18-84). She had no significant
personal or familial medical history and was not taking
any medication. She related weight loss, distal tremor,
and heat intolerance for 3 to 4 months. On admission,
blood pressure was 120/60 mmHg and heart rate 84
beats/minute. Physical examination revealed a slightly

*Abdulqadir Maghded Zangana, CABS, FICS, MD, Head of Department of Surgery, College of Medicine, Hawler Medical University, Erbil, Iraq.

E-mail: dragzangana@yahoo.com.
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diffuse enlarged thyroid gland without nodules, fine
resting tremor of the hands, and mild proximal lower
limb weakness. Unilateral exophtalmus was present
(Figure 1). Thyroid stimulating hormone level was
<0.04 pU/mL (0.24-4.9), free thyroxin level 3.18
ng/dL (0.79-1.60), and free tri-iodothyronine 1.44 ng/dL
(0.23-0.38). Thyroid radioiodine uptake was 47% at 2
hours and 74% at 24 hours, and scan revealed a diffuse
homogeneous uptake. The patient was diagnosed as
having thyrotoxic periodic hypokalemic paralysis
associated with Graves’ thyrotoxicosis. Treatment with
propranolol and methimazole was initiated, followed
later by near total thyroidectoy, histopathology showed
extreme thyroid hyperplasia (Figure 2).

After 1 year of follow-up after surgery the patient
remains euthyroid and symptom free.

Laboratory findings

Hypokalemia, hypophosphatemia, and hypomagnesemia

Normal acid-base balance

Hypercalciuria and hypophosphaturia

Abnormal thyroid function tests (low TSH; elevated free
and total T, and T,; increased T, uptake)

Electrocardiographic abnormalities

Sinus tachycardia

Hypokalemic changes: prominent U wave, prolonged
PR interval, increased P-wave amplitude, widened QRS
complexes

First-degree atrioventricular block

Atrial and ventricular arrhythmias

Table 1. Manifestations of thyrotoxic periodic
paralysis.

Figure 1. Nine-teen-year old female patient with the
diagnosis of thyrotoxic hypokalemic periodic paralysis
with moderate unilateral exophthmous, anxious.
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Figure 2. Extreme thyroid hyperplasia in the above
patient with tall cells, small follicles, scant and
“scalloped” colloid.

DISCUSSION

Thyrotoxic periodic paralysis (TPP) is a rare
complication of hyperthyroidism characterized by
episodes of muscle weakness and hypokalemia. TPP is
often not recognized at first attack due to a very low
prevalence among the Caucasian population and usually
mild symptoms of hyperthyroidism.!

The present case describes a 19-year old girl patient
suffering from TPP due to Graves’ disease. TPP is an
uncommon and potentially life-threatening complication
of thyrotoxicosis characterized by acute and reversible
episodes of muscle weakness and hypokalemia.’
It occurs in about 0.1 to 0.2% of the hyperthyroid
population in North America, and it is 10 times more
frequent in the Oriental population and in males.® The
high incidence of this disorder in Asians suggests that
the basic defect may be genetically determined, but the
precise pathogenesis of TPP remains unclear. Although
the association with the HLA system may suggest an
immunogenetic etiology ofthe TPP.*

Although episodes of paralysis are not correlated
with the severity of the thyrotoxic state, it is known
that resolution of TPP occurs once euthyroidism is
established; therefore, the presence of excessive thyroid
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hormone in serum seems necessary for this disorder.!?
It has been shown that patients with TPP have a
significantly higher Na-K-ATPase pump number and
activity than healthy subjects or thyrotoxic patients
without a history of paralysis.* Thyroid hormone,
B-adrenergic catecholamine and insulin can increase the
pump activity in skeletal muscles, liver or kidneys. This
leads to a shift of potassium into the cells, manifested
as low serum potassium, as seen in our patient, but
without changing the total body potassium level. This
may explain why weakness resolves when potassium
returns to the extracellular space.’ Finally, the attacks of
paralysis tend to occur during the night, as in our patient,
and after stress, alcohol intake or a carbohydrate-rich
meal, suggesting a possible role of hyperinsulinemia.**

Myopathic pattern during attacks of paralysis that
disappeared during remission has been reported in
electromyogram, while peripheral nerve function
remains normal.’

Diagnosis of TPP is based on clinical and biochemical
evidence of hyperthyroidism and hypokalemia in a
patient with a history of recurrent episodes of proximal
muscle weakness, affecting mainly the lower limbs,
without a family history of this disorder. The severity
of attacks varies from mild weakness to quadriplegia or
total paralysis. Bulbar, respiratory and ocular muscles
are rarely affected. In the majority of patients, deep
tendon reflexes are markedly diminished or absent.
Cognitive and sensory functions remain normal. The
onset of paralytic attacks usually coincides with the onset
of hyperthyroidism, although symptoms, if present,
are often mild. Some electrocardiogram features that
can suggest a diagnosis of TPP are the triad of sinus
tachycardia attributable to the hyperadrenergic state,
prolonged QT-U interval attributable to hypokalemia,
and a paradoxically prolonged PR interval due to the
thyrotoxicosis, (Figures 3,4)

Figure 3. Severe ECG changes in lead III with signs of
hypokalemia during the attack.
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Figure 4. Lead III, ECG returned to normal of the same
patient after correction of potassium given by infusion.

Definitive treatment of TPP consists in the
management of thyrotoxicosis by medical therapy,
surgery or radioactive iodine therapy. Treatment
for an acute attack is potassium administration, but
excessive doses of potassium can lead to hyperkalemia
once potassium shifts to the extracellular space.” No
correlation between potassium dose administered and
recovery time was observed. To prevent attacks until
euthyroid state is achieved, a useful therapy is the
administration ofa -adrenergic blocker like propranolol.
Other preventive measures that may be -effective
include a low-carbohydrate diet and potassium-sparing
diuretics.® Use of potassium supplements is not useful
for prophylaxis against further paralytic attacks, and it
should not be given to patients between episodes.”®

CONCLUSIONS

Although thyrotoxic periodic paralysis is a rare
disorder, but it should always be considered in
patients with acute paralysis and hypokalemia,
and thyroid function should be evaluated.
In summary, episodes of periodic paralysis usually
precede the diagnosis of thyroid dysfunction and do
not recur once euthyroidism is achieved. Therefore, it
is necessary that an early diagnosis of TPP is made to
administer definitive treatment and prevent morbidity
and mortality, mainly due to fatal arrhythmias.
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Public Health

Risk Factors for Developing Tuberculosis:

A 12-year Follow-up of Contacts of Tuberculosis Cases
Jead) asal cphallial) asall Ao A 12 3aal daglia dad s dud) glal) glail 3) gladl) Jalge

Marion SA, et al.
Int J Tuberc Lung Dis 2010 Sep;14(9):1112-9.

Background: Many risk factors for the development of tuberculosis (TB) have been reported but have not been
simultaneously assessed.

Objective: To determine the risk of developing TB associated with each risk factor, after adjusting for all others.
Methods: We performed a population-based, retrospective cohort study of the contacts of TB cases recorded in
British Columbia, Canada. Known risk factors for the development of TB were assessed over a 12-year period; Cox
regression was used to estimate the hazard ratios (HRs) of TB, adjusting for the other factors.

Results: Among 33146 TB contacts, 228 developed TB during the study period (TB rate 668 per 100 000 population,
95%CI 604-783). The main risk factors for TB development were malnutrition (HR 37.5), no treatment of latent TB
infection (HR 25) or <6 months of treatment (HR 5.38), age 0-10 years (HR 7.87), being a household contact (HR
8.47) and having a tuberculin skin test induration of >/=5 mm (HR >/=4.99). Bacille Calmette-Guerin vaccination
significantly reduced the risk of TB development (HR 0.32, 95%CI 0.20-0.50).

Conclusions: Among contacts of TB cases, we have identified the few factors that carry a very high risk for developing
TB. These factors identify populations at highest risk and permit more effective TB control.
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Pediatrics
Juby b

Natural History and Predictive Risk Factors
of Prolonged Unconjugated Jaundice in the Newborn

Sl eVl L Lyl 5 shal) Jalgg apal)
BNl s sl PUJ Jshall o sihal)

Narasimhappa G, et al.
Pediatr Int 2010 May 17.

Background: This study aimed to investigate the natural course and risk factors for prolonged unconjugated jaundice
(PUJ) in neonates.

Methods: This was a prospective descriptive study conducted in a tertiary care referral hospital of Northern India.
The study included neonates presented with clinical jaundice beyond 14 days of age. A detailed history, clinical
examination and investigations were performed in all. All were followed till the normalization of clinical jaundice or up
to 8 weeks of age, whichever was earlier. The key outcome measure was time to normalization of PUJ. Predictive risk
factors for prolonged unconjugated jaundice (PUJ) were analyzed by comparing with matched controls. Regression
analysis was done for independent predictive risk factors of PUJ.

Results: 71 infants presented with PJ. Out of them 66 infants (93%) had PUJ. G6PD deficiency was the most
common identified association of PUJ (24%). The median duration of jaundice in infants with PUJ was 5 weeks
(range: 5-8). PJ in siblings [OR 2.9 (1.1-7.6)], oxytocin use during labor [OR 3.4 (1.1-10.4)] and G6PD deficiency
[OR 4.0 (1.1-14.1)] were independent predictors of PUJ.

Conclusions: Irrespective of the etiology, by 8 weeks, PUJ disappeared in all infants. G6PD deficiency was the most
common association of PUJ. A history of PJ in siblings, use of oxytocin during labor and G6PD deficiency were
independent predictors for PUJ.
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Surfactant Protein C Gene (SFTPC) Mutation-Associated Lung Disease:
High-Resolution Computed Tomography (HRCT) Findings and its Relation to Histological Analysis
1C abd) gl Jalo (g Ajsa s aa 48|l A8yl ()]
g*.uﬂ\ Salatl) clagagas LeBdle g 43 gils @9l g:ﬁ,\kl\ sgaill Glagaga

Mechri M, et al
Pediatr Pulmonol 2010 Jul 23.

Aim of The Study: Determine high-resolution tomography (HRCT) scan characteristics in children with SFTPC
mutation and correlate them to histological findings.

Patients And Methods: This retrospective multicenter study included 15 children (7 females and 8 males) with
SFTPC mutations. HRCT scans have been performed in all the children and lung biopsies in 8 children.

Results: From all signs assessed on initial HRCT scans, ground-glass opacities (n=14, 93%) and lung cysts (n=6,
40%) were predominant. Interlobular septal thickening (n=1, 7%), air space consolidation (n=1, 7%), paraseptal
emphysema (n=2, 13%), and pulmonary nodules (n=1, 7%) were also found. Histological analysis revealed
accumulation of macrophages in the alveolar lumen, type Il pneumocyte hyperplasia, and alveolar septal thickening.
Dilatation of the respiratory bronchiole and alveolar duct associated with muscular hyperplasia were also described.
Interestingly, lung cysts on HRCT scans were associated with dilatation of terminal bronchioli and alveolar duct in
lung biopsies.

Conclusion: In children with SFTPC mutations, HRCT scan finding was highly correlated to the histological findings
and, as such, represent a useful tool to identify patients that may require SFTPC gene sequencing.
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Incidence of Bacteremias and Invasive Mycoses
in Children with Acute Non-Lymphoblastic Leukemia
Aggliall) e Balal) adl) cilalianly Cbaal) JULY) ais Al cjhilly sl alad Gigaa g

Castagnola E, et al.
Pediatr Blood Cancer 2010 Aug 2.

Background: Data on the epidemiology of bacteremias and invasive fungal diseases (IFD) in children with acute
myeloid leukemia (AML) are scarce.
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Design And Methods: In a multi-center, retrospective study, we analyzed proportion, rate per 1.000 person-days at
risk, and cumulative risk of bacteremias and IFD in children with AML.

Results: Between January 1998 and December 2005, 240 children were treated for AML at 8 Italian Centers, for
a total of 521 treatment courses and 63.232 person-days at risk. Bacteremia was observed in 32% of treatment
courses and IFD was seen in 10% (P<0.0001), with rates of 2.62 and 0.84, respectively (P<0.001). There was a
significantly higher frequency of IFD during relapse treatment: proportion 15% versus 9% (P=0.05), rate 2.10 versus
0.64 (P=0.008) and cumulative risk 32% versus 12% (P=0.007), while there were no differences in the proportion,
rate and cumulative risk of bacteremia during front-line or relapse treatment. The epidemiology of bacteremias and
IFD was different during front-line therapy for M3 as compared to other types of AML, but the differences were not
statistically significant.

Conclusions: Severe infectious complications are frequent during the treatment of pediatric AML, especially during
relapse treatment, and bacteremias are more frequent than IFD.
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Impact of Endoscopy on Management
of Chronic Abdominal Pain in Children

JULY) ol ajall Al Al s o ASfal jaml aladia) Ll

Thakkar K, et al.
Dig Dis Sci 2010 Jul 2.

Background: Endoscopy is performed frequently in children with chronic abdominal pain (CAP), but its impact on
clinical management is unclear.

Aims: We aimed to examine the frequency of changes in immediate medical management resulting from endoscopy
with biopsy evaluating CAP in children.

Methods: We conducted a prospective cross-sectional study to assess the frequency and determinants of management
change in children who underwent endoscopy for evaluation of chronic abdominal pain. Patients were screened
prior to undergoing endoscopy according to inclusion criteria. Each endoscopist was contacted prior to performing
endoscopy and recorded a management plan if endoscopy could not be performed. These responses were compared
with management recommendations by the same physician after the endoscopy and review of histopathology.
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Results: We analyzed 92 endoscopic procedures [63 esophagogastroduodenoscopies (EGDs) and 29 EGD/
colonoscopy] performed in 92 children (mean age 11.6 years) with CAP. Overall, gastroenterologists changed
management plans post endoscopy in 61 (66.3%) patients. In 46 (75%) of these cases, management was changed as
a direct result of endoscopic or histologic findings. Overall, management changes included: reassurance in 17 cases,
dietary changes in 6 cases, proton pump inhibitor (PPI) trial in 11 cases, antispasmodic/anticholinergic medication
trials in 4 cases, and food allergy testing in 4 cases. No significant association was found between management
changes and type of histologic findings or presence of alarm symptoms.

Conclusions: The overall rate of management change after endoscopic evaluation in children with CAP was
approximately 66% (61/92). Management outcome was not associated with type of histologic findings.
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Surgery

)

Combined Resection of the Liver and Pancreas for Malignancy
AELAY el bl Sidly Sl @il Jlatiad)

Hemming AW, et al.
J Am Coll Surg 2010 May;210(5):808-14, 814-6.

Background: Combined resection of both the liver and pancreas for malignancy remains a controversial procedure.
To many, the need for such an extended procedure implies an extent of disease that is usually not amenable to surgical
control, and the extent of the procedure exposes the patients to substantial operative risks. The purpose of this study
was to assess our results with combined resection of the liver and pancreas.
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Study Design: Forty patients underwent combined liver and pancreas resection from 1996 to 2009. Patient ages ranged
from 39 to 69 years (mean 53 years). Underlying diagnoses were neuroendocrine tumor (13), cholangiocarcinoma
(13), gallbladder carcinoma (9), gastrointestinal stromal tumor (3), colorectal cancer (1), and metastatic ocular
melanoma (1). Pancreatic resections included 26 pancreaticoduodenectomies (PD) and 14 distal pancreatic resections.
Liver resections included 18 trisectionectomies (13 right, 5 left), 10 lobectomies (8 right, 2 left), and 12 segmental
resections.

Results: There was no perioperative mortality. One patient who underwent PD with right trisegmentectomy for
gallbladder cancer developed postoperative liver failure that improved with supportive management. Two patients
developed bile leaks that resolved with conservative management. One patient developed a pancreatic leak/hemorrhage
and required a completion pancreatectomy. Mean hospital stay was 14 days (range 7 to 42 days). Median follow-up
was 30 months (range 3 to 76 months). Patients undergoing resection for neuroendocrine tumors had a better 5-year
survival than those with hepatobiliary malignancies (100% vs 37% p=0.01).

Conclusions: Combined resection of the liver and pancreas can be performed safely. The need for combined partial
hepatectomy and pancreatectomy to remove malignancy should not be considered a contraindication to resection in
selected patients.
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Anal Sphincter Repair for Fecal Incontinence

BRI RERRCIN I - TGRSO WY

Chase S, et al.
Indian J Gastroenterol 2010 Aug 7.

Aim: Structural anal sphincter damage may be secondary to obstetric anal sphincter injury, perineal trauma or

anorectal surgery. We reviewed the spectrum of anal sphincter injuries and their outcomes in a tertiary care colorectal
unit.
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Methods: Data of patients who underwent anal sphincter repair between 2004 and 2008 were analyzed retrospectively.
Outcomes were compared with respect to etiology, type of repair, previous attempts at repair and manometry findings.
Outcomes were defined as good or poor based on patient satisfaction as the primary criteria.

Results: Thirty-four patients underwent anal sphincter repair. Twenty-two injuries were obstetric, eight traumatic,
and four iatrogenic. All patients underwent overlap sphincteroplasty with six additional anterior levatorplasty and
seven graciloplasty. Twenty-three (67.6%) patients had a good outcome while nine (26.4%) had a poor outcome. All
patients who had augmentation anterior levatorplasty had a good outcome. Fifty percent of patients with a previous
sphincter repair and 42.9% requiring augmentation graciloplasty had a poor outcome. Median resting and squeeze
anal pressures increased from 57.5 to 70 cmH(2)O and 90.25 to 111 cmH(2)O in those with a good outcome.
Conclusions: Overlap sphincteroplasty has a good outcome in majority of the patients with incontinence due to a
structural sphincter defect. Additional anterior levatorplasty may improve outcomes. Previous failed repairs or use of
a gracilis muscle augmentation may have a worse outcome secondary to poor native sphincter muscle. Improvement
in resting and squeeze pressures on anal manometry may be associated with a good outcome.

8 s Al el claball o Lilaall Qg cpulsill G e Ayl Spad) b Ayl cllay) g dag) G
fpeiioall U AAE dalledl Clang san) G Alls JS 6 sl gty il Bpmdl s A ) Gl (bl sl
Al Sl

2008 5 2004 sle s biaal) 3yl A dun i) dyeaall ~ sl cilileal Cpmalall cagall Gl aaly il el & sdad) )k
il gasalls Al = Da) C¥slae 3gas cadinall OaY) Jaad DU Casall Jalall 1L Lo LoVl 329 ae A G bl 45lhe cas
bl ShaaS illly (apall deli o Sl dpa S s LSy il Gt 25 LA ) da sracall Al AdaaSLall

o al 8 it Cld e LAY 03 (40 22 canii Am il Bpemall 3 LY O] ilileal Igmamd Liaye 34 bl e sl
dxd)) Alianll # 3] as coverlap sphincteroplasty «S)siall spad) gy dlead amgall aan pond Ll Ladle <N a 45 (g,
L'AJ_.)A 23 s Allall s il Jpadll .Y s 7 & graciloplasty Aalll dlasll ~Sals « s 6 4 levatorplasty EIARY o
el ehab pedl Aleall @yie Al ) puen g Langd (%26.4 dpi) aye 9 die A k) ColS Laiy (%67.6 A
Ayl 2 Oa) Glilen] Geranlal) el e %50 die Alall dimas w0l Ciliag) Loy Allall sam 0l sk dpale] 78 dndly dlaall
57.5 oo dalll Alla d dn il $yeaal) Jaia Jags bojl Ll . ilia) ¢ halS Alalil) Alae) #3aY guealadl sl (e %42.9 sic
o) S e vie A3 elaans 111 190.25 (5o (ol sic §pemdll i 3l colanans 70 Y

LS gyl spmall 8 dysondl Y1 e Aanlll h) Gule Vs aliee d Bam 0 S Speaall ppial dlee (3ia5 rcilaliiaY)
oY esalll of AL Al ZOa) cNslae asas of (bl e ST ey $aalel) 7l dadly Alaall Z50a) e hals dleadl o385 o
& geals et pe sl il Yl G35E LAl Bpaall dliae 8 alu) Corall Ao Allall foud 2005 ae B3l o8 Alalil) Aliael)
coadl) Alag dahl) Alla b Ls i) spadl Lais

Totally Endoscopic Lateral Parathyroidectomy:
Prospective Evaluation of 200 Patients

Fouquet T, et al.
Langenbecks Arch Surg 2010 Aug 6.

Purpose: Several new minimally invasive techniques (mini-open, video-assisted, and endoscopic procedures) for

parathyroidectomy have been described. However, totally endoscopic lateral approach parathyroidectomy (Henry
technique) is not routinely performed.
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Methods: This is a prospective study of 200 consecutive patients that underwent totally endoscopic lateral
parathyroidectomy.

Results: Two hundred of 387 patients (52%) with primary hyperparathyroidism were included. Fifty-six patients
(28%) were converted to open parathyroidectomy. Causes for conversion were lack of intraoperative localization
(11%), difficult dissection (10%), bleeding (4%), failure of normalization of IOPTH results (2%), and other causes
(1%). Gland localization (areas 1 to 2 versus area 3) and CaPTHus score (<3 versus >/=3) were not associated with
the risk of conversion. Mean postoperative follow-up was 13 months, and 196 patients (98%) were cured.
Conclusions: Totally endoscopic lateral approach can be proposed in more than half of the patients with good
immediate results. Conversion rate remains important and may explain low acceptance rate of this technique.
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Risk of Early Carotid Endarterectomy

for Symptomatic Carotid Stenosis
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Brinjikji W, et al.

Stroke 2010 Aug 26.

Background and Purpose: The purpose of this study was to determine and compare the rate of stroke, myocardial
infarction, and death in patients undergoing early and late carotid endarterectomy (CEA) after a symptomatic event
and in asymptomatic patients.

Methods: We conducted a retrospective analysis of all CEAs performed in the Department of Neurosurgery between
January 2004 and May 2009. Patients were divided into 3 groups: Group 1, asymptomatic patients; Group 2,
symptomatic patients operated on >2 weeks after their transient ischemic attack or stroke; and Group 3, symptomatic
patients operated on </=2 weeks of their transient ischemic attack or stroke. Primary outcomes were any myocardial
infarction, stroke, or death occurring within 30 days postoperatively. The secondary end point was transient ischemic
attack within 30 days postoperatively.

Results: Five hundred thirty-two CEAs were performed on 507 patients during the study period. Thirty-day follow-up
was available for 500 patients with 525 CEAs. Groups 1, 2, and 3 consisted of 278, 105, and 142 CEAs, respectively.
In total, 12 patients had primary outcomes. In Group 1, 5 patients had primary outcomes of stroke, myocardial
infarction, or death (1.8%); in Group 2, 1 patient had primary outcomes (1.0%); and in Group 3, 6 patients had
primary outcomes (4.2%). There was no significant difference in the rate of primary outcomes among the 3 groups
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(P=0.17) or when Groups 2 and 3 were compared (P=0.24).

Conclusions: Although the perioperative risk of transient ischemic attacks, stroke, death, and myocardial infarction
is slightly higher in symptomatic patients operated on early, CEA can be done with an acceptable risk in properly
selected symptomatic patients within 2 weeks of their transient ischemic attack or stroke.
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Obstetrics And Gynecology
Gl 62 o)) 5 A 5

Risk of Postoperative Pelvic Abscess
in Major Gynecologic Oncology Surgery
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Fagotti A, et al.
Ann Surg Oncol 2010 Apr 9.

Purpose: This study was undertaken to evaluate risk factors for the occurrence of postoperative abscesses in a large
single-institution series of gynecologic cancer patients undergoing major surgery.

Materials And Methods: Patients admitted to the Division of Gynecologic Oncology, Catholic University of Sacred
Hearth, Rome, Italy, between January 2008 and February 2009, were retrospectively analyzed. The occurrence
of pelvic abscesses was identified by sign and symptoms and confirmed with radiological and microbiological
examinations.

Results: A total of 360 patients were analyzed for the study. Exenteration and use of fibrillar absorbable hemostat
were significantly associated with the presence of postoperative abscesses (P<0.0001) by multiple regression analysis,
whereas operative time, type of surgery, lymphadenectomy, or other associated surgical procedures failed to result
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statistically relevant.
Conclusions: The use of fibrillar oxidized regenerated cellulose as hemostatic agent may represent a risk factor for
postoperative abscesses, especially when used during pelvic exenteration.
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Transvaginal Ultrasonography with Water-contrast
in the Rectum in the Diagnosis of Bowel Endometriosis
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Morotti M, et al.
Minerva Ginecol 2010 Jun;62(3):179-185.

Aim: The rectosigmoid is the most frequent location of intestinal endometriosis. Although several techniques have
been proposed for the diagnosis of intestinal endometriosis, no gold standard is currently available. In this review,
we describe in details a new technique for the diagnosis of rectosigmoid endometriosis: rectal water-contrast
transvaginal ultrasonography.

Methods: During transvaginal ultrasonography, an assistant inserts a 6-mm flexible catheter through the anal os into
the rectal lumen; the insertion of this catheter is evaluated under ultrasonographic control. Water contrast is instilled
slowly in the rectum to permit intestinal distension. The colonic wall evaluation is obtained by positioning the
transvaginal probe against a length of the sigmoid colon to obtain either axial or longitudinal images. The injection
of the saline solution facilitates the identification of recto-sigmoid endometriotic nodules which appear as rounded or
triangular hypoechoic masses, located anterior or lateral to the bowel.

Results: This technique has high sensitivity and specificity in the diagnosis of rectal infiltration in women with
rectovaginal endometriosis. The distance between the nodules and the mucosal layer permits to estimate the depth
of infiltration of these endometriotic lesions within the intestinal wall. Rectal distensibility can be estimated. The
procedure is well tolerated by the patients.

Conclusion: Water distension of the rectum facilitates the identification of intestinal endometriosis during transvaginal
ultrasonography.
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The Risk of Deep Venous Thrombosis Associated with Injectable Depot-Medroxyprogesterone
Acetate Contraceptives or a Levonorgestrel Intrauterine Device
medroxyprogesterone acetate Jeall Gilaile aladiad (38)al) (Gaanl) ool JEAL jghai jhad
levonorgestrel J 5 aal) dsaal) Jala ljsllly ciall ALY 4, laay)

Van Hylckama Vlieg A, et al.
Arterioscler Thromb Vasc Biol 2010 Aug 26.

Objective: To assess the risk of venous thrombosis associated with nonoral contraceptives (ie, injectable depot-
medroxyprogesterone acetate contraceptives, hormone [levonorgestrel]-releasing intrauterine devices, a contraceptive
patch, or a contraceptive implant).

Methods And Results: Analyses were performed in the Multiple Environmental and Genetic Assessment study, a
large case-control study on risk factors for venous thrombosis. For the current analyses, we selected premenopausal
women, aged 18 to 50 years, who were not pregnant or who were within 4 weeks postpartum and were not using
oral contraceptives; 446 patients and 1146 controls were included. Injectable depot-medroxyprogesterone acetate
contraceptives were associated with a 3.6-fold (95% CI, 1.8- to 7.1-fold) increased risk of venous thrombosis
compared with nonusers of hormonal contraceptives. The levonorgestrel intrauterine device use was not associated
with an increased risk (odds ratio, 0.3; 95% CI, 0.1 to 1.1). Unfortunately, the few women using a contraceptive patch
or an implant prevented a reliable estimate of the risk of thrombosis.

Conclusions: The risk of venous thrombosis was increased for injectable depot-medroxyprogesterone acetate
contraceptive users, although we were able to reliably exclude an increased risk associated with levonorgestrel
intrauterine device use. Therefore, the latter seems to be the safest option regarding the risk of venous thrombosis.
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Laparoscopic Sacrospinous Ligament Fixation
for Uterovaginal Prolapse
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Wang Y, et al.
Int Urogynecol J Pelvic Floor Dysfunct 2010 Aug 26.

Introduction and Hypothesis: The aim of this study was to investigate the technique, efficacy, and safety of
laparoscopic sacrospinous ligament fixation (LSSLF) for patients with uterovaginal prolapse.

Methods: From May 2004 to December 2006, 93 patients underwent LSSLF at Southwest Hospital, Chongqing,
China. All patients had either grade 3 or 4 uterovaginal prolapse. The surgical results and complications were
evaluated.

Results: All patients had their surgery completed by LSSLF. The average time for LSSLF was 65 min. The average
blood loss was 105 ml. Bladder was injured in four cases (4.3%). The mean follow-up was 18 months. Of the 93
patients, 87 (93.5%) had been cured of their vault or uterovaginal prolapse. Minor postoperative complications were
observed.

Conclusions: LSSLF can be successfully completed in patients with uterovaginal prolapse. It is a safe and effective
treatment method for patients with uterovaginal prolapse. A long-term follow-up is necessary to detect therapeutic
effect and late complication.
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Pulmonary Diseases
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The Sequence Polymorphism of MnSOD Gene in Subjects
with Respiratory Insufficiency in COPD
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Pietras T, et al.
Med Sci Monit 2010 Aug 7;16(9):CR427-432.

Background: Chronic obstructive pulmonary disease (COPD) is associated with the development of respiratory
failure, which, in turn, exposes the tissues to oxidative stress, which is both a cause and a result of respiratory
insufficiency. The first-line defense against oxidative stress is provided by the mitochondrial enzyme manganese
superoxide dismutase (MnSOD), which is a superoxide anion scavenger. It is unknown whether genetic variability of
the enzymes protecting against reactive oxygen species (ROS) can influence the development of respiratory failure
in COPD patients. The aim of the study was to determine the correlation between polymorphism of MnSOD signal
peptide and the occurrence of respiratory failure in the course of COPD.

Material And Methods: The study group consisted of 162 COPD patients (113 men and 49 women). The control
group consisted of 63 subjects. Respiratory failure was diagnosed in 42 COPD patients. In all the examined subjects,
the polymorphism resulting in alanine at residue 9 being replaced by valine and the expression of MnSOD in blood
cells were determined.

Results: The Val/Val phenotype was demonstrated to occur in COPD patients more frequently than in the control
group, as well as being associated with a lower expression level of MnSOD mRNA. Respiratory failure in the course
of COPD also correlates with lower expression of MnSOD mRNA.

Conclusions: The presence of valine at position 9 of the MnSOD signal peptide encoded by exon 2 is a risk factor
for the occurrence of respiratory failure in the course of COPD in the Polish population.
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Cardiovascular Diseases
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High Prevalence of Peripheral Arterial Disease in Patients
with Previous Cerebrovascular or Coronary Event
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Mehlsen J, et al.
Blood Press 2010 May 27.

Aim: The presence of peripheral arterial disease (PAD) in patients with other manifestations of cardiovascular disease
identifies a population at increased risk of complications both during acute coronary events and on a long-term basis
and possibly a population in whom secondary prevention of cardiovascular events should be addressed aggressively.
The present study was aimed at providing a valid estimate on the prevalence of PAD in patients attending their
general practitioner and having previously suffered a cardio- or cerebrovascular event.

Patients and methods: 1000 patients with a previous cardiovascular event were screened and PAD was considered
present when the ankle-brachial index (ABI) of systolic blood pressure was less than 0.90 using the current
recommended technique.

Results: 965 (659 men) patients met the inclusion criteria and had detectable systolic blood pressures on the arms
and ankles. Mean age was 70+/-8 years, 77% were current or previous smokers, and 188 patients were diabetics.
The medical history included stroke in 392, transitory ischemic attacks in 77, acute coronary syndrome in 298, and
ST-elevation myocardial infarction in 253. Brachial systolic and diastolic blood pressures were 139+/-18 mmHg and
79+/-12 mmHg, respectively. Total and LDL-cholesterols were 4.5+/-1.0 mmol/l and 2.4+/-0.8 mmol/l, respectively.
625 patients were without PAD, 322 had mild to moderate PAD and 18 had severe PAD. The overall prevalence of
PAD was 35.3%.

Conclusion: In patients with previous coronary or cerebrovascular events, PAD occurs with a much higher prevalence
than previously estimated. It is suggested that screening for PAD is justified and that it should be carried out in these
patients in order to regulate the possible lifestyle and medical intervention.

sl Ao pana ) Atle sl i) (Sl (s AT LSS el g i PAD Al il i Sl 3y uly 1iad) ik
Ol el Lol 2383 8 LS el 3n e adl saall e DAY salad) ALISY) Calpall DA UDERY) skl 85080 e
bl T LY e o ele) Y il V3 Cingy odbem S Tl ) il Sl o il 651 ey G il et
ey deled 5 Al Calsa (e e lile (pilly Caladl Cpamsslaall malyall ) (53l dibandl)

05 Ladie Adaiadl) Q.\.\)':J\@%Taﬁjum@‘ukc)ms_m\);dﬂ}uwﬂhmw 1000 At e ehya) w3 sl §uhag a3a
s Lo Jpmnal) ALnial 2l ool 035090 o i (ald) oyl Jaknall AB JalSli- sl jml

Al G o S 3 Gl W el it L 3y o Bl Lol ptan (Sl 659 peie) Lingpn 965 (i sl
Gl e G Sall (e oo Ly 188 5 ccomllal) 51 Gl 580l (0 08 (pmpdll (30 77% o LS i 870 laeY) dawssia i
sL.A.w 298 xie sala 4LIS) cila e cL-A.DA 77 xic (TIASs) 3yule 4)\&) u\.\y 6L.A.1‘)A 392 xie ddley 4w dgay oaiayal) ool Aphal)
cale 12479 5 3y ala 184139 (gamall aluwiVly oalia¥) bzl ad cialy Lingye 253 wic ST il g i) ae dull dliac ¢ Lital,

Jfdsas 08245 fdsas 1.0464.5 citly 58 LDL RESY miaie cantll (gl JyindsSs LS s ind S Ll el e 385

87



Journal of the Arab Board of Health Specializations Vol.11, No 3, 2010

bl 838 Al LY Add AT (e Liae 322 e cpn G cliane 625 dic dpdumall bl 8 cld] a5 Jaadly ol sl e
.%35.3 dhadl Galdl) Gl ey L) El el AT e Loaye 185 cinkanall

ol 3 Lee and) il 8y el Lim) 4000 Galpn o Lt led dile s Calsa (il Tgile ) o pall (5l aa gl scilaliiiay)
LU cDlanill el @lldy el o e ganall 038 die Lainall (il 8 T dsagl easa chaY Bys iy e dgng Al o2 i
Byg puall die ol JAll oLl sLal) ooy

High Neutrophil Numbers in Human Carotid Atherosclerotic Plaques
are Associated with Characteristics of Rupture-Prone Lesions
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Tonita MG, et al.

Arterioscler Thromb Vasc Biol 2010 Jul 1.

Objective: To score the number of plaque neutrophils and relate the score to plaque morphology and inflammatory
status.

Methods And Results: Neutrophils are inflammatory cells with tissue destruction capabilities that have been found
at the site of an atherosclerotic plaque rupture or erosion. Poor evidence exists for neutrophil infiltration in human
carotid atherosclerotic plaques, and its association with plaque morphology has not yet been described. A set of 355
human carotid plaques was stained for the neutrophil marker CD66b. High neutrophil numbers were found in plaques
with a large lipid core, high macrophage numbers, and low collagen amount and smooth muscle cell numbers. High
neutrophil numbers were associated with high interleukin 8 (P<0.001) and matrix metalloproteases 8 (P=0.005) and
9 (P<0.001) plaque levels. High microvessel density within plaques was correlated with high neutrophil numbers
(P=0.01). In addition, low numbers of neutrophils were associated with female sex and use of beta-blockers.
Conclusions: For the first time to our knowledge, these results show that neutrophil numbers are strongly associated
with the histopathologic features of rupture-prone atherosclerotic lesions and suggest a role for neutrophils in plaque
destabilization.
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Gastroenterology
iz ) 62 )

Adverse Clinical Phenotype in Inflammatory Bowel Disease: A Cross Sectional
Study Identifying Factors Potentially Amenable to Change
Lakihe Al 1 LN gonall o all Slgand) (g AURY gy pead) Jaail)
Spaxill ALY 5 fgall Jalsal) yyaail Agilia e

van Langenberg DR, et al.
J Gastroenterol Hepatol 2010 Jul;25(7):1250-1258.

Background And Aim: A significant proportion with inflammatory bowel disease (IBD) exhibit an adverse clinical
phenotype reflected in endpoints like surgery and hospitalizations. We sought to identify clinico-demographic factors
associated with these adverse consequences that may be amenable to change.

Methods: Over 6 months IBD patients visiting a metropolitan center were prospectively identified and given a
comprehensive survey addressing patient knowledge, mental health and satisfaction with medical care along with
other clinical data. Logistic regression analyses assessed for associations between clinico-demographic variables and
adverse clinical endpoints (previous surgery [ever] and/or recent inpatient admission over a 16 month observation
period).

Results: Of 256 IBD patients, 162 responded (response rate 63%); 95 (59%) had Crohn’s disease (CD), 63 (40%)
ulcerative colitis (UC), four indeterminate colitis; 53% were female. Factors associated with a greater likelihood of
hospitalization included moderate/severe disease activity, psychological co-morbidity, numbers of medications and
outpatient visits (odds ratio [OR] 7.09 [2.83-17.76],4.13 [1.25-13.61], 1.26 [ 1.03-1.54], 1.17 [1.00-1.37] respectively;
all P<0.05). Post-surgical patients were more likely to have CD, more currently active disease and longer disease
duration (OR 8.55 [2.43-29.4], 3.52 [1.26, 9.87], 1.14 [1.08, 1.21] respectively; all P<0.02), yet were less likely to
have previously seen a gastroenterologist, OR 0.25 [0.08-0.76] (P=0.01).

Conclusions: ‘At risk’ patients (those previously operated, with ongoing disease activity, dissatisfaction and/or
psychological co morbidities) may benefit from early identification and more intensive management. Specialist
gastroenterology care appears to be under-utilized in operated patients yet may reduce future IBD morbidity.
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Endocrinology, Metabolism, And Diabetes Mellitus

SAD 9 AN 5 ) 0.1 6 -4

The Treatment with Growth Hormone Receptor Antagonist in Acromegaly: Effect on Vascular
Structure and Function in Patients Resistant to Somatostatin Analogues
Aaadial) i) selled) Laliizs e dic GH sall) ¢ gap Dl cilabias aladialy dadlaal)
Coilion il goud) lSlanay Anllaall Cpagliall oadasall dis Ao ) Ailigg Ahy Ao

De Martino MC, et al.
J Endocrinol Invest 2010 Jul 1.

Background: Acromegaly is known to be associated to vascular damage characterized by an increase of vascular
wall thickness and an impairment of vascular function.

Aim: The aim of this study was to evaluate the effect of medical treatment with the GH receptor antagonist pegvisomant
on vascular structure and function in acromegalic patients resistant to somatostatin analogues.

Patients: Ten patients (4 males and 6 females, 28-58 years) and 20 sex-, age and BMImatched healthy controls
entered the study. All patients were treated for 18 months with pegvisomant at doses ranging from 10 to 40 mg/day.

Outcome measures: Primary outcome measures were measurement of carotid arteries intima-media thickness
(IMT), and brachial arteries flow mediated dilation (FMD); secondary outcome measures were blood pressure, blood
glucose and lipids levels.

Results: Carotid arteries maximal IMT was significantly higher in patients than in controls at baseline (1.18+/-0.59
vs 0.69+/-0.13, p=0.001) and slightly, but not significantly, decreased after treatment (0.97+/-0.17). Brachial arteries
FMD was significantly lower in patients than controls at baseline (7.5+/-2.5 vs 13.14/-1.4, p<0.001) and significantly
increased after treatment (8.8+/-3.7, p=0.016). Systolic (SBP) and diastolic (DBP) blood pressure values, serum
glucose and insulin levels and HOMA index were higher, whereas HDL-cholesterol levels were lower in patients than
controls at baseline. After treatment, SBP and DBP, as well as serum glucose and insulin levels and HOMA index
significantly decreased whereas no significant change was found in serum lipid profile.

Conclusions: The results of the current study suggested that long-term treatment with pegvisomant, induced a slight
reduction of carotid arteries wall thickness and a significant improvement of brachial arteries vascular function in
patients with acromegaly resistant to somatostatin analogues.

90



Journal of the Arab Board of Health Specializations Vol.11, No 3, 2010

Aabll 8 JIs Gigang Ayseall LoD jan ASLew 52l Saad Aley 403 ae Acromegaly gl deliia dlla 38l sl 448
Jgile

dadags 4y e (pegvisomant) GH saill (says <Dliuse cilalias alasiuly dpdal) dallaall ol il api 1) Zuad)all 28 Cags :uad) Cisa
Ol gila ud) ColSlaay Aatlaall (e sliall il daliia oiaye die due g

Ol gal) ¢ lanal) 3alsill e 20 5 ¢(dis 58-28 o abjlee (il 65 53 4) Lledl) Aalin mye (e 10 Aushall ciled sad) uase
10 Gn Cingli Gleyas e 18 32d pegvisomant alasinls el gues dallae ot BMI aueall A5 aiiag (uially sanll Cun e
Laesy/ale 405

Gl 4 liall Tawlgiall augilly IMT Al ualpil) ddans giall=Ailall Adall 4SLaus (ol Auslial) Al el Chalads :qeilidl) (puld
el asaidlly Sl Cilgie caall Tata e duliall 45l Z50) Wl FMD dgaasl)

Lylaally ampall degene sl pla ISy el cul€ TMT dgladl opuhpill Ao siall-Aglad) digall ASLad alaall Zagl) o Jas gl :qmsladl
Aallaall 2y —aledl Gl (Sl dassy Sy cualling ¢(0.001=p <0.13+0.69 Jilie 0.59+1.18) dcldll Alall 3 wlil) degane pe
A ganay 4jlia i yal) Ao gane (5 b ISy g (il S FMD dpacaed) bl 3 lyally o siall aussill A of Jaa sl .(0.1740.97)
Al 8 s gd (0.016=p <3.748.8) dallaall 2y ala ISy cuala) 385 (0.001>p 1.4£13.1 Jilia 2.5£7.5) dpacldl) Al & aalal)
e el colS HOMA s deaall 8 clsut¥ls Sl (s5ime ¢ bV byl Jasall ¢ aldV) Gyl Jaal) o of dpac )
sl Ao gane Al pmis] HDL 46l e oeaill (g5l Js il € il ilS o b canlill e sanay 43 )ie ocapall de pana
Sl (g5 ¢ b1 3L Jakaal) ¢ al @) 3yl Taiall a8 ala g raals il g Aallaall any Jaa gl a L) de ganay 2)lie
daall agnd amea o dala @lps B2 o) Lay (HOMA jriay deaal) 8 il s

A0bnd) ulplll Has ASlew (8 Jas aalf Giga mpat pegvisomant aladiul 2aY) Algla Aallaad) o dudyall o2a ol = 6 s claliiiay)
(i il paal) lSlaay Aadlaall i) gl Aalin anye die Apaaall Lo ) 8 Ale gl dadagl) ol s aa

Hematology And Oncology
AW oY 62 4

Inhibition of Bcl-2 and Bel-X Enhances Chemotherapy
Sensitivity in Hepatoblastoma Cells

Lag ) 4pasl) a1 LA B Ailiasst) Aatlaall dpabuad) 30 Bel-X s Bel-2 by

Lieber J, et al.
Pediatr Blood Cancer 2010 Aug 2.

Background: An increased expression of anti-apoptotic proteins is regularly found in malignant cells, contributing
to their clonal expansion by conferring improved survival ability. In Hepatoblastoma (HB) apoptosis regulation
contributes to resistance and therapy failure, therefore we modulated apoptosis sensitivity of HB cells for an improved
cytotoxic activity of commonly used drugs.

Purpose: Apoptosis-related proteins were quantified in HB cells (HuH6 and HepT1) using protein assays. Interaction
of ABT-737, a small-molecule inhibitor of Bcl-2, Bel-xL, and Bcl-W with cytotoxic drugs was monitored in a
proliferation assay. Apoptosis induction was measured by caspase-3 activity.

Results: We found high levels of the anti-apoptotic protein Bcl-2 and Bel-X as well as low levels of pro-apoptotic
protein Bax and Bad in both HB cell lines. ABT-737 induced apoptosis in HuH6 and HepT1 cells at concentrations
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higher than 1 microM. ABT-737 also enhanced the cytotoxic effect of cisplatin (CDDP), doxorubicin (DOXO),
etoposide and paclitaxel when used as combination therapy. HuH6 expressed slightly higher pro-apoptotic and lower
anti-apoptotic protein levels than HepT1, which may explain the stronger enhancement of cytostatic drug effects in
HuHG6 cells when treated in combination with ABT-737.

Conclusion: The observed anti-apoptotic phenotype in HB cell lines may contribute to resistance to cytotoxic drugs
used in the standard treatment protocol of HB. These pre-clinical results suggest that apoptosis sensitizers with BH-3
mimicry, such as ABT-737, should be further evaluated in preclinical models of HB.
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Increased Expression of belllb Leads to Chemoresistance

Accompanied by g1 Accumulation
Ailiass daglia &y gaad 3585 hel11b &sall o8 il 325
gl (oLl jghall B dua ol LAY aS) 5 aa 488 jia

Grabarczyk P, et al.
PLoS One 2010 Sep 2;5(9). pii: €12532.

Background: The expression of BCL11B was reported in T-cells, neurons and keratinocytes. Aberrations of BCL11B
locus leading to abnormal gene transcription were identified in human hematological disorders and corresponding
animal models. Recently, the elevated levels of Bcll1b protein have been described in a subset of squameous cell
carcinoma cases. Despite the rapidly accumulating knowledge concerning Bcll1b biology, the contribution of this
protein to normal or transformed cell homeostasis remains open.

Methodology/Principal Findings: Here, by employing an overexpression strategy we revealed formerly unidentified
features of Belllb. Two different T-cell lines were forced to express BCL11B at levels similar to those observed in
primary T-cell leukemias. This resulted in markedly increased resistance to radiomimetic drugs while no influence
on death-receptor apoptotic pathway was observed. Apoptosis resistance triggered by BCL11B overexpression was
accompanied by a cell cycle delay caused by accumulation of cells at G1. This cell cycle restriction was associated
with upregulation of CDKNIC (p57) and CDKN2C (p18) cyclin dependent kinase inhibitors. Moreover, p27 and
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p130 proteins accumulated and the SKP2 gene encoding a protein of the ubiquitin-binding complex responsible for
their degradation was repressed. Furthermore, the expression of the MYCN oncogene was silenced which resulted in
significant depletion of the protein in cells expressing high BCL11B levels. Both cell cycle restriction and resistance
to DNA-damage-induced apoptosis coincided and required the histone deacetylase binding N-terminal domain of
Bcll1b. The sensitivity to genotoxic stress could be restored by the histone deacetylase inhibitor trichostatine A.
Conclusions: The data presented here suggest a potential role of BCL11B in tumor survival and encourage developing
Bcll1b-inhibitory approaches as a potential tool to specifically target chemoresistant tumor cells.
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Brucellosis-Induced Autoimmune Hemolytic Anemia
Treated with Rituximab (October)

Rituximab s dialles i cdlawg ) #10 s 3 olia Dadl oy 88 Als

Bourantas LK, et al.
Ann Pharmacother 2010 Sep 7.

Objective: To present a case of brucellosis-induced severe autoimmune hemolytic anemia (AIHA) that was refractory
to traditional corticosteroid treatment and eventually treated with rituximab apart from antibiotic therapy and to
discuss the potential role of rituximab in similar cases of AIHA triggered by an underlying reversible cause.

Case Summary: A 79-year-old woman was diagnosed with severe AIHA (reticulocyte count 21.5%, hemoglobin
6 g/dL). Initial treatment with prednisone in a regional hospital was not efficacious. Brucellosis was diagnosed by
serology; the disease was further complicated by hepatic and splenic granulomatous involvement and sacral bone
localization. Due to the severity of AIHA as demonstrated by reticulocyte count and hemoglobin levels, the initial
unresponsiveness to corticosteroid therapy, the potential of the underlying infectious cause to relapse along with
AIHA, and the localization of the pathogen in a focal site (bone involvement) that could act as a constant AIHA
trigger, the patient was treated aggressively with rituximab, apart from the typical antimicrobial therapy.
Discussion: Brucellosis can induce autoimmunity and mimic primary hematologic diseases. We reviewed reports
on the unique forms of Brucella-induced hemolysis available in the literature. Massive hemolysis, though, is rare,
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and in the case of a pathogen such as brucellosis, one cannot ignore the potential for infection relapse accompanied
by hemolysis relapse. Cases refractory to corticosteroids are typically treated with invasive amputative procedures
such as splenectomy. However, in cases where an underlying therapeutically reversible cause of infection can be
identified, the proven short-term efficacy and safety profile of rituximab can be of significance.

Conclusions: Novel therapeutic approaches with molecular agents such as rituximab may assist in treatment of
considerably severe infectious pathogeninduced autoimmune hemolytic anemia that is refractory to first-line
therapy.
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Infectious Diseases
(S 62 ey

Etiology of Septic Arthritis in Children
JULYY sl ALY Jualial) Gilgil) s

Young TP, et al.
Am J Emerg Med 2010 Jul 30.

Objectve: We sought to describe the causative organisms and joints involved in cases of pediatric septic arthritis in
the post-Haemophilus influenzae type B and post-pneumococcal vaccine age and in the age of increasing infection
with community-associated methicillin-resistant Staphylococcus aureus (CA-MRSA).

Methods: This was a retrospective chart review of all children younger than 13 years presenting to our tertiary care
pediatric emergency department between January 1, 2003, and December 31, 2007, with the diagnosis of septic
arthritis. We reviewed the results of synovial fluid Gram stain and synovial fluid and blood culture. We defined
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septic arthritis as any of these 3 tests being positive for a known pathogen. We report patient characteristics, joint(s)
involved, and organisms identified in these cases.

Results: We describe 13 cases of septic arthritis. Fifteen joints were involved. The most common joint involved was
the hip (6/15) followed by the elbow (3/15), knee (2/15), and ankle (2/15). The most common organism involved was
methicillin-sensitive S aureus (6/13), followed by CA-MRSA (2/13) and Streptococcus pneumoniae (2/13).
Conclusion: Our results support continued concern for involvement of the hip and elbow in cases of pediatric
septic arthritis and consideration of other joints such as the knee and ankle. Our data also suggest that empiric
antibiotic coverage for CA-MRSA is indicated in cases of pediatric septic arthritis, as well as continued coverage for
methicillin-sensitive S aureus and S pneumoniae.
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Allergic And Immunologic Diseases
Gty s Gl 62 o

Immunoglobulin E-mediated Food Allergies Among Adults with Allergic Rhinitis
N A Qlgally claal) ) sie IgE o lial) ¢l g slally Ualgial) 400380 LY

Sahin-Yilmaz A, et al.
Otolaryngol Head Neck Surg 2010 Sep;143(3):379-385.

Objective: To compare the prevalence of food allergy for peanut, shrimp, and milk in adults with allergic rhinitis and
to determine predictive values of these allergens and total immunoglobulin E (IgE) to detect food allergies.

Study Design: Cross-sectional study.

Setting: University of Chicago Medical Center, Chicago, Illinois.

Subjects And Methods: We retrospectively analyzed in vitro enzyme-linked immunosorbent assays of adults with
rhinitis. Subjects were tested for nine inhalants and three foods (peanut, shrimp, milk) and total IgE. Subjects with
food allergy history were tested with additional foods. The sensitivity (SE), specificity (SP), positive predictive value
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(PPV), and negative predictive value (NPV) of the allergens and total IgE to detect food allergies were calculated.
Results: A total of 283 subjects received in vitro tests. Forty-one percent tested negative and 59 percent tested positive
for inhalants. The prevalence of subjects with a positive peanut or shrimp allergy in the inhalant-positive population
was significantly greater than subjects with milk allergy (23.4% peanut [P=0.008], 22.2% shrimp [P=0.001], and
13.2% milk [P=0.008], P=0.001). For subjects with food allergy history, peanut had the best SP (100.0%), SE
(28.1%), PPV (100.0%), and NPV (64.6%) in detecting allergies to other foods. In patients positive for the initial
panel (inhalants and peanut), the SP, SE, PPV, and NPV of elevated total IgE was 71.4, 72.4, 77.8, and 65.2 percent,
respectively.

Conclusion: Peanut and shrimp were the most common foods encountered in adults with allergic rhinitis. Peanut was
best in predicting other food allergies. Total IgE levels with inhalants plus peanut provided the optimal combination
of SE, SP, PPV, and NPV. In vitro testing may be important to identify and prevent anaphylaxis to foods in adults.
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Neurology
- s
Associations Between Serum Lipid Levels and Chronic Low Back Pain
D il B el alily uaal) asad cbygicun s (383N

Heuch I, et al.
Epidemiology 2010 Aug 25.

Background: Low back pain may be related to abnormal lipid levels because of atherosclerosis in arteries supplying
the lumbar region.
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Methods: In the cross-sectional HUNT 2 study in the Norwegian county of Nord-Trendelag, lipid levels were
measured in 33.962 women and 30.031 men. A total of 8954 women (26%) and 6273 men (21%) reported suffering
from low back pain continuously for at least 3 months in the past year.

Results: In age-adjusted analyses, the prevalence of low back pain was inversely associated with HDL cholesterol
and positively associated with triglycerides, with stronger associations in women than in men. Relatively weak
associations remained in women after adjustment for smoking, physical activity, education, work status, blood
pressure, and body mass, but no associations remained among men. Total cholesterol levels were unrelated to low
back pain in either sex after age adjustment.

Conclusions: The results are partly consistent with the atherosclerosis hypothesis.
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Rheumatology And Orthopedics
(MJ G2 ) 3 s ) 62 el

Usefulness of CRP and ESR in Predicting Septic Joints
AU Juadall 350 5l A phpaal) @l Sl JE Ao yug C Ao i) g ) 523

Ernst AA, et al.
South Med J 2010 Jun;103(6):522-6.

Objective: To determine whether erythrocyte sedimentation rate (ESR), C-reactive protein (CRP), or a combination
of both was better in diagnosing a septic joint.

Methods: A retrospective chart review was done in all patients who had serum assays for ESR or CRP as well as
joint fluid analysis over a two-year period. Based on lab and operative findings, patients (cohorts) were categorized as
having normal, inflammatory, or septic joints. Sensitivities (SEN), specificities (SP), positive and negative predictive
values (PPV, NPV) were obtained using our lab’s positive cutoffs of 15 for ESR and 0.8 for CRP. Contingency tables
were used for comparisons between predictor variables and the presence of septic joints. Receiver operator curves
(ROC) were obtained for CRPs and ESRs.

Results: Of 163 patients, 72 had inflammatory joints, 44 had septic joints, and 47 were normal. Fifteen admitted to
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drug use and 43 to alcohol consumption. There were 120 males and 42 females. The mean CRP for septic joints was
13, 8.5 for inflammatory joints, and 6 for normal. The mean ESR for septic joints was 57, 48 for inflammatory joints,
and 43 for normal joints. By univariate analysis, drug use and elevated CRPs were significantly associated with septic
joints while alcohol use, ESRs, and gender were not. A regression model with 4 variables indicated that drug use and
CRP were predictive of septic joint; alcohol and ESR were not.

Conclusion: CRP is helpful in determining the presence of a septic joint; ESR is not.
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Urology And Nephrology
D B ity 6

Stone Size is Only Independent Predictor
of Shock Wave Lithotripsy Success in Children

agl) Jiiwal) @il jadal) g duanl) b
JUkY) die Asd) ciluand) ey lal Laslal) 7 )5aYL Aadlaal) Lol

McAdams S, et al.
J Urol 2010 Aug;184(2):659-64.

Purpose: We determined whether age, gender, body mass index, number of stones, stone location or total stone
diameter could independently predict stone-free rates after extracorporeal shock wave lithotripsy in children.
Materials And Methods: We reviewed 149 patients 3 to 17 years old undergoing shock wave lithotripsy between
2001 and 2008. Cases were retrieved from a regional shock wave lithotripsy database. Variables analyzed included
age, gender, body mass index, number of shocks delivered, stone location, number of stones and total stone diameter.
Stone-free status on follow up imaging at 2 weeks to 3 months was considered a successful outcome.

Results: Of 149 patients 32 had multiple stones. After shock wave lithotripsy 106 patients (71%) were stone-free,
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12 (8%) required a repeat procedure and 31 (21%) had residual fragments. Number of stones per patient ranged
from 1 to 18 (mean £SD 2.14+£2.60). Mean £SD number of stones was 1.87+£2.42 in successfully treated patients
and 2.8142.92 in those with treatment failure (p=0.065). Total stone diameter ranged from 2 to 90 mm (mean +=SD
14.034£16.68). Mean total stone diameter was 11.1+13.4 mm in successfully treated patients and 21.3+21.4 mm in
those with treatment failure (p<0.005).

Conclusions: To our knowledge we present the first multi-institutional cohort study in children demonstrating no
significant relationship between successful outcome and patient age, gender, body mass index, stone location or
number of stones. Only total stone diameter independently predicted shock wave lithotripsy success.
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Weight Loss: A Neglected Intervention in the

Management of Chronic Kidney Disease

Liajall Agl) (aalpal) i B Alagall cle)al) aaf 158l sl

Ibrahim HN, et al.
Curr Opin Nephrol Hypertens 2010 Sep 8.

Purpose of Review: Obesity is being increasingly implicated as an independent risk factor for the development of
chronic kidney disease (CKD), raising the question whether reversing obesity can be utilized as a mainstay or an
adjunct therapy for CKD and possibly for its prevention. The purpose of this review is to examine the impact of
treatment of obesity on renal outcomes.

Recent Findings: Many observations have pointed to improvement in renal parameters following weight loss. In
fact, both surgical and nonsurgical approaches appear to be effective at reducing blood pressure and proteinuria.
Weight loss has also been shown to lower glomerular filtration rate (GFR) in obese patients, not an insignificant
benefit considering that intra-glomerular hypertension and the subsequent hyperfiltration in the setting of obesity
might be a main driver for the development of CKD.

Summary: Urinary protein excretion, blood pressure, and GFR improve with surgical and nonsurgical weight loss
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interventions. Whether improvements in these surrogate outcomes after weight loss actually translate into a reduction
in the risk of CKD or amelioration in the rate of progression of established CKD is yet to be determined.
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Diagnostic Radiology

(e Garazy

Liver Iron Concentration Quantification by MRI: Are Recommended
Protocols Accurate Enough for Clinical Practice?
LalaiY) clay Ja :pumbalinal) (il jgaail) DA (e Apasl) yaal) dpaS yaas
4 ) Aslaal) A g gt 4K 4Bl daiial)

Castiella A, et al.
Eur Radiol 2010 Aug 6.

Objective: To assess the accuracy of quantification of liver iron concentration (LIC) by MRI using the Rennes
University (URennes) algorithm.

Methods: In the overall study period 1999-2006 the LIC in 171 patients was calculated with the URennes model and
the results were compared with LIC measured by liver biopsy.

Results: The biopsy showed that 107 patients had no overload, 38 moderate overload and 26 high overload. The
correlation between MRI and biopsy was r=0.86. MRI correctly classified 105 patients according to the various levels
of LIC. Diagnostic accuracy was 61.4%, with a tendency to overestimate overload: 43% of patients with no overload
were diagnosed as having overload, and 44.7% of patients with moderate overload were diagnosed as having high
overload. The sensitivity of the URennes method for high overload was 92.3%, and the specificity for the absence
of overload was 57.0%. MRI values greater than 170 mumol Fe/g revealed a positive predictive value (PPV) for
haemochromatosis of 100% (n=18); concentrations below 60 mumol Fe/g had a negative predictive value (NPV) of
100% for haemochromatosis (n=101). The diagnosis in 44 patients with intermediate values remained uncertain.
Conclusions: The assessment of LIC with the URennes method was useful in 74.3% of the patients to rule out or
to diagnose high iron overload. The method has a tendency to overestimate overload, which limits its diagnostic
performance.
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Ophthalmology
Ooiead) 62 o)

Assessment of Visual Acuity in Patients with Age-related Macular
Degeneration 1 Year after Photodynamic Therapy

LS al) dggaal) dadlaall sla) (e A 3y yandly Jagijal) A&kl (i plage die o) Baa anll

Tsuzuki K, et al.
Nippon Ganka Gakkai Zasshi 2010 Jun;114(6):520-6.

Purpose: To evaluate visual acuity in patients who underwent photodynamic therapy (PDT) for exudative age-
related macular degeneration (AMD).

Methods: 138 eyes undergoing PDT were studied retrospectively. 101 eyes with AMD (AMD group) and 37 eyes
with polypoidal choroidal vasculopathy (PCV group) were evaluated.

Results: In the AMD group, one year after PDT, the log MAR visual acuity improved by 2 lines or more in 23 eyes
(22.8%), and decreased by 2 lines or more in 27 eyes (26.7%). In the PCV group, one year after PDT the log MAR
visual acuity improved by 2 lines or more in 13 eyes (35.1%), and decreased by 2 lines or more in 8 eyes (21.6%).
Out of the 138 eyes, 30 eyes showed improvement in visual acuity by 0.6 or more, one year after PDT (AMD group:
17 eyes; PCV group: 13 eyes).

Conclusions: Patients with PCV who had good primary visual acuity improved their visual acuity by 0.6 or more
one year after PDT.
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Psychiatry

The Pharmacological Treatment of Bipolar Disorder:
The Question of Modern Advances

Lpaal) cfyglaill Jga dag aall cfloill :qudadl) AL Gl placadd Afgal) dadlaal)

Hirschowitz J, et al.
Harv Rev Psychiatry 2010 Oct;18(5):266-78.

Introduction: Lithium has been the mainstay of treatment for patients with bipolar disorder in the United States since
1970. Major treatment guidelines recommend lithium as a first-line treatment for mania and maintenance treatment
of bipolar disorder, yet lithium has fallen out of favor while other agents have grown in popularity. The purpose of
this review is to examine the evidence for treatments that were available in 1970 and to determine if the field has
made any significant advance in the treatment of mania, bipolar depression, and maintenance.

Methods: We conducted a MEDLINE search through 2009, and examined only English-language, randomized/
controlled, placebo, or comparison studies. Tolerability as a factor was not considered for this review.

Results: Lithium, valproate, benzodiazepines, and antipsychotics have been reported effective for mania-which
was essentially the state of the field in 1970. Despite an FDA indication for the use of lamotrigine for depression
and depression maintenance, the supporting evidence is conflicting. For bipolar maintenance, the evidence is
overwhelming in support of lithium and very thin for valproate and carbamazepine. There is emerging evidence that
several atypical antipsychotics may have efficacy in prevention.

Discussion: The gold standard for treating bipolar disorder in 1970 was lithium, and the gold standard in 2009
remains lithium. Newer agents may increase our armamentarium to some extent, but it is not clear if they represent a
major advance in treatment. They still need to be tested against the gold standard.
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Anaesthesia & Intensive Care Medicine
o5 ) ) s sl

Pre-existing Arterial Stiffness Can Predict Hypotension
During Induction of Anaesthesia in the Elderly

Cppienall die paddl) pay SR Al pdd) il B Jaga Eygany il B Al ,dd) ADlal g0

Alecu C, et al.
Br J Anaesth 2010 Aug 26.

Background: The aim of the present study was to establish whether elevated carotid-femoral pulse wave velocity
(c-fPWYV), an indicator of aortic stiffness, assessed before surgery, is correlated with variations in arterial pressure
(AP) during induction of anaesthesia in elderly patients undergoing non-cardiovascular surgery.

Methods: c-fPWV was measured with the PulsePen((R)) device during pre-surgical anaesthetic evaluation.
Monitoring included electrocardiography, pulse oximetry, non-invasive AP, heart rate, bispectral index (BIS), and
oxygen concentration during induction of anaesthesia with propofol and remifentanil. Anaesthesia was induced so as
to maintain BIS values between 40 and 50.

Results: Forty-five patients, aged [mean (sd)] 71.1 (5.8) yr, were studied. The mean value of c-fPWV was 12.1
(3.9) m s(-1). There was no correlation between hypotension during anaesthesia induction and total dosage or rate
of administration of propofol or remifentanil. In univariate analysis, only age and PWYV significantly correlated with
the decreases in AP, and the association between c-fPWV and a decrease in AP was also seen in multivariate analysis
(r=0.36, P<0.05). Patients classified as having ‘high stiffness’ (c-fPWV>/=12.9 m s(-1)) had 25% further decrease in
systolic AP during anaesthesia induction than those with lower PWV [75.2 (5.7) vs 60.2 (4.2) mm Hg, P<0.05].
Conclusions: Increased aortic stiffness, as assessed by PWV measured during preoperative anaesthetic evaluation,
is associated with more pronounced hypotension during induction of anaesthesia. Measurement of aortic stiffness in
the elderly may thus represent a valid indicator of the risk of hypotension during anaesthesia induction.
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Clinical Value of Office-based Endoscopic Incisional Biopsy
in Diagnosis of Nasal Cavity Masses

Y Cisadl) SIS Gaddn b Balal) 8 5l julatilly Ae UaiBy) Asiall 4y ) AraaY)

Han MW, et al.
Otolaryngol Head Neck Surg 2010 Sep;143(3):341-347.

Objective: To evaluate clinical features and the diagnostic accuracy of office-based endoscopic incisional biopsy in
patients with nasal cavity masses.

Study Design: Diagnostic test assessment with chart review.

Setting: Tertiary referral center.

Subjects And Methods: From January 1997 to August 2006, preoperative diagnosis was achieved using endoscopic
incisional biopsy in 521 patients. Cytopathologic and histologic findings were categorized as malignancy, benign
neoplasm, or non-neoplastic lesion. Preoperative imaging was done in 462 patients (computed tomography: 438
cases; magnetic resonance imaging: 24 cases). We investigated the accuracy of endoscopic incisional biopsy and
preoperative imaging by comparing it with pathologic results from tumor resection as the “gold standard.”

Results: Most of the patients had unilateral nasal symptoms (e.g., nasal obstruction, unilateral epistaxis, unilateral
facial pain), and the clinical symptoms were of little diagnostic value in the differentiation of tumor and inflammatory
lesion. The sensitivity and specificity of endoscopic incisional biopsy were 43.7 and 98.9 percent, respectively,
for the diagnosis of nasal cavity malignancies, and 78.2 and 96.2 percent, respectively, for the diagnosis of benign
neoplasms. The sensitivity and specificity of preoperative imaging were 78.3 and 97.5 percent, respectively, for the
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diagnosis of nasal cavity malignancies and 66.4 and 86.3 percent, respectively, for the diagnosis of benign neoplasms.
Combining the two modalities increased diagnostic accuracy in nasal cavity masses.

Conclusion: Endoscopic incisional biopsy alone did not ensure accurate diagnosis of nasal cavity tumors, but in
combination with preoperative imaging it was helpful for the diagnosis of nasal cavity malignancies.
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Cellular Mechanisms of Aminoglycoside Ototoxicity
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Warchol ME.
Curr Opin Otolaryngol Head Neck Surg 2010 Aug 19.

Purpose Of Review: To summarize advances in the study of the interaction between sensory hair cells and
aminoglycoside antibiotics.

Recent Findings: Aminoglycosides enter hair cells through mechanotransduction channels and initiate an active
signaling pathway that leads to cell death. Early expression of heat shock proteins can protect hair cells from
aminoglycosides, although signaling from surrounding supporting cells appears to promote hair cell death. Studies
of certain human deafness mutations have revealed new insights into the role of mitochondria in aminoglycoside
ototoxicity.

Summary: The cellular mechanisms of aminoglycoside ototoxicity continue to be an active topic of research and
newly developed animal models offer great promise for future advances. Nevertheless, proven clinical methods for
the prevention of ototoxic injury are not yet available.
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Dermatology
(a2 G20 el

The Clinical Features of Late Onset Acne Compared
with Early Onset Acne in Women
pladl) i SL padd) o3 aally 45jlea Al e adl) g3 aall 45y ) Gailiadl)

Choi C, et al.
J Eur Acad Dermatol Venereol 2010 Jul 26.

Background: Little is known about the clinical characteristics of acne based on the age of onset. Objectives: The
aim of this study was to investigate the clinical characteristics of patients according to the age of onset of acne and
evaluate whether the findings were related to regional differences in the density of Propionibacterium acnes or the
levels of sebum secretion.

Methods: A total of 89 women were recruited. The acne lesions were assessed by counting the lesions using standard
digital photographs. Digital fluorescent photography for the evaluation of the density of P. acnes was taken and
quantitative measurements of facial sebum secretion were performed.

Results: In women with acne, the age of onset was negatively correlated with the number of comedones and the
proportion of comedones. By comparing the number of comedones and the proportion of comedones, onset of acne
after 21 years of age was defined as late onset acne. In the patients with late onset acne, the number of comedones,
the total number of acne lesions and the proportions of comedones were significantly less than in the patients with
early onset acne. However, there were no significant differences in the fluorescence density of P. acnes or the level of
sebum secretion between the two groups.

Conclusions: The results of this study, using objective evaluation tools, suggest that late onset acne has different
clinical characteristics. Other possible factors might explain the clinical differences in late onset acne.
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