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Treatment of osteoporosis

The goals of osteoporosis treatment are to:

-Control pain from the disease.

-Slow down or stop bone loss.

-Prevent bone fractures with medicines that strengthen bone.

-Minimize the risk of falls that might cause fractures.

There are several different treatments for osteoporosis, including lifestyle changes and a variety of medications.

Medications are used to strengthen bones when:

Osteoporosis has been diagnosed by a bone density study.

Osteopenia (thin bones, but not osteoporosis) has been diagnosed by a bone density study, if a bone fracture has occurred.
BISPHOSPHONATES

Bisphosphonates such as alendronate (fosamax), ibandronate (Boniva) and Risedronate (actonel) are the primary drugs used to
both prevent and treat osteoporosis in postmenopausal women. They are taken by mouth.

CALCITONIN

Calcitonin is a medicine that slows the rate of bone loss and relieves bone pain. It comes as a nasal spray or injection. The main
side effects are nasal irritation from the spray form and nausea from the injectable form. Calcitonin appears to be less effective
than bisphosphonates.

HORMONE REPLACEMENT THERAPY

Estrogens or hormone replacement therapy (HRT) is rarely used anymore to prevent osteoporosis. Sometimes, if estrogen has
helped a woman, and she cannot take other options for preventing or treating osteoporosis, the doctor may recommend that she
continues using hormone therapy.

PARATHYROID HORMONE

Teriparatide (Forteo) is approved for the treatment of postmenopausal women who have severe osteoporosis and are considered
at high risk for fractures. The medicine is given through daily shots underneath the skin.

RALOXIFENE

Raloxifene (Evista) is used for the prevention and treatment of osteoporosis. Raloxifene is similar to the breast cancer drug
tamoxifen. Raloxifene can reduce the risk of spinal fractures by almost 50%. However, it does not appear to prevent other
fractures, including those in the hip. It may have protective effects against heart disease and breast cancer. The most serious
side effect of raloxifene is a very small risk of blood clots in the leg veins (deep venous thrombosis) or in the lungs (pulmonary
embolus).

EXERCISE

Regular exercise can reduce the likelihood of bone fractures in people with osteoporosis. Some of the recommended exercises
include:

-Weight-bearing exercises, walking, jogging, playing tennis.

-Riding a stationary bicycle.

-Using rowing machines.

-Avoid any exercise that presents a risk of falling, or high-impact exercises that may cause fractures.

DIET

Follow a diet that provides the proper amount of calcium, vitamin D, and protein. While this will not completely stop bone loss,
it will guarantee that a supply of the materials the body uses to form and maintain bones is available.

Professor M. Hisham Al-Sibai
Editor-in-chief
Secretary General of the Arab Board of Health Specializations
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ESTIMATION OF SOME INTERLEUKINS WITH C REACTIVE PROTEIN
AND POSSIBLE ETIOLOGY OF INDETERMINATE COLITIS
IN BAGHDAD PROVINCE
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ABSTRACT Al-Kindi Teaching Hospital in Baghdad. Cases group
consisted of 60 patients aged between 19 and 84 years
Objective: To determine levels of some interleukins who were consulted the hospital between January 2008

with C reactive protein (CRP) and proportion of and January 2010. Control group consisted of 30 healthy
Helicobacter pylori (HP) and Cytomegalovirus (CMV) volunteers who were frequency matched to cases by age
infection in Indeterminate Colitis (IC) in Baghdad. and sex. Serum samples were studied for IL-10, TNF-

Methods: This cross-sectional study was done in alpha, CRP and H. pylori IgG antibodies. Patients were

*Batool Mutar Mahdi, M.B.Ch.B., M.Sc. FICMS, Assistant Professor, Department of Microbiology, Al-Kindi College of Medicine, Baghdad University, Al-
Nahda Square, Baghdad, Iraq. E-mail:batool1966@yahoo.com
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evaluated for CMV by using serology (IgM and IgG
antibodies).

Results: Mean level of IL-10 in IC cases was
(39.3+£15.2 pg/ml) which is significantly higher than
control  group (p-value=0.024, 95% confidence
interval for the difference 1.57, 21.87). The level of
another cytokine (TNF-0) was (22.36+9.04 pg/ml) in
indeterminate colitis cases which is significantly lower
than the level in control group (33.31+0.796 pg/ml),
(p-value=0.000, 95% confidence interval for difference
-13.3, -8.6). Proportions of CRP, H. pylori IgG and
CMYV IgM were not significantly different from control
group.

Conclusions: These results indicate that IL-10 and
TNF-o. could be of value in monitoring inflammation
along with CRP. H. pylori and CMYV infection might
not have a role in maintaining inflammation in human

intestine.
INTRODUCTION

The term indeterminate colitis (IC) has been widely
used in the last few decades. It was first adopted in
1978 by Price.! In 2003, a Japanese study observed
725 patients, 23 of whom were having IC.> On this
occasion, it was hypothesized that IC may be considered
a “temporary” diagnosis to be made before reaching a
definite diagnosis. Finally, in 2006, the term IC only
for patients diagnosed after a biopsy result that did not
suggest CD or UC.?

Colitis, whatever its origin, may be considered an
inflammatory disease of the colon. In 2007, Martland and
Shepherd defined some macroscopic and microscopic
aspects from biopsies that were suggestive of IC.* Thus,
histological assessment is the gold-standard procedure
for diagnosing and defining the type of inflammation
and the presence of architectural disorders in IC.

Indeterminate colitis (IC) is a subgroup of
inflammatory bowel disease (IBD). It is currently
accepted that genetic, environmental and immunological
factors contribute to development of IBD.>¢ Cytokines
elaborated by helper T cells play a key role in the
regulation of immune responses in the intestine.

CD4+ T cells have been divided into two functionally
important types based on the cytokines they produce.’
T-helper-1 cells (TH1) produce the inflammatory
cytokines IFN-y, TNF-a and IL-2. These cells are the
hallmarks of cell-mediated immunity. Numerous mouse
models of IC are characterized by over expression of
THI1 cytokines.® Several important regulatory T cell
populations function to keep TH1 immune responses in
check. T-helper-2 (TH2) cells produce the cytokines IL-4,
IL-5,1L-10, and IL-13. These cytokines provide efficient
help for B cell antibody production and are involved in
host defense.” TH1 and TH2 cells may reciprocally down
regulate each other. In IC pathogenesis, the imbalance
between pro-inflammatory cytokines (IL-1, IL-1, IL-2,
IL-6, IL-8, IL-12, IL-17, IL-23, and TNF-a, INF-y) and
anti-inflammatory cytokines (IL-4, IL-10, IL-11, and
IL-13) is also important.!® C-reactive protein (CRP),
an acute phase reactant, is synthesized in the liver in
response to inflammatory cytokines.!!

For an adequate treatment, a possible etiology
needs to be investigated. Evidence suggests a role for
intestinal bacteria in initiating and/or providing an
ongoing stimulus for inflammation. Studies in various
animal models, particularly mice, have identified
enterohepatic Helicobacter species that are capable of
causing hepatitis and enterocolitis.'> Other virus that
contributed in colitis was Cytomegalovirus (CMV)
infection after immunosuppressive therapy.”” Even
in immunocompetent patients, CMV-induced colitis
should be taken into consideration, especially in elderly
people.’* In addition, latent CMV infection can alter
mucosal immunity, potentially increasing the tendency
of CMV-infected hosts to develop colitis.'

In this study, we tried to measure cytokine produced
by Thl (TNF-a) and cytokine produced by Th2 (IL-10)
in patients with indeterminate colitis and the correlation
between them. Other aim was to determine the laboratory
maker for inflammation (CRP) in these patients. Lastly,
the importance of infectious pathogens in IC is still
under debate. Therefore, we examined a panel of
potential viral and bacterial pathogens, searching for the
presence of Helicobacter pylori and Cytomegalovirus
in IC patients and control. We hypothesize that these
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agents may have a role in maintaining inflammation in
humans’ intestine.

METHODS

The first set was patients group, consisted of 60
patients with indeterminate colitis (IC). They were
defined and diagnosed as IC by their specialist physicians
according to the clinical, endoscopic, radiologic and
histopathological examinations. They were consulted to
Al-Kindi Teaching Hospital — Colonoscopic Department
from January 2008 to January 2010.

Patients with polyp, diverticular diseases, heamorroid
and drug-induced colitis were excluded from the study.

The second set was control group, consisted of 30
healthy volunteers age- and sex-matched with first
group from staff employees served as controls.

Blood samples were collected from the two groups
and serum were separated from the blood at time
of colonoscope examination and stored at -70 C°
till examination were done in the Department of
Microbiology and Immunology, Al-Kindi College of
Medicine, Baghdad University.

Estimation of IL-10 and TNF-a in the serum was
done by ELISA method using (US Biological Kit -
USA). Serum CRP levels were determined qualitatively
by the latex agglutination method (Plasmatic, UK).
Anti Helicobacter pylori 1gG were detected using
immunochromatographic tests (Acon-USA). The
presence of anti-CMV IgM and IgG antibodies in all
sera were tested by using the CMV IgM ELISA kit
(Biokit, Spain).

The study was approved by the Ethical Committee of
the Al-Kindi College of Medicine, Baghdad University
and Al-Kindi Teaching Hospital, and all samples were
obtained with informed consent in accordance with the
Al-Kindi Teaching Hospital Declaration.

Statistical analysis: Data were analyzed statistically
using:
- Descriptive statistics: frequencies for tables, mean

and standard deviation.
- Inferential statistics: Student's t-test, Chi-square test
and Pearson’s Correlation (r).

All of these were done using MiniTab statistical
software program 13.20. A p-value <0.05 was
considered to be significant.

RESULTS

The results of this study revealed that males
constituted 66.6% of the studying group which was not
significant difference (p=0.126) from healthy one as
shown in Table 1. There was no significant difference
(p=0.629) in mean age allocation between patients and
control group, 95% confidence interval for difference
(-8.53, 5.19) (Table 2). 41.6% of indeterminate colitis
patients were smokers that was not significant difference
from control set (Table 3).

IC patients | Control group
Sex p-value
No. % No. %
Male 40 | 66.6 15 50
0.126

Female | 20 | 33.3 15 50

Not significant
Total 60 100 30 100

Tablel. Sex disparity between indeterminate
colitis patients and control group.

Age in years | IC patients | Control group p-value
Viean 4567 44 0.629
SD 15.54 15.22

ini Not
Minimum 19 20 o
Maximum 84 76 significant

Table 2. Age distribution in indeterminate
colitis patients compared with control group.

IC patients Control group
Smoker p-value
No. % No. %
Yes 25 41.6 19 63.3
No 20 333 8 26.6 0.108
Ex-smoker 15 25.0 3 10.0

Table 3. State of smoking in indeterminate
colitis patients and healthy group.
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Cytokines IC Control 95% confidence
pg/ml Mean+SD Mean+SD p-value interval
IL-10 39.3+£15.2 3.51+0.671 0.024 1.57,21.87
TNF-a 22.36+9.04 33.31+0.796 0.000 -13.3,-8.6

Table 4. Levels of cytokines in IC and control group.

Mean level of IL-10 in IC was (39.3+£15.2 pg/ml)
which was significantly higher than control group
(3.51+0.671 pg/ml) with (p-value=0.024) and 95%
confidence interval for the difference: (1.57, 21.87).
Other cytokine was TNF-a and the mean level of TNF-a
in IC was (22.36+9.04 pg/ml) which was significantly
lower than control group (33.31+0.796 pg/ml) with
(p-value=0.000 and 95% confidence interval for
difference: (-13.3, -8.6) as shown in Table 4.

There was a negative correlation between IL-10 and
TNF-a (-0.174) which was not significant (p-value=
0.183), (Table5). The regression equation is patient
TNF =23.0 - 0.0401 IL10 patient.

Pearson’s correlation
coefficient ()

IC -0.174
+ +
patients 15.245.1 | 22.36+1.2 p-value = 0.183

IL-10 TNF-a

Table 5. Pearson's correlation coefficient analysis
in patients with IC between IL-10 and TNF-a.

Estimation of C-reactive protein (CRP> 6 mg/L) in IC
patients (5%) (p-value=0.291) which is not significant
when compared with control group (0%) as shown in
Table 6 using Fisher’s Exact test.

IC Control

CRP (mg/L) p-value

No. | % | No. | %

>6 Positive 3 5 0 0 0.291
<6 Negative | 57 | 95 | 30 | 100 | Not significant

Table 6. CRP level in IC patients compared
with control group.

Helicobacter pylori was demonstrated in 32/60
(53.3%) of IC patients group that was not significant

(p-value=0.136) compared with control group 11/30
(36.6%), (Table 7).

H. pylori IC Control p-value
No. | % No. | %

Positive | 32 | 533 |11 | 36.6 0.136

Negative | 28 | 46.6 | 19 | 63.3 | Notsignificant

Table 7. Proportion of Helicobacter pylori in
IC patients compared with control group.

In case of Cytomegalovirus IgM positive, it was not
detected in the serum of IC patients and control group
while Cytomegalovirus IgG positive was detected in
17/60 (28.3%) which is significantly lower than healthy
control group 2/30 (6.6%) (p-value=0.000), (Table 8).

DISCUSSION
This work was performed to study some
immunological and possible causation of IC in
order to make a correct diagnosis for tailoring the
pharmacological treatment. This disease was not had
age and sex limitation.

Studying cytokines is very important because they
were playing a key role in the regulation of immune
responses and essential to sustain inflammation. CD4+ T
cells have been divided into two functionally important
types.'® T-helper-1 cells (TH1) produce (TNF-a, IFN-y
and IL-2). They are necessary for the eradication of
intracellular pathogens and the development of long-
term immunity against infectious agents. In addition to
that, presence of increased levels of circulating TNF-a
was associated with intestinal hemorrhage, necrosis
and growth failure.'” Regulatory Th2 cell populations
function to keep TH1 immune responses in check.
T-helper-2 (TH2) cells produce (IL-4, IL-5, IL-10,
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IC Control
CMV p-value
No. % No. %
IgM Positive 0 0 0 0
IgM Negative 60 100 30 100 0.'00.0
— Not significant
IgG Positive 17 28.3 29 96.6
IgG Negative 43 71.6 1 3.3

Table 8. Proportion of CMV in IC patients compared with control group.

and IL-13). These cytokines provide efficient help for
B cell antibody production.” TH1 and TH2 cells may
reciprocally down regulate each other. Many of the
pathologicandclinical features ofintestinal inflammation
reflect the effects of key cytokines essential to sustain
inflammation.'®

In the present investigation, we focused on the levels
of circulating immunoregulatory cytokine IL-10 and
TNF-a in patients with intestinal inflammation. There
have been some reports concerning serum IL-10 and
TNF-a in patients with IC. Kuhn et al/ established
interleukin-10  deficient mice develop chronic
enterocolitis.”” Mitsuyama et al reported increased
serum concentrations of IL-10 during the recovery phase
and had an important role in the in the pathophysiology
of inflammation of the intestine.** MacDonald et al
were seen increased TNF-o concentration, suggested
that TNF-a is an important mediator of inflammation
in the human gut, furthermore, may play a role in the
growth failure frequently seen in children with bowel
inflammation.!® Our large scale study (IC=60; healthy
control subjects, n=30) showed significant (p=0.024)
(95% confidence interval for the difference: 1.57,21.87)
increase in serum IL-10 in patients with active IC but not
in those normal control subjects. The major observation
is significant (p-value= 0.000) (95% confidence interval
for difference: -13.3, -8.6) decrease in TNF-a in IC
serum than control group. This suggested stimulation of
Th2 that promote healing of inflamed colitis and down
regulation of Th1 in IC by secretion IL-10 in high level
and decrease secretion of TNF-a (important mediator
of inflammation in the human gut) to low level. IL-10
down controls TNF-a. Thus, cytokines may therefore be
a logical target for treatment bowel inflammation using
IL-10 and anti TNF-a therapy.?! Biological therapy

is a promising option because it enables to withdraw
corticosteroids and immunosuppressive agents or to
reduce their dose. Moreover, it shortens the hospital
stay, allows avoiding surgical procedures, extends the
remission period and improves patients’ quality of life.
Currently, two agents, infliximab and adalimumab, are
registered for the biological therapy.?

These results showed a lower inflammatory reaction
in our IC patients because a high level of IL-10 and
CRP concentrations were lower in patients with IC
(<6 mg/L). Thus, laboratory inflammatory markers
C reactive protein (CRP) have been investigated in
inflammatory bowel disease for assessment of disease
activity, risk of complications, prediction of relapse and
monitoring the effect of therapy.?* In our study we found
95% had CRP less than 6 mg/L, this indicated a better
disease resolution and good healing process and relates
well with disease activity. The presence of active gut
inflammation in patients with IC is associated with an
acute phase reaction and migration of leucocytes to the
gut, and this is translated into the production of several
proteins. However, following an acute phase stimulus
such as inflammation, hepatocytes rapidly increase
production of CRP under the influence of interleukin
(IL)-6, tumor necrosis factor a (TNF-a), and IL-1b, and
may reach peak levels of 350400 mg/L.** Generally,
CRP has a short half life (19 hours) compared with
other acute phase proteins and will therefore rise early
after the onset of inflammation and rapidly decrease
after resolution of the inflammation. In this study, there
was a decrease in TNF-a and CRP indication a better
resolution and healing process of inflamed gut mucosa.

Infection rate of H. pylori was detected by the
serological test. A higher statistically not significant
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difference in H. pylori infection rate was noticed in IC
patients (53.3%) than the controls (36.6%) (p=0.136).
Other studies were found a significantly lower H.
pylori infection rate than the controls.?>?*?7 This might
be due to prevalence of H. pylori is decreasing over
time in the developed countries while in developing
countries suggested that H. pylori is circulating at a
high endemic rate among a lower socioeconomic status.
These results raise the possibility that a proportion of
indeterminate colitis patients might have a transient
infection or colonization of the lower gastrointestinal
tract with a Helicobacter spp. suggesting that H. pylori
infection significantly modifies the development of gut
inflammation and may have a protective effect.®

Another test had been done is detection CMV
infection. CMV is usually acquired early in life. There
after, the virus remains latent. Reactivation occurs during
immune suppression. The viral load is the highest during
active infection and the lowest during the latency stage
in immunocompetent persons. In this study, we found
that active CMV did not detected in IC patients using
CMV IgM. An additional observation was (96.6%)
of healthy control had CMV IgG infection, this was in
agreement with other studies in Iraq, who mentioned a
prevalence of 92.6%,” 96.4%* and 95.4%.*' Similar
findings have been reported in other Arabian and
developing countries where standard of high hygiene are
low and overcrowding is common.*>** The prevalence
of CMV infection in developed countries is lower than
in developing countries which have a high level of
hygiene.** The prevalence of CMV IgG was significantly
(p=0.000) lower in IC patients than control group. This
may be due to decrease level of TNF-a in IC patients
because other study reported that tumor necrosis factor
alpha triggers reactivation of latent cytomegalovirus
infection® by stimulating NF-kB activation and also
stimulatory to the CMV MIE promoter in vitro.*

CONCLUSIONS

Our results indicate that IL-10 and TNF-a could
be of value in monitoring inflammation with CRP. H
pylori and CMV might not have a role in maintaining
inflammation in humans intestine.
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ABSTRACT

Objective: The present study aimed to determine the
prevalence of hepatitis B and C infection, vaccination
rates and the development of inhibitors among patients
with congenital coagulation disorders.

Methods: A cross-sectional study was conducted
at the Centre of Congenital Coagulation Disorders in
Al-Mansour Pediatric Teaching Hospital in Baghdad
in the period between Ist of March to 31st of August
2008. The study sample was comprised of 243 patients
with different congenital coagulation disorders who
attended the centre during the study period. Data were
collected through precoded and structured questionnaire

introduced only by the researcher by interviewing the
patient or his/her relative or care taker, in addition to
recording laboratory investigations from the patient
file.

Results: The result showed that Hemophilia and Von
Willebrand disease constituted the majority (90.1%)
of the studied sample, while rare bleeding disorders
were 9.9% of the studied sample. Hepatitis C virus
(HCV) infection was found in 40.3% of all patients with
congenital coagulation disorders. Most patients (82.7%)
had received hepatitis B vaccination. Inhibitors were
found only in patients with hemophilia A and occurred
in 2.5% of them.

*Enas Talib Abdul-Karim, MD, Department of Community Medicine, College of Medicine, Al-Nahrain University, Baghdad, Iraq.

E-mail: enas_yhy@yahoo.com
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Conclusions: The prevalence of HCV infection
among patients with congenital coagulation disorders
was similar to other studies in mediterranean region,
there was a high rate of vaccination against hepatitis B
virus among the studied sample.

INTRODUCTION

Coagulation occurs through a complex process that
involves several components of the blood, plasma, and
the fluid component of the blood which carries a number
of protein and coagulation factors that lead to regulate
bleeding.! Coagulation factor disorders can arise either
from deficiency, usually congenital, of a single factor-
e.g. factor VIII in hemophilia A or from multiple
factor which are often acquired, e.g. secondary to liver
disease.” The most common inherited factor deficiencies
are the hemophilias; X-linked diseases caused by
deficiency of factor VIII (hemophilia A) or factor IX
(hemophilia B). Rare congenital bleeding disorders due
to the deficiencies of other factors including factor II
(prothrombin), factor V, factor VII, factor X, factor XIII,
and fibrinogen are usually inherited in an autosomal
recessive manner.’ Hepatitis C virus (HCV) infection
is a major cause of morbidity and the second leading
cause of death in hemophilia patients exposed to older
clotting factor concentrates.* Virtually all hemophiliacs
who received non-virucidally treated, large pool clotting
factor concentrates before 1986 became infected with
hepatitis C virus (HCV). Although approximately
one-tenth of HCV-infected people have been shown
to clear the infection naturally, in the remaining cases
the infection slowly progresses. As regard to treatment,
combination therapy with interferon (IFN) and ribavirin
has become the standard treatment of chronic hepatitis
C infection.’

The antibody responses to exogenous factor
replacement (termed inhibitors), affect nearly 20%
of factor VIII patients and 3% of factor IX patients.®
Inhibitors arise predominantly in individuals with severe
congenital deficiencies of factors VIII and IX and are
suspected when replacement therapy does not provide
the usual immediate relief in bleeding symptoms.*
Rarely inhibitors have also been described in congenital

10

deficiencies of factors V, VII, X, and XIIL.*! Immune
tolerance induction regimens have emerged as a useful
adjunction therapy to eradicate inhibitors. This regimen
is essentially a desensitization process with a 68%
success rate.*

This study aimed to determine the prevalence of
hepatitis B and C infection, vaccination rates and
the development of inhibitors among patients with
congenital coagulation disorders.

METHODS

A cross-sectional study was conducted at the
Centre of Congenital Coagulation Disorder (CCCD)
in Baghdad city. This centre is the only centre in Iraq,
was opened in 1997 and located in the Al-Mansour
Pediatric Teaching Hospital which is connected with the
General Administration of Medical City in Baghdad, it
has a special laboratory and wards inside the hospital
for diagnosis and treatment of patients who visited the
centre from all over the country. The centre gives medical
services to all patients with congenital coagulation
disorder (CCD) who attend the centre except hemophilic
patients with AIDS. The centre also provides medical
consultation about surgery for patients with CCD. The
number of patients who attended the centre each day
was around 15 patients, at the end of the study, there
were 1048 files for patients who attended the center.

All patients (old and new cases) attending the CCCD
for diagnosis, treatment, consultation, and follow up
were included in the study during the period from the 1*
of March to the 31% of August 2008. Two hundred forty
three patients with different congenital coagulation
disorders were included through precoded questionnaire
form, data collected by the researcher only by direct
interviewing with the patients or his\her parents or close
relative. Some information was taken from the file of
the patients like type of CCD, infection with hepatitis B
and C and vaccination levels of patients.

Data analysis was done using descriptive measures
includingmean, median, standard deviation, percentages,
and test of significance done using Chi-square. P-value<
0.05 was considered significant.
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RESULTS

A total of 243 patients were enrolled in this study,
hemophilia (A and B) and Von Willebrand disease
constituted the majority (90.1%) of patients (64.6%
with hemophilia A, 16% hemophilia B, and 9.5% with
Von Willebrand disease). Rare bleeding disorders (RBD)
including factor I, V, VII, X, and factor XIII deficiencies
constituted 9.9% of the study sample (2.5% with factor
I deficiency, 0.4% factor V deficiency, 3.7% factor VII
deficiency, 1.2% factor X deficiency, 2.1% factor XIII
deficiency). The proportion of cases with hemophilia A
to B was 5:1. The mean age was found to be less than
10 years in patients with factor XIII deficiency (8.63
years), while other patients had a mean age above 10
years ranging between 11.29 years for Von Willebrand

disease to 23.75 for factor X deficiency. The mean age
with standard deviation for all patients was 14.31+£10.42.
The largest range of age was found among patients with
factor VII deficiency 3.5-50 years, (Table 1).

Out of 243 patients with congenital coagulation
disorders, only 1.7% had positive HBs-Ag (1.9% of all
patients with hemophilia A, and 4.2% of patients with
rare bleeding disorders).

On the other hand, anti-HCV antibody was positive in
40.3% of all the studied patients (47.1% of hemophilia
A, 33.3% of hemophilia B, 34.8% of Von Willebrand
disease, and 12.5% of patients with rare bleeding
disorders). Both tests showed negative results in patients
with factors I, II, V, VII, and factor XIII deficiencies,
(Table 2).

Type of congenital coagulation disorders No. % Mean age+SD (year) Range of age
Hemophilia A 157 64.6 14.95+10.3 5 months-43 years
Hemophilia B 39 16 13.3+10.7 7 months-41 years
Von Willebrand disease 23 9.5 11.3+£8.3 1-35 years
Factor I deficiency 6 2.5 13.3£7.9 1.5-21 years
Factor V deficiency 1 0.4 18.3 18 years
Factor VII deficiency 9 3.7 15.8£16.3 3.5-50 years
Factor X deficiency 3 1.2 23.8+17.1 6-40 years
Factor XIII deficiency 5 2.1 8.6£3.7 5-15 years
Total 243 100.0 14.3£10.4 5 months-50 years
Table 1. Distribution of the study sample according
to different types of congenital coagulation disorders and age.
Hepatitis Hemophilia Hemophilia Von Wille- R?re inherited blecding
. . disorders (factors I, II, Total
screening tests A B brand disease
V, VII, X, XIIT)
Positive 3 (1.9%) - - 1(4.2%) 4 (1.7%)
HBs Ag Negative 143 36 20 23 222 (91.3%)
Not done 11 3 3 - 17 (7%)
Total 157 39 23 24 243
Anti-HCV Positi.ve 74 (47.1%) 13 (33.3%) 8 (34.8%) 3 (12.5%) 98 (40.3%)
antibody Negative 72 23 12 21 128 (52.7%)
Not done 11 3 3 - 17 (7%)
Total 157 39 23 24 243

Table 2. Hepatitis screening tests in patients with congenital coagulation disorders.




Journal of the Arab Board of Health Specializations Vol.12, No 3, 2011

B Vaccinated
O Not vaccinated

42 (17.3%)

201 (82.7%)

Figure 1. Distribution of hepatitis-B vaccination
among patients.

Generally; out of 243 patients with CCD, 2.7% had
received hepatitis B vaccination whether 1%, 27, 3 or
booster doses (17.4% had received the first dose, 28.4%
received the second dose, 49.7% received the third
dose, 3.5% received the first booster dose, and only 1%
received the second booster dose), Figures land 2.

Inhibitors (antibodies) were found only in patients
with hemophilia A and occurred in 2.5% of them
(Figure 3).

E Inhibitors -ve
O Inhibitors +ve

4 (2.5%)

153 (97.5)%

Figure 3. Inhibitors development in patients
with hemophilia A.

DISCUSSION

In this study, the majority of patients (90.1%) had
either hemophilia or Von Willebrand disease and

100 (40.7%)

No of patients with CCDs

57 (28 4%)

7 (3.5%)

1.0%,
: | I

First dose Second dose Third dose First booster dose  Second booster dose

No. of doses of hepatitis-B vaccination

Figure 2. Distribution of the doses of hepatitis-B
vaccination among patients with CCDs.

this result is similar to other studies.”'* In this study,
hemophilia-A was the most prevalent (corresponded
to 64.6%) among patients with congenital coagulation
disorders, this result was in agreement with other
studies.”!%121518 The ratio of hemophilia A to B was 4:1,
which was similar to other studies in which the ratio
range between 3.7:1 to 6.5:1.10:1215.16.18-20

Only 1.7% of patients with congenital coagulation
disorders were found to have positive HBs Ag which
reflects low rate of hepatitis-B virus infection due to
hepatitis-B vaccination. This result was slightly less
than a study in Iraq by Delshad Saber®*® which showed
a positive HBs-Ag in 8% of his studied sample. This
result was similar to a study in Southern Iran by Karimi
et al’ which showed that 0.7% of patients with inherited
coagulation disorders were hepatitis-B positive. On the
other hand, the result of this study was very low when
compared with a study in Iran by Nassirtoosi et al*!
which showed a positive hepatitis-B antibody in 80% of
patients with congenital coagulation disorders (this may
be the result natural or vaccine immunity to HBV).

In this study, anti-HCV antibody was detected in
40.3% of all patients. This result was less than a study
in Iraq by Delshad Saber (84%),° but more than a
study in Southern Iran by Karimi. et al® who showed
that 15% were hepatitis C virus positive. It has been
estimated that more than 80% of patients older than 20
years of age are HCV antibody positive as of 2006,*
in the present sample majority of patients are young
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ones who were born after 1986 which might indicate
that some of them had already received non-virucidal
factor concentrate.In our country, no treatment is given
to patients with HCV infection, in another word, 40.3%
of patients with CCDS who are infected with HCV are
left with no treatment which reflect a problem that need
urgent action for those unfortunate children and adults.

Most of patients (82.7%) were vaccinated against
hepatitis-B infection which is twice the proportion of
vaccinated patients with coagulopathies in Brazil.!?
Although vaccination is given free in the centre, only
3.7% of all patients completed the schedule of the
hepatitis-B vaccination which may be due to the fact
that most patients came to the centre in a bad state and
requiring urgent treatment, which left them with no
option for taking their vaccination as scheduled, this
pointed to the need of enhancing health education about
the importance of vaccination for those patients.

In this study, inhibitors antibodies were found only in
hemophilia A and occurred in 2.5% of them. This result
was widely less than the study carried out by Lilliacrap®
which showed that inhibitors affect nearly 20% of factor
VIII patients. This discrepancy is due to the fact that
the test for inhibitor detection is not always available in
the laboratory and not done to every patient but only to
those who do not respond to treatment.

CONCLUSIONS

It is important to provide governmental and social
supports involving financial funding. The need for
instituting new centers in governorates other than
Baghdad is very essential supplied with the special
laboratory tests for diagnoses, inhibitors antibodies
detection, and hepatitis screening tests.
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ABSTRACT laser as alternative to co, laser in the management of
patients with bilateral vocal cords paralysis in adductor
Objective: This is a prospective two years study position due to different causes and of different duration

between October 2004 and October 2006 , designed to causing airway embarrassment.
verify the use and effectiveness of 810 nanometer diode Methods: This study included eight patients consisted
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of five females and three males aged between 35 and
53 years. Six patients were tracheostomized due to
stridor. The other two patients had dyspnea and mild
stridor on exertion but wasn't tracheostomized. Laser
ventriculocordectomy done under general anaesthesia
by direct laryngoscopy and microscope by using 810 nm
diode laser 15 was used for management of these cases.
The power of laser used was 5 watt for resection of
posterior part of the vocal cord increasing up to 10 watt
forresection of vocal process of arytenoid and posterior
false fold by using continuous mode.

Results: All patients were improved by surgery,
although one patient required another session for
improvement of his airway. The tracheostomized
patients were decanulated successfully after different
duration and the other two patients with dyspnea and
stridor got improved respiratory function significantly
after surgery, and mostly fair to good voice quality,
none of them developed severe aspiration.

Conclusions: Laser ventriculocordectomy using
diode laser is an effective method for treatment of
bilateral vocal cord paralysis in adduction position as
an alternative to co, laser, because it is easy technique,
more precise and of high success rate even if the patient
need more than one session.

INTRODUCTION

Bilateral vocal cord immobility in adduction occurs
mainly as consequence of surgery on the thyroid,
parathyroid or mediastinum, or due to intubation.
Other causes include radiotherapy and neurologic and
rheumatologic diseases.!? Although an uncommon
complication, it can lead to significant dyspnea,
hoarseness and dysphagia. Left untreated, patients may
become tracheostomy dependent.

Most studies recommend surgery if there is no return
of movement within 6 months.! Many techniques have
been proposed to improve breathing without decreasing
voice quality.!

Currently, the preferred option is laser endoscopy for
unilateral arytenoid ablation or excision of the posterior
part of one or both true vocal cords!* This permits voice
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production with the anterior part of the larynx and an
adequate airway with the posterior part.

Laser provides the advantage of precise endoscopic
work in a difficult to approach anatomic area without
substantial bleeding and with minimal injury to neck
tissues. >

Laser tissue interaction

The interaction of laser light with a biological tissue
depends mainly on the optical properties of the tissue as
well as the properties of the laser light.’

Diode lasers are now capable of delivering up to
60 watt of power down thin optical fibers. Most of
the recent experimental and clinical work has been
performed using the 805 nm diode laser wavelength,
which is more heavily absorbed and is less penetrating
than the 1064 nm Nd-YAG wavelength in most tissues.
In contact and non-contact mode, the overall tissue
effects from the diode laser are similar to the Nd-YAG
laser, but with interstitial therapy the 805 nm wavelength
produces significantly greater necrosis than the 1064
nm wavelength.®

METHODS

This is a prospective study designed to verify the
use of diode laser for laser ventriculocordectomy to
treat patients with bilateral vocal cord immobility in
adduction position.

The study was conducted between October 2004 and
October 2006 in collaboration between Al-Yarmook
teaching hospital and the department of otolaryngology
head and neck surgery at the surgical specializations
hospital — medical city, Baghdad.

Eight patients with bilateral vocal cord immobility
in adductor position were selected for this study. They
were five females and three males.

Detailed history was taken from the patients by special
questionnaire form including name, age, sex, address,
cause of vocal card paralysis, respiratory difficulties,
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quality of voice, aspiration, time of tracheostomy (if
tracheostomized) after paralysis and any received
medical or surgical treatment.

All patients were assessed clinically by indirect
laryngoscopy and flexible nasopharyngolaryngoscopic
examination. All the basic hematological and
radiological investigations were done.

The laser system used was a “Diomed 15 surgical
diode laser. The diode laser incorporate a class IV
Ga ALAs (Gallium Aluminum Arsenide) diode laser
emitting at a wave length range of 790-830 nm (near
infrared) with a power output ranging from 0.5-15 watts.
It can be operated at a continuous or pulsed mode.

The aiming beam is a visible diode 630-660 nm (red
beam) with a power of 4 mw (class III a diode laser).

A rigid black ended laryngoscope is used to expose
the larynx. The laryngoscope is connected with the light
source for illumination and it is fixed in position by
mean of special suspensor to allow getting both hands
free.

All the operations done under operating microscope
with 400 mm lens for magnification.

The optical fiber (contact) introduced through special
laryngeal hand piece with a channel for suction clearance
and special instrument used for cleaning and removal of
damaged tip of bare fiber, the type of bare fiber used is
a conical tip.

Special laryngeal forceps are used to hold vocal cord
and remove the excised tissue from the larynx.

Diode laser is class IV laser which is high power
laser, therefore a safety measures for this class of laser
are employed for the surgeon, patients and operating
room personnel.

Safety measures to the surgeon and operating staff
is mainly by wearing goggles of a wavelength 780-830
nm with an optical density>5. Limitation of access to
the operating theatre only for authorized worker (laser

17

controlled area) and a special label and warning sign are
used for this purpose.

The eyes of the patients are protected by covering it
with wet drapes. Protection of airway is either by using
anesthetic tube specialized for laser operation; metallic
spiral types or wrapping the proper tube with aluminum
foil to prevent ignition. Another way of protection is
to insert a wet gauze through the laryngoscope to the
subglottic area to prevent injury to this area and ignition
of tracheostomy tube when the laser beam miss the
target.

Technique

All the eight patients had bilateral vocal cord
immobility due to different causes and of different
durations. Six out of eight patients were tracheostomized
previously because of respiratory distress and stridor,
the other two had no tracheostomy tube and complained
of dyspnea and mild stridor on excretion only. The vocal
cords are in adduction paramedian position (abductor
paralysis).

The goal of the surgery is to provide adequate
laryngeal airway and to get rid of tracheostomy tube
in the tracheostomized patients, and to allow normal
respiration without any difficulties like dyspnea and
stridor in non-tracheostomized patients, although
improvement of airway may be accompanied by
decrease in voice quality.

The study was explained to each patient regarding
the nature of the procedure, the possible advantages,
disadvantages and complications. All the patients
informed that improvement of airway postoperatively
may be accompanied by decrease in voice quality
even if the improvement of airway is not achieved and
decanulation of tracheostomy tube failed.

Routine preoperative investigations done to all
patients.

The operations doneunder general anaesthesiathrough
tracheostomy tube for the tracheostomized patients and
endotracheal tube for the non tracheostomized patients.
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A rigid laryngoscope is introduced and fixed in
position by special suspensor after exposing the larynx
and vocal cords. Operating microscope with 400 mm
lens were used for magnification.

Diode laser with a power setting of 5 w for resection
of posterior part of vocal cord increasing up to 10 w
for resection of vocal process of the arytenoid and false
vocal cord and using continuous mode setting .

The technique used for posterior ventriculo-
cordectomy by using C-shaped incision was made, 3-4
mm long and laterally 4-5 mm wide, and the posterior
third of one vocal cord, the vocal process and the
posterior third of the false vocal cords were excised.
Some of the fibers of the thyroarytenoid muscle and
the vocal process of the arytenoids were included in the
incision, yielding an opening of up to 7-8 mm as shown
in Figure 1 below.

- Arylencid

~ Esaphageal inlet

Figure 1. Illustration of posterior ventriculocordectomy
with resection of vocal process. Dotted line
indicates the incision boundaries.

Dexamethasone was given at the end of surgery and
for two days postoperatively, and a short course of oral
antibiotic and analgesic were prescribed postoperatively
to all the patients as an in patient for several days during
which a trials of decanulation of tracheostomy tube
were done.

Outcome

The operation was considered successful if

decanulation of tracheostomy tube was possible and the
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patient returned to activity without significant dyspnea
and no need for tracheostomy tube or other surgery to
alleviate symptoms in preoperatively tracheostomized
group and no more dyspnea and stridor during exertion
in non tracheostomized group.

Postoperative airway obstruction was measured with
a subjective scale, as follows:

0= no airway problem.

1= difficulty breathing on exertion.

2=mild dyspnea during activities of daily living.

3=significant dyspnea limiting activities of daily
living, and 4 = dyspnea at rest.

Swallowing was graded according to the scale of
Pearson:’

0= no problem swallowing.

1= occasional cough during eating (not clinically
significant).

2= constant cough that worsens during eating.

3= aspirations causing pulmonary complications.

Voice quality was rated on a 4-point scale as
follows:

0= normal.

1= mild hoarseness.

2= breathy.

3= whisper.

RESULTS

Eight patients, with bilateral vocal cords paralysis,
five of them due to thyroid surgery, the other three
patients each had a different cause namely traumatic
(prolonged intubation), idiopathic in whom no cause
could be identified and neurological (multiple sclerosis)
and another case with amyotrophic lateral sclerosis
with prolonged intubation, (Table 1). Six patients were
trachcostomized previously, while two patients had no
tracheostomy tube.

We notice that all patients developed some degree of
inflammatory reaction and tissue oedema postoperatively
and it was controlled by anti inflammatory drugs
like dexamethasone 8 mg intravenously at the end of
surgery and for first two days after surgery in addition
to antibiotic cover.
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Patient | Age (years) Gender Cause Duration of immobility
1 41 Female Thyroidectomy 1 year
2 45 Female Thyroidectomy 11 months
3 38 Male Thyroidectomy 8 months
4 50 Female Thyroidectomy 3 years
5 53 Female Multiple sclerosis 6 months
6 40 Male Idiopathic 18 months
7 35 Male Prolonged intubation 9 months
8 49 Female Thyroidectomy 7 months
Table 1. Patients summary.
Patient | Tracheostomy el tracheosfomy Voice quality Airway obstruction
after paralysis
1 Yes Few days Good Stridor
2 Yes Few days Good Stridor
3 Yes Immediate postoperative Good Stridor
4 Yes Few days Good Stridor
5 No - Good but easy tired | Dyspnea, mild stridor
6 Yes Three months Good Respiratory distress
7 No - Good Respiratory distress
8 Yes One month Good Dyspnea, mild stridor
Table 2. Presentation of patients preoperatively.
Patient Tracheostomy Time of closure Vou;e Aspiration Dyspnea
quality state
1 Decanulation 10 days 1 0 1
2 Decanulation 17 days 1 0 1
3 Decanulation two weeks 2 0 0
Revision surgery on the
same vocal cord 3 months
4 Decanulation later followed 1 0 2
by decanulation
after few days
5 No tracheostomy tube - 3 1 1
6 Decanulation Two weeks 2 0 0
7 No tracheostomy tube - 3 0 1
8 Decanulation One month 1 0 1

Table 3. Postoperative results.
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Improvement of airway and successful decanulation
after diode laser posterior ventriculocordectomy
were achieved for all patients, although one patient
required another session three months later (Revision
surgery on the same vocal cord) followed by successful
decanulation.

The cause for prolonged intubation was amyotrophic
lateral sclerosis

DISCUSSION

Bilateral vocal cord immobility usually results from
damage to both recurrent laryngeal nerves. The vocal
cords lie in the paramedian position. The voice is good,
but the airway is compromised leading to dyspnea and
respiratory stridor of a variable degree.

The principal goal of surgery is to improve the airway,
although voice quality might be decreased.

Different surgical methods have been used from time
to time for treatment of bilateral vocal cord immobility
in adduction position like submucus resection of
the vocal cords, extra laryngeal and intralaryngeal
arytenoidectomy, cord lateralization and conventional
cordectomy.

A number of laser techniques has been described for
the management of bilateral vocal cord paralysis. All
involve some degree of cordectomy together with either
partial or complete removal of the arytenoid, it would
seem that the CO, laser is now the preferred treatment
modality for this problem.®

In this study, diode laser was used in the management
of bilateral vocal cord immobility and the technique
applied was endoscopic resection of posterior part of
one vocal cord with resection of the vocal process of
arytenoid and posterior part of false vocal fold.

All the patients operated on by this technique
had improvement of their respiratory function and
successful decanulation were achieved, although one
patient required another session three months later
(revision surgery on the same vocal cord) followed by
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successful decanulation and improve airway status in
non tracheostomized group.

Shaheen’® preferred to do posterior wedge excision
of one vocal cord in conjunction with laser ablation of
homolateral arytenoid.

Dennis and Kashima in 1989° reported a series
of 6 patients treated with CO, laser cordectomy and
good result achieved (functional airway without
tracheostomy).

Ossof et al in 1984'° reported a functional airway
without tracheostomy was created after arytenoidectomy
with and endoscopic CO, laser in 10 of 11 patients with
bilateral vocal cord immobility. Remacle et al in 1996!!
reported the same results in 40 of 41 patients with
endoscopic partial arytenoidectomy using CO, laser.

Prasad (1985)'? reported successful outcome in short
series of 6 patients who had been subjected to CO, laser
vaporization of part of the vocal cord and vocal process
of arytenoid rather than whole arytenoid cartilage.

SzmjaZ (1993)" used a technique of arytenoidectomy
and ipsilateral posterior cordectomy by CO, laser. This
method gave good results in preserving breathing and
phonation, it was also emphasized that the fast process
of healing and lack of granulation in the operated field
allow for the quick recovering patient.

Motta S (2003)' in his study obtained from 83 patients
with bilateral vocal cord paralysis in adduction position
treated between 1982 to 2001 with CO, laser, found that
the results showed that removal of the posterior third of
the true vocal cord and false vocal cord, combined with
arytenoidectomy, is the surgical treatment of choice to
resolve respiratory insufficiency in these patients.

Eckel et al (1994)* compared the results of patients
treated with posterior cordectomy with those of a group
of patients treated with complete arytenoidectomy.
Both techniques were equally effective for achieving a
functional airway.

Ammar Hadi Khammas (2004),'* reported a series of



Journal of the Arab Board of Health Specializations Vol.12, No 3, 2011

4 patient with bilateral vocal cord immobility treated by
diode laser in whom two technique were used, first by
resection of vocal process of arytenoid with posterior
part of vocal cord; the other technique was resection of
arytenoid with ipsilateral posterior part of vocal cord.
Good results were achieved and all the patients were
decanulated.

The main limitation of the technique is that it precludes
other options in case of failure. It is also inappropriate
for patients with a short neck in whom it is difficult to
identify the vocal cords and in patients with fixation of
the spine in whom it is impossible to extend the neck.

CONCLUSIONS

Endoscopic diode laser cordectomy is effective in
achieving functional airway and has the same advantages
of other types of laser as it provides bloodless field, less
operative edema and scar, easy technique, less and easy
manipulation and less time consuming.
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ABSTRACT circumference and mid thigh circumference) for
appropriately grown full term newborns in Hilla city-

Objective: To establish the normal anthropometric Babil-Iraq.
measurements  (weight,  length, —occipto  frontal Methods: A descriptive, observational study was
circumference, — chest  circumference, mid  arm carried out enrolling 2051 singleton neonates who
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were delivered in Babylon gynecology and children
teaching hospital during the period from Ist April to
25th of October 2009. The data and measurements
were done on the first day of life with exclusion of
newborns of mothers with high risk, complicated
pregnancies, complicated labor and prematurity. The
included measurements were weight, length, occipto
frontal circumference, chest circumference, mid-arm
circumference and mid-thigh circumference. The
studied variables were gender, residence, parity, mode
of delivery, ante natal care and socioeconomic state. The
data analyzed by SPSS (version 15) program for mean,
standard deviation, range, p-value and correlation
coefficient.

Results: Males had a significantly higher occipto
frontal circumference and chest circumference than
females while females had a significantly higher mid-
arm circumference than males with no significant
difference in weight, length and mid-thigh circumference.
A significantly higher weight, chest circumference and
mid-thigh circumference in urban than rural neonates
with no significant difference in length, occipto frontal
circumference and mid-arm circumference. A higher
occipto frontal circumference, chest circumference
and mid-thigh circumference in neonates of primipara
mothers but higher length and mid-arm circumference
in neonates of multipara mothers with no significant
difference in weight. A significantly higher weight and
occipto frontal circumference in neonates of mothers
with regular ante natal care than neonates of mothers
with irregular antenatal care. A higher length, mid-thigh
circumference and chest circumference in neonates of
mothers from high socioeconomic status group than
neonates of those from other socioeconomic state

groups.
Conclusions:  This  study establishes local
normal values for anthropometric measurements

(weight, length, occipto frontal circumference, chest
circumference, mid-arm circumference and mid-thigh
circumference) for healthy, full term newborn in Hilla
city. A significant degree of correlation between all
the studied measurements (except occipto frontal
circumference which correlated with weight and mid-
arm circumference only) and the best correlation
between weight-mid-thigh circumference followed by
mid-arm circumference and chest circumference.
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INTRODUCTION

Anthropometry is the measurement of physical
dimensions of the human body at different ages.!
Anthropometry is an effective and frequently performed
child health and nutrition screening procedure.’
Determination of birth indices is necessary in each
population from different locations for planning
their subsequent children growth chart.? If children
are measured once, their growth status for age can
be assessed by comparing this measurement with
the appropriate reference chart.* A detailed physical
examination of every neonate is established as good
practice and is required as part of the child health
surveillance program, there is no optimal timing for
examination but generally carried out between six
and 72 hours.* A knowledge of the normal growth and
development of children is essential for preventing and
detecting disease by recognizing overt deviation from
normal patterns.’ There is growing evidence supporting
the roles of certain candidates genes in influencing
size at birth.® Given a normal genetic endowment, a
healthy well nourished mother, a normal pregnancy and
delivery, the provision of appropriate nutrition and a
supportive home and community environment, a child
will grow and develop normally.” Genetic difference
exists among races regarding growth and body
composition.® Infants of mothers of Asian origin are
lighter and shorter than those of European and North
American white mothers.’

In April 2006, the WHO released new standards
for assessing the growth and development of children
from birth to five years of age.'” In an effort to set an
internationally usable standard for optimal growth in
young children, the WHO is conducting the multicenter
growth reference study (MGRS) to develop growth
curves that can be used for assessing early growth
among children from around the world."" The NCHS
data are representative of a population of well nourished
and healthy children in united states. Although this
population is dissimilar to much of the rest of the
world, the NCHS charts have been accepted by the
world organization as the international standard of
growth for the first 5 years of life.'”” The ideal is to
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establish local national growth chart reflecting each
country own genetic characteristics and prepared
according to the features outlined by WHO. The first
standard WHO advises for the growth indexes is that
population chosen should be composed of “normal”
children who have good nutritional status and grow in
“optimal” conditions.!* The percentile is the percentage
of individuals in the group who have achieved a
certain measured quantity, for anthropometric data, the
percentile cutoffs can be calculated from the mean and
standard deviation. The 5th,10th and 25th percentile
correspond to -1.6 standard deviation, -1.3 standard
deviation and -0.7 standard deviation respectively.!*
Normal growth customarily falls between the 10th
and 90th percentile when plotted on growth chart to
facilitate comparison to established norms, this can help
to identify special needs."

Several factors were found to have an effect in a
way or another on these measurements. They were
classified as epidemiological and medical factors. The
epidemiological factors are: sex of the baby, age of
the mother, social class, education, ethnicity, race and
occupation of the mothers. Medical factors include
maternal diseases (hypertension, diabetes mellitus,
urinary tract infection), twining, under nutrition and
smoking.” Absent or delayed onset of prenatal care is
associated with increased rate of [UGR infant.'® Mothers
in deprived socioeconomic conditions frequently have
growth retarded infant, primarily from the mothers
poor nutrition and health over a long period of time,
including during pregnancy, the high prevalence of
specific and non specific infections, or from pregnancy
complications underpinned by poverty.!” Some studies
indicate fatigue during work or upright posture might
diminish uterine blood flow and thus hinder the supply
of oxygen and nutrient to the fetus.'® Maternal parity
exert a modest effect on birth, first born infant tend to
be smaller and often categorized as [UGR. This effect
decreases with successive deliveries and less likely to
be seen beyond the third birth.' The incidence of low
birth weight LBW in teenagers nilliparus are higher.?
Also, increase in maternal age (>35 years) show increase
incidence of LBW compared with younger age.?! The
main advantages of the measurements described above
are practical, simple, non invasive, inexpensive, portable
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and highly suitable for pediatric use in the ward, clinic
or community.?

The aim of this study is to determine the normal
standards of anthropometric measurements (birth
weight, length, head circumference, chest circumference,
mid-arm circumference and mid- thigh circumference)
for full term neonates in Hilla city/ Babil/Iraq and to
compare the above measurements with some national
and international studies, and design charts that might
be used as a base line for further related studies, in
addition to identify an anthropometric surrogate to birth
weight during the first day of life.

METHODS

Two thousands fifty one normal singleton full term
neonates (949 males and 1102 females) were enrolled
non randomly in a descriptive, observational study
during the period from Istof April to 25th of October
2009. All of them delivered in Babylon gynecology
and children teaching hospital in Hilla, Babil-Iraq. The
exclusion criteria include:

1- Neonates of high risk or complicated pregnancies
by medical illness as hypertension, diabetes mellitus,
infection, autoimmune disease, heart disease and
smoking.

2- Neonates with visible congenital anomaly.

3- Neonates who had caput succedaneum and
cephalhematoma.

4- Teenage mothers and those who are older than 35
years.

The data collection were taken by direct interview
with the mothers and measurements were taken for
their newborns by the researcher during the first day
of life. The studied variables were gender, residence,
parity, mode of delivery, Ante natal care (ANC) and
socioeconomic status (SES). The studied measurements
includes: Weight (Wt), Length (L), Occiptofrontal
circumference (OFC), Chest circumference (CC), Mid-
arm circumference (MAC) and Mid thigh circumference
( MTC). The Wt was measured in kilograms on naked
neonates by an accurate electronic scale (SECA,
Germany made, maximum Wt was 16 kg). A stadiometer
(SECA, Germany made, maximum lenght was 97 cm)
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is a hard plastic platform was used for measuring the L
in centimeters by lying the baby supine on it with fully
extended lower limbs, straight back and feet together
with a head board placed against the baby’s head and a
movable foot board was pressed gently against the balls
of the feet. The OFC was determined in centimeters
by using a non stretchable, flexible plastic tape which
was run one inch above the glabellas to the occipital
prominence in the path that leads to the largest possible
measurement. The CC was determined at the level of
nipples by a non stretchable, flexible tape. The MAC was
measured over the left triceps muscle in a point midway
between the tip of the acromian process and the tip of
olecranon process, with the arm hanging on the side of
the body. The MTC was measured by putting the baby
on his right side and measure the circumference on the
point over the left quadriceps muscle midway between
the hip and knee joints.

The data processing was done using the statistical
package for the social sciences SPSS (version 15).
Statistical analyses were performed to estimate the
arithmetic mean, range, standard deviation and p-value.
A significant statistical difference of wvariables was
considered when p-value<0.05. The 2-tailed t-test was
used to compare all variables except the measurements
of SES which has been analyzed by ANOVA (analysis
of variance). A correlation matrix was built in order
to test associations between the studied measurements.

The curves were drawn by using Microsoft office Excel
2003.

RESULTS

A total number of (2051) full term neonates were
examined within 24 hour of delivery for Wt (Kg), L
(Cm), OFC (Cm), CC (Cm), MAC (Cm), and MTC
(Cm). The males were (949) (46.27%) while the females
were (1102) (53.73 %) given a female: male ratio of
1.16:1. Table 1 shows the mean, standard deviation,
range and p-value of the above measurements in relation
to gender, with no significant difference (p-value>
0.05) regarding birth weight, length and MTC. There
is significant difference (p-value<0.05) regarding birth
OFC and CC, where it was more in boys, while it is
more in girls regarding MAC.

Table 2 shows the mean, standard deviation, range
and p-value of measurements according to residence
with a significant difference in Wt, CC and MTC
(p-value<0.05) where these measurements were higher
in those from urban than rural areas.

Table 3 shows the mean, standard deviation, range
and p-value of measurements according to parity. The
results show significant difference (p-value<0.05)
between both groups in all measurements except the
Wt, where the newborns of multipara mothers has a

Males (949) Females (1102)
Measurement p-value
Mean+SD Range Mean+SD Range

Weight (Kg) 3.196140.43 2.4-43 3.1862+0.42 24-42 0.605
Length (Cm) 49.7355+1.20 48-52 49.8131£1.38 47-51.5 0.179
OFC (Cm) 34.4615+0.87 31.5-37 33.8938+2.91 30-36 0.0001
CC (Cm) 32.6718+1.43 30-36 32.2763+1.23 29-35 0.0001
MAC (Cm) 10.9747+1.71 10.5-13 11.3412+0.95 11-13.6 0.0001
MTC (Cm) 13.6386+1.03 12-16 13.6493+0.98 12-17 0.810

SD: standard deviation, Wt: weight, L: length, OFC: occipitofrontal circumference, CC: chest
circumference, MAC: mid-arm circumference, MTC: mid-thigh circumference.

Table 1. The mean, standard deviation, range and p-value of measurements
according to gender differences.
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higher L and MAC but lower OFCCC and MTC than
the newborns of primipara mothers.

Table 4 shows the mean, standard deviation, range
and p-value of the studied measurements in relation to
the mode of delivery. It shows a significant difference
in the MAC and MTC (p-value<0.05) where the
vaginal delivery products has a higher MAC and
MTC than the products of caesarean section, while all
other measurements (Wt, L, OFC and CC) were of no
significant difference (p-value>0.05).

The measurements of mean, standard deviation,
range and p-value according to the regularity of the
ANC was shown in Table 5, where the newborns of
mothers who had regular ANC were heavier and had a
larger OFC than those whom their mothers had irregular
ANC (p-value<0.05) while all other measurements (L,
CC, MAC and MTC) were of no significant difference
(p-value>0.05).

Table 6 shows the measurements of mean, standard
deviation, range and p-value in relation to the SES of

Urban (1220) Rural (831)
Measurements p-value
Mean+SD Range Mean£SD Range
Wt (Kg) 3.2474+0.45 2.4-43 3.0479+0.32 2.4-4.1 0.0001
L (Cm) 49.7570+1.36 47-52 49.8282+1.14 47-51 0.265
OFC (Cm) 34.1035+2.59 31-37 34.2904+0.73 30-35.5 0.088
CC (Cm) 32.6297+1.37 30-36 32.0292+1.14 29-35 0.0001
MAC (Cm) 11.1960+1.53 11-13.6 11.1100+0.83 10.5-13.4 0.202
MTC (Cm) 13.6964+1.05 12-17 13.5129+0.84 11.5-16 0.0001
Table 2. The mean, standard deviation, range and
p-value of measurements according to residence.
Primipara (959) Multipara (1092)
Measurements p-value
Mean+SD Range Mean+SD Range
Wt (Kg) 3.1955+0.41 2.4-43 3.1866+0.44 2.5-4.2 0.642
L (Cm) 49.5360+1.22 47-52 49.9890+1.33 47-52 0.0001
OFC (Cm) 34.4145+0.80 32-36 33.9299+2.95 30-37 0.0001
CC (Cm) 32.5282+1.38 29-36 32.3988+1.30 29-35 0.030
MAC (Cm) 11.0386+1.71 10.5-13.5 11.2884+0.97 9-13 0.0001
MTC (Cm) 13.7711£1.09 12-17 13.5330+0.90 12-17 0.0001
Table 3. The mean, standard deviation, range and
p-value of measurements according to parity.
Vaginal delivery (1248) Caesarean section (767)
Measurements p-value
Mean+SD Range Mean+SD Range
Wt (Kg) 3.1973+0.42 2.4-43 3.1799:0.44 2.4-43 0.379
L (Cm) 49.7586+1.27 47-51.5 49.8083+1.34 47-52 0.403
OFC (Cm) 34.0853+2.74 30-36 34.2757+0.86 32-37 0.062
CC (Cm) 32.4891+1.42 29-36 32.4094+1.18 29-35 0.194
MAC (Cm) 11.2819+0.94 10.5-13 10.9870+0.87 9-13.5 0.0001
MTC (Cm) 13.7539+1.04 12-17 13.4609+0.90 12-16 0.0001

Table 4. The mean, standard deviation, range and p-value
of measurements according to the mode of delivery.
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the family[high (1),moderate (2), low (3)]. These results
show significant difference (p-value<0.05) regarding
Wt. between the high and low SES groups only where
the low SES group was heavier than the high SES
group. There is a significant difference (p-value<0.05)
in L between all three groups, where the high SES group
has the highest L, while the moderate SES group has the
lowest L.

For OFC, there was no significant difference between
all groups of SES (p-value>0.05). For CC there is a
significant difference (p-value<0.05) between the high
and moderate SES groups, where the high SES group
had a higher CC than the moderate SES group. There
was no significant difference between these three
groups (p-value>0.05) in relation to MAC. Regarding
MTC, there was a significant difference (p-value<0.05)
between the high and moderate SES groups and between
the high and low SES groups where the high SES group
had a higher MTC, while there was no significant
difference between the moderate and low SES groups
(p-value>0.05).

Table 7 shows the percentiles (5th, 10th, 25th, 50th,
75th, 90th and 95th) of all the studied measurements
in relation to gender. These values show a higher boys
25th,75th and 95th percentiles than the girls, lower
10th percentile than girls and an equal 5th,50th and
90th percentiles for both. Regarding L percentiles, the
5th percentile value was higher in males, while the
remainder percentile values were equal in both. The
OFC percentiles show a higher 25th, 50th, 75th and 95th
percentiles in males than females while the remainder
percentiles were equal in both.

Regarding CC, it was apparent that boys had a higher
Sth, 25th, 50th, 75th and 95th percentiles than girls,
while the10th and 90th percentiles were equal in both.
The 10th, 25th, 50th and 95th percentiles of MAC were
equal in both while the 5th, 75th and 90th percentiles
were higher in girls than boys. The MTC percentiles
show a higher 10th percentile in girls, higher 5th
percentile in boys, and the remainder percentiles were
equal in both.

Regular (922) Irregular (1129)
Measurements p-value
Mean+SD Range Mean+SD Range
Wt (Kg) 3.2329+0.45 2443 3.1644+0.41 2.4-4.1 | 0.0001
L (Cm) 49.7889+1.23 47-52 49.7698+1.34 | 47-51 0.748
OFC (Cm) 34.3211+0.85 32-37 34.0532+2.76 30-36 0.008
CC (Cm) 32.5291+1.41 30-37 32.4155+1.29 29-35 0.062
MAC (Cm) 11.2137+1.85 | 10.5-13.5 | 11.1452+0.96 9-13 0.273
MTC (Cm) 13.6485+1.15 12-17 13.6417+0.89 12-17 0.880
Table 5. The mean, standard deviation, range and p-value of
measurements according to the antenatal care.
(1) High (161) (2) Moderate (169) (3) Low (1721) p-value
Measurements
Mean+SD Range Mean+SD Range Mean+SD Range 1,2 2,3 1,3
Wt (Kg) 3.1130+0.37 2443 3.1700+0.34 2.4-43 3.2017+0.43 2.4-43 0.240 0.374 0.013
L(Cm) 50.2795+1.23 48-52 49.1887+1.34 47-51 49.7891+1.28 47-52 0.0001 | 0.0001 | 0.0001
OFC (Cm) 34.0497+0.70 31-37 33.925+0.8 30-37 34.1624+2.4 30-37 0.371 0.549 | 0.451
CC (Cm) 32.6584+0.96 30-36 32.3648+1.41 30-36 32.4637+1.35 29-36 0.049 0.37 0.077
MAC (Cm) 11.190+0.48 10.5-13.6 11.022+0.78 10.5-13 11.1242+1.47 | 10.5-13.6 0.50 0.14 0.55
MTC (Cm) 13.7074+0.71 12-17 13.3145+0.73 12-17 13.3975+1.03 12-16.5 0.0001 0.45 0.0001

Table 6. The mean, standard deviation, range and p-value of measurements
according to the socioeconomic status.
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Table 8 shows a comparison of anthropometric
measurements (Wt, L, OFC and CC) of the current
study with other studies done in Baghdad 2002, Tehran
2007,% Istanbul 2009** and NCHS standard values®
(except for CC in NCHS and Baghdad study because
this measurement was not done). The mean Wt of boys
in the current study shows significant difference from
other studies (p-value<0.05),where it was higher than
Baghdad result but lower than other studies. The mean
Wt of girls in the current study was significantly differ
from the other compared studies (p-value<0.05) in
Baghdad, Istanbul and NCHS values but there was no

significant difference from Tehran study result (p-value
>(0.05). The mean L of males in the current study was
significantly higher than Baghdad and Istanbul study
but lower than NCHS and Tehran study(p-value<0.05).
The mean L for females, was significantly higher
than all other studies (p-value<0.05). The mean OFC
for males was significantly lower than Tehran and
Istanbul studies (p-value<0.05) while the females
value was significantly lower than all other studies
results (p-value<0.05). The mean CC values for males
and females were significantly lower than other studies
(p-value<0.05).

M ‘ Gend Percentiles
easurements ender
5th 10th | 25th | 50th | 75th | 90th | 95th
Male 2.6 2.6 2.9 3.1 3.6 3.8 4
Wt (Kg)
Female 2.6 2.7 2.7 3.1 35 3.8 3.9
Male 48 48 49 50 51 51 52
L (Cm)
Female 47 48 49 50 51 51 52
Mal 33 33 34 35 35 35 355
OFC (Cm) e
Female 33 33 33.5 34 34.5 35 35
CC (Cm) Male 31 31 32 32.5 34 34 35
m
Female 30 31 31.8 32 33 34 34.5
Male 9 10 11 11 11.5 | 12.5 13
MAC (Cm)
Female 10 10 11 11 12 13 13
Male 12.5 | 12.5 13 13 14 15 15.5
MTC (Cm)
Female 12 13 13 13 14 15 15.5
Table 7. The percentiles of measurements according to gender.
Anthropometric (1) Hilla (2) Baghdad | (3) Tehran | (4) Istanbul
measurements | CoRO | (2009) (2002) (2007) (2009) (5) NCHS
Male 3.1961 3.1437 3.285 3.387 3.309
Wt (Kg)
Female 3.1862 3.0212 3.176 3.276 3.239
L (Cm) Male 49.7355 48.89 50.27 48.6 50
m
Female 49.8131 48.29 49.51 47.9 49.62
Male 34.4615 34.48 35.28 34.6 34.45
OFC (Cm)
Female 33.8938 34.11 34.78 34.1 34.17
Male 32.6718 33.55 32.9
CC (Cm)
Female 32.2763 33.13 32.6

Significant difference (p-value<0.05) between the current study and other studies in all measuremrnts (except females

weight between 1,3 and males OFC between 1,2 and 1,5).

Table 8. Comparison of anthropometric means in the current study with other studies.
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Table 9 shows the Pearson correlation coefficients for
all included measurements in the study, in which most
of the included measurements were highly correlated,
with the best correlation coefficient observed for Wt
with MTC (0.585) followed by MAC (0.376) and
then CC (0.291), although all three values were of
significant correlation at the 0.01 level (2-tailed test).
The Wt and MAC were correlated with all the remainder
measurements while the L, CC and MTC were correlated
with all except OFC (which correlated to Wt and MAC
only).

Figures (1 to 6) show a comparison of percentiles of
Wt, L and OFC for males and females of the current
study with other studies in Baghdad 2002, Istanbul
2009% and that of NCHS.* The 50th percentile of Wt

for males was equal to Baghdad study but less than
other studies, while for females it was less than Istanbul
and NCHS mean and more than Baghdad mean (Figures
1 and 2).

Regarding L, the 50th percentile of boys was equal to
NCHS mean but more than Baghdad and Istanbul means
(Figure 3) while that of girls was more than all other
studies (Figure 4). The mean OFC for males was less
than NCHS mean but more than Baghdad and Istanbul
studies (Figure 5), while for females it was less than
NCHS mean but equal to Baghdad and Istanbul studies
mean (Figure 6). It was clear that the 50th percentile
of Wtand L were equal for both males and females,
while the 50th percentile of OFC for males was higher
than females.

Pearson Correlation (PC) Wt IL OFC CcC MAC MTC
Weight PC 1 0.247%* | -0.044* | 0.291%** 0.376** 0.585%**
Length PC 0.247** 1 -0.033 | 0.057** 0.098** 0.061**

OFC PC 0.044* -0.033 1 0.025 0.057** -0.042
CCPC 0.291%* | 0.057** | 0.025 1 0.244** 0.284%**

MAC PC 0.376%* | 0.098** | 0.057** | 0.244%** 1 0.342%*

MTC PC 0.585** | 0.061** | -0.042 | 0.284** 0.342%** 1

*Correlation is significant at the 0.05 level (2-tailed), **Correlation is significant at the 0.01 level (2-taild).

Table 9. Correlations between the studied measurements.
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Figure 1. Comparison of weight percentile for males in
the current study (Hilla 2009) with other studies.
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Figure 2. Comparison of weight percentile for females
in the current study (Hilla 2009) with other studies.
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Figure 3. Comparison of length percentile for males in
the current study (Hilla 2009) with other studies.
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Figure 5. Comparison of head circumference
percentile for males in the current study
(Hilla 2009) with other studies.

DISCUSSION

In the current study we try to establish normal values
for anthropometric measurements (Wt, L, OFC, CC,
MAC and MTC) for 2051 healthy full term newborns
in Hilla city/Iraq. The mean birth Wt, L and OFC were
significantly lower than NCHS means.”* The mean
CC, MAC and MTC were significantly lower than
Sreeramareddy Ch. study in Nepalese newborn,?” higher
CC and MAC but less MTC than Huque F study in
Bangladish?® and higher MAC than Bettina B study in
Brasil.” Regarding gender, the current study shows a
significant difference in the OFC, CC and MAC only,
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Figure 4. Comparison of length percentile for females
in the current study (Hilla 2009) with other studies.
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Figure 6. Comparison of head circumference
percentile for females in the current study
(Hilla 2009) with other studies.

where males had higher OFC and CC than females
while the females had higher MAC than males. The
OFC results for males and females were in agreement
with Telater B. study in Istanbul 2009, Nickavar A.
study in Tehran 2007% and with Abdul-hameed Gh.
study in AL-Yarmouk hospital-Baghdad 2002 (a thesis
submitted to the Iraqi board for medical specialization
in pediatrics). The mean CC for males and females
were in agreement with other studies,*** where males
CC was higher than that of females. The MAC was
significantly higher in females than males and this result
was in agreement with Copper study?® and with Calcutta
study in 1991.3' The MTC for males and females were
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of no significant difference and this result agrees with
Huque study.® There was a significant difference in
birth Wt, CC and MTC which were highest among the
newborns of urban mothers than those of rural areas and
this is in agreement with other studies.’?** These results
may be related to ore regular ANC in the current study
among the urban mothers. The products of a primipara
mothers had significantly higher values of OFC, CC
and MTC while the newborns of multipara mothers
had significantly higher L and MAC. No significant
statistical difference in Wt between both groups. The
Wt results may be related to maternal exhaustion as a
cause for growth restriction in utero,*® this agree with
Phung et al study in Europe®” but disagree with Nada
H. study in Mousl city/Iraq 2008 (a thesis submitted to
the Iraqi scientific council for medical specializations
in pediatrics), and with other studies.’®** We found
a higher MAC and MTC in the newborns of mothers
who delivered vaginally than those who delivered by
caesarean section, this means that mothers may have
an unexpected complications during their pregnancies
and thus need delivery by caesarean section and this
was in agreement with other study.? All measurements
were higher in those with regular ANC, although only
Wt and OFC showed a significant difference, this
correlates well with other studies.’** The L, MTC and
CC values were significantly higher in newborns of
high SES families and this agree with other studies.***
The mean Wt was significantly lower in the high SES
group. This disagree with Jaya D.S, Indian study in
1993* which shows the relation between the birth Wt
and SES depending only on the monthly income of the
family with a higher birth Wt among the high income
group and this discrepancy may be due to the difference
in the method of classification of SES and the number
of the included sample which were mostly from low
SES in this study. The percentiles of all included
measurements in relation to gender, show an equal 50th
percentile of Wt, L, MAC and MTC but a higher CC
and OFC in males than females. The OFC and L results
were in agreement with Nickavar study,” the OFC and
CC results were in agreement with Telatar study* and
the Wt result does not correlate with both studies.***
By comparing the current study results with other
national and international studies, we found that our
results were significantly lower than that of NCHS in
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Wt for both gender, L for males and OFC for females
only. These results agree with multiple national and
international studies including: AL-Mefraji S.H study
in AL-Kadhimya teaching hospital in Baghdad (2002-
2004) which shows that most of measurements were less
than standard references.* Our study was in agreement
with Abdul-Hameed Gh. Study, Al-Shehri study in
Saudi newborns (2005) which were lighter and shorter
than those of NCHS,* Dhar study in Bengal, where the
reported birth indices of their children less than NCHS,*
Telatar B study* and Nickavar A study.”® The current
study results were significantly higher than Abdul-
Hameed study in Wtand L for both gender but lower OFC
than it for females only, this result may be due to the
imposed economic sanction on our country at that time.
Our results were significantly lower than Tehran study
by Nickavar? in all measurements except the females L
which was significantly higher in the current study and
the females Wt which was of no significant difference.
The current study results were significantly lower than
that of Istanbul study by Telatar except the L of both
gender which were significantly higher in our study.
The above results may be due to immoral, inhuman and
lethal effect of wars on our country. Many researchers
have attempted to identify a suitable anthropometric
surrogate to identify birth Wt which is reliable, simple
and logistically feasible in field conditions .Some
studies have recommended that CC, MAC and OFC
may be used as anthropometric surrogate to identify
birth Wt,** other studies recommended MTC,*-!
therefore we considered all the studied anthropometric
measurements in a correlation coefficient matrix (Table
9). However in our study MTC followed by MAC and
then CC were identified as a suitable anthropometric
surrogate for birth Wt during the first day of life.
Figures (1-6) compare the percentile values of Wt, L
and OFC for males and females between the current
study and Baghdad study in 2002 (as a national study),
Istanbul study®* (as an international study) and NCHS?*
as standard values. In figures 1 and 2, the current study
Wt 50th percentile was less than NCHS and Istanbul
study in both gender. The Wt percentile for males was
of similar 50th centile to Baghdad study and less than
it in females. Figures 3 and 4 show that the L percentile
of males in the current study was equal to NCHS at
50th centile, while for females it was equal at 75th
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centile, more than Baghdad study in males and less in
females. In comparison with Istanbul study?* our study L
50th centiles for both gender were more than it. Figures
5 and 6 show the OFC percentiles in the current study
which were less than NCHS 50th centile for both males
and females, and more than Baghdad study regarding
males, while females had a similar 50th percentile.
Regarding comparison with Istanbul study?*,the current
study results for males were larger at 50th centile and
equal for females. The straightness in the shape of the
curves was likely due to issue related to the descriptive
observational study design and to the sample size that
limit the obtained values at certain points.

CONCLUSIONS

We established a normal values for anthropometric
measurements (Wt, L, OFC, CC, MAC and MTC)
for healthy full term newborns in the Hilla city/Iraq.
There are many factors effecting growth parameters,
including gender, residence, parity, mode of delivery,
ANC and SES. The current study shows a lower growth
measurements (Wt, L and OFC) than NCHS standard
values and other neighboring countries studies but more
than a study done in Baghdad at 2002. A significant
positive correlation was observed between all the studied
measurements (except the OFC which correlated with
Wtand MAC only) and the best correlation was between
birth Wt and MTC followed by MAC and CC.
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THE ROLE OF VARIOUS OUTPATIENTS AURAL TOILETING
PROCEDURES IN THE TREATMENT OF OTOMY COSIS
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ABSTRACT aim of this work is to determine the clinical presentation

and predisposing factors, compare the efficacy of aural

Objective: Otomycosis is not uncommon clinical toileting procedures and to assess the syringing role as

problem requiring a long term treatment and has a a safe effective procedure for deep meatal recess debris
recurrence tendency. Meticulous cleansing especially removal.

of anterior metal recess is the treatment mainstay. The Methods: A randomized prospective comparative
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study conducted on 91 patients (99 ears) in ENT
consultation clinic- Sulaimani Teaching Hospital from
April 2007 till November 2008. Patients were divided
into two groups. group A underwent ear syringing and
group B underwent dry suction cleansing. Data entry
and analysis carried out by (Statgraphics) software
version 15 (2008).

Results: Presenting symptoms were otalgia (94.5%),
ear fullness (74.72%), itching (58.24%), hearing
impairment (40.65%), otorrhea (20.87%) and headache
(14.82%). Predisposing factors were ear moisture
(94.5%), self cleansing habit (62.63%), ototopical agent
overuse (36.26%) and dermatophytosis (19.78%,). Dry
cleaning showed complete debris removalin 31(63.26%)
ears and incomplete removal in 18 (36.73%) ears while
syringing showed complete removal in 38 (76%) ears
and incomplete removal in 12 (24%) ears. Dry cleaning
adverse effect was 37.37% compared to 12.12% in wet
group.

Conclusions: There was insignificant statistical
differences (Chi-squared, p=0.3411) between the two
regimens and both can be used for treatment. However,
clinically gentle ear syringing is less time consuming,
less complicated and more meticulous in deep recess
cleaning.

INTRODUCTION

Otomycosis is a subacute or chronic superficial
fungal infection of external auditory canal (EAC)
usually unilateral.! Described by Mayer (1843) and
termed “Otomycosis” by Virchow.? Environmental
humidity, sweating and swimming in hot weather,’
allergy, atopy,* localized trauma and diminished local
tissue resistance, alteration in immune state (immuno-
compromised patients), systemic steroids, prolonged
use of antibiotics and diabetes can all increase the
incidence.? Otomycosis is common in open cavity
mastoidectomized and occlusive hearing-aid mould
patients.’ It accounts to 5-25% of otitis externa cases.®
Debris often collects in anterior meatal recess (AMR)
or (deep meatal recess) failure to clean which may
account for recurrences.” Aspergillus and Candida are
most common fungi isolated.® Common presenting
symptoms are pain, pruritus, otorrhea, hearing loss and
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tinnitus. Otoscopy shows delicate hyphae, molds and
spores (coninidiophores) in aspergillosis.

Candida forms whitish mycelia mats which are
yellowish with cerumen.’ Predisposing factors
elimination through canal cleaning and antifungal agents
are treatments essentials.” AMR meticulous debridment
is the treatment mainstay.!® With intact drum and
absence of ear disease it is worthwhile syringing and
drying the ear gently." There is no fear of fungal growth
provided that the canal is thoroughly and carefully
dried after syringing,'? in addition water seems to be an
effective inexpensive softener.!* Topical antifungals are
specific (clotrimazole, miconazole, econazole, nystatin,
tolnaftate, potassium sorbate) and non-specific (acetic
acid, alcohol, boric acid, m-cresyl acetate and gention
violet).!' Infection prevention and recurrence includes
ear self-cleaning refraining and avoiding showering or
swimming.'?

METHODS

The study conducted on 91 patients (99 ears)
suffering from otomycosis on clinical ground in
Sulaimani hospital ENT consultation clinic from
April 2006 till November 2007. Data collection of
name, age, sex, address, occupation, chief complaints,
associated symptoms and signs, post-treatment outcome
and any complications were recorded. Complete
otolaryngological and dermatological examinations
were performed. Informed consent was obtained from
patients for applied procedures. The debris from 41 ears
were swabbed and sent for Sabourauds Dextrose Ager
surface culture in the department of biology-Sulaimani
sciences college, incubated at laboratory ambient (25-
27°C) for 2-3 weeks aerobically. Fungal isolate (moulds)
were identified on the basis of colonial morphology and
slide cultures. The culture examined for growth every
3-4 days. Ears were divided into group A (49 ears) for
suction cleaning (dry ear cleaning) and group B (50)
for gentle (wet ear cleaning) syringing by using clean
water at body temperature or normal saline. Cases with
otitis media, tympanic membrane (TM) perforation and
previous otological operation submitted for suction
cleaning. Patients were put on 1% clotrimazole drop 2
drops twice daily for 3 weeks and protection against ear
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moistening while showering. Patients were called for
follow-up on 7%, 14" 21 days of therapy assessed for
sign and symptoms of otomycosis.

The efficacy and safety of the two lines were
evaluated. Patients also completed self assessment form
after applied procedures, using a study forma, asking
them to report aspects of common symptoms in both
groups. Data entry and analysis were carried out by
using (Statgraphics) software version (15)-2008. The
correlation between dependent variables (methods
of ear cleaning) was assessed by using (Chi-squared
test p-value). A value of 0.05 obtained considered
insignificant statistically.

RESULTS

The common presenting symptoms solely, or in
combination were pain (94.5%), ear fullness (74.72%),
pruritis  (58.24%), hearing impairment (40.65%),
discharge (20.87%) and headache (14.82%) as shown
below in Table 1.

The common predisposing factors were excessive
moisture in 84 ears (92.3%), self-cleansing habit in 57
ears (62.63%), topical ear drops 36 ears (39.56%) and
itching elsewhere in the body in 18 ears (19.78%) as
shown in Table 2.

The appearance of grey to black spores or mycelium
was the most frequent finding (68.13%), white deposits
(13.18%), purulent aural discharge (12.08%), wax and
missed foreign bodies like cotton buds or clinix of
attempted self-cleanising (7.69%, 5.49%). Result of
cultures from 41 ears was as the following: Aspergillus
niger 21 (51.22%), Candida albicans 8 (19.50%), A.
fumigatus 3 (7.32%), A. flavus 2 (4.89%) mixed in 3
(7.32%) and in 4 cases (9.75%) negative. Complicated
ears with associated chronic middle ear suppuration,
eardrum perforation, otological procedures and
localized acute otitis externa constituted (32.32%) of
cases. While uncomplicated cases with environmental
and habitual risk factors were 67 (67.67%). Patients
with previous ear disease were 19 (19.19%), those with
already perforated TM were 5, prior ear operation were
5 and acute otitis media 3, (Table 3).

Otalgia Ear fullness Pruritis Hearing loss | Otorrhoea | Headache Total
Otalgia 26 19 15 14 7 4 85
Ear fullness 19 19 17 7 3 3 68
Pruritis 15 17 11 7 3 2 55
Hearing loss 14 7 7 4 3 2 37
Otorrhoea 7 3 3 2 1 19
Headache 4 2 1 1 13
Total 85 68 55 37 19 13
Percentage 93.4% 74.72% 60.43% 40.65% 20.87% 14.28%

Table 1. Common symptoms among the patient groups (n=91).

Predisposing factors Ear moisture Self-cleaning habit Ototopical drops Dermatophytosis
Ear moisture 37 24 17 9
Self-cleaning habit 24 19 9 5
Ototopical drops 14 9 7 3
Dermatophytosis 9 5 3 1
Total 84 57 36 18
Percentage 92.3% 62.63% 39.56% 19.78%

Table 2. Predisposing factors in otomycosis.
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Associated pathologies Cases Percentage
Chronic ear disease 19 59.37%
TM perforation 15.62%
Otological procedures 5 15.65%
Acute otitis externa 3 09.37%
Total 32 100%

Table 3. Rate of complicated otomycosis
at presentation.

Percentage of complete removal of debris was
(69.69%), partial removal (17.17%) and negligible
removal in (13.13%). Dry cleaning removable rate was
complete in 31 ears and incomplete in 18 ears while
syringing showed complete removal in 38 ears and
incomplete removal in 12 ears as shown in Table 4.

The percentage of complication parameters were;
patient dissatisfaction, pain, canal trauma, dizziness,
acute otitis media AOM (may be due to inadvertent
syringing in an already undetected perforated tympanic
membrane covered by fungal mass or by the fungal
infection) and residual disease within period treatment.
The percentage of total adverse effect of dry aural
toileting group was 37.37% compared to 15.15% in wet
cleaning group, as shown in Table 5.

DISCUSSION

Otalgia was the most frequent symptoms seen in
85 patients (93.4%) which is high in comparison with

Mugliston et al'® and Z¢lia Braz Vieira da Silva Pontes
et al.'” Because the fungi are usually secondary invaders
of tissue rendered susceptible by bacterial infection,
physical injury or accumulation of cerumen in the EAC
or ototopical examination all may lead to earache and
intense pruritis. Pruritus was among chief complaints
seen in 53% of current study population (Zélia Braz
Vieira da Silva Pontes et al)!” which is in accordance
with our results of 55% although it had been cited as one
of the hallmark symptoms up to 93% in other studies
like Stern J,'® and Harold Ludman.”” Two-thirds of
patients gave history of ear manipulation with a variety
of contaminated devices ranging from cotton buds, hair
pins, metallic devices, matchsticks. These results are in
accordance with that from Singapore by Chow VTK?
et al. Self-cleaning of ears lead to mechanical damage
of the skin barrier where fungi may grow.?! Secondary
fungal infection is a well recognized complication of
broad-spectrum antibacterial agents.”? In our study,
19.78% of the patients showed presence of concomitant
dermatomycosis, the likely mechanism is compromising
of the protective canal lining factors, narrowing of the
canal which traps water and tendency of eczema to
become infected.”> Commonest isolated fungal species
were Aspergillus sp. (51.21%), Candida sp. (19%)
in accordance with Mahmoud abadi, Kumatowski P
et al-2001,>* Raymundo Munguia, Sam J. Daniel.”®
The PH level in the normal ear canal is on the acidic
side and Aspergilli experience optimal growth at a PH
range of 5-7. Negative culture result may be due to
previous treatment. Mixed fungal infection observed

Complete removal Partial removal Negligible removal | Incomplete removal Total
Dry cleaning 31 (63.26%) 10 8 36.73% 49
Wet cleaning 38 (76%) 7 5 24.0% 50
Total 69 17 13 30.3% 99
Percentage 69.69% 17.17% 13.13% 30.3% 100%

Table 4. The rate of complete and incomplete ear cleaning in both groups.
Patient dissatisfaction Pain Trauma Vertigo AOM Residual disecase | Total

Dry cleaning 9 (9.09%) 7(7.07%) | 9(9.09%) | 5(5.05%) | 3(3.03%) 4 (4.04%) 37
Syringing 5 (5.05%) 2 (2.02%) 1(1.01) 1(1.01%) | 1(1.01%) 5(5.05) 15
Total 14 (14.14%) 9(9.09%) | 10(10.1%) | 6(6.0%) | 4(4.04%) 9 (9.09%) 52

Table 5. Complications of initial aural toileting.
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in 3 out of 41 (7.3%) similar to the finding of Joy
MJ,?6 GeaneyGP? and Sree Rama et al.?® Complication
such as TM perforation (as aresult of otomycosis and
treatment modalities) and serous otitis media (as a result
of otomycosis) are not uncommon and tend to resolve
with treatment. Tang Ho et al® observed 22 cases of TM
perforation within 5 years.? The rate (15.62%) of TM
perforation at presentation in our study was similar to
that of Pradhan B* (16%) and Kurnatowski et al** (12%).
Patients satisfaction with aural toileting can be correlated
with reported symptoms like ear infection, activity
limitations, pain and adherence to prescription regime
as well as procedure side effects.’' Suction complication
may be due to speculum insertion, suction tip noise,
light source and epithelial lining of bony portion being
very thin and sensitive.*> Complication related to ear
syringing is subjective reports of pain, noise, itchiness
and dizziness in their second assessments when the
symptoms not already present. Residual water can also
promote infection.’* Dry cleaning rate showed complete
removal in 31 (63.26%) ears incomplete removal in 18
(36.73%) while in syringing group showed complete
removal in 38 (76%) ears and incomplete removal in
12 (24%) ears. Failure of debris removal accounted for
29% of complications. Acute otitis externa 17%, TM
perforation 15% and damage to the EAC 12% emerged
as the next most common adverse events. Pain, vertigo,
ottitis externa (OE) and discovered perforation each
accounted for fewer than 10% of complication by Sharp
JF et al.** The percentage of total adverse effect of dry
aural toileting in group was 37.37% compared to 15.15%
in wet cleaning group (Table 5). Since the p-value is
greater than or equal to 0.05, there was no significant
statistical difference between the two procedures, but
from clinical point of view gentle ear syringing seems
to be less time consuming, less complicated and more
meticulous in the AMR cleaning.

CONCLUSIONS

There was no statistically significant difference
between wet and dry ear cleaning and both can be
used as initial treatment for otomycosis. Clinically,
gentle ear syringing seems to be less time consuming,
less complicated and more meticulous in the AMR
cleaning both in the physician and patients opinion.
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The predominant etiological agents in this study were
Aspergillus Niger and Candida albicans. Many patients
had history of prior topical ear drop and otological
procedure. The presence of a mastoid cavity was
associated with higher residual and recurrent disease
rate.
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P53 EXPRESSION IN ENDOMETRIAL CARCINOMA:
AN IMMUNOHISTOCHEMICAL STUDY
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ABSTRACT by immunohistochemical staining, were included in this
study. The endometrial carcinoma was detected in 15

Objective: The current study aims to evaluate the endometrial curetting and 45 hysterectomy specimens.
immunohistochemical expression of p353 protein in The blocks of these cases were collected from Al
patients with endometrial carcinoma in correlation with Jumhuri Teaching hospital, AL-Khansaa and Al-Butool
other parameters including estrogen receptor, and with Teaching hospitals and private laboratories in Mosul
results of other studies. city, during the period from January 2007 to January
Methods: Sixty cases of endometrial carcinoma in 2009. Tumors were classified according to the World
which the estrogen receptor status was previously tested Health Organization classification system and graded

*Wahda Mohammed Taib Al-Nuaimy, MBChB, MSc, FICMS, Department of Pathology, College of Medicine, University of Mousl, Iraq.
E-mail: drwahda62@yahoo.com.
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according to FIGO grading system. The expression of
p33 protein was evaluated immunohistochemically.

Results: P53 expression was detected in 21 cases
of endometrial carcinoma (35%). The patients ages
ranged from 40 to 70 years (mean=56.5 years),
p33 expression has a statistically no significant
relationship with patients’ age. Fifty five cases (91.7%)
were endometrioid carcinoma (type 1) and 5 cases
(8.3%) were non-endometrioid carcinoma (type 2). A
statistically significant association was found between
p33 expression and types of endometrial carcinoma
(EC). P53 expression was directly correlated with the
grade of endometriod carcinoma and the extent of
myometrial invasion. Positive expression of p53 was
inversly significantly associated with positive estrogen
receptor (ER) cases. About 75% of ER positive cases of
EC (60%) failed to show p53 expression positivity.

Conclusions: P53 expression was found in 35%
of endometrial carcinoma in Mosul city. A significant
associationwas found between p5 3 expression and tumor
type. P53 expression is directly correlated with the age
of the patients, grade of endometrioid carcinoma and
the extent of myometrial invasion. On the other hand,
there was a significant inverse relationship between p53
expression and estrogen receptor status.

INTRODUCTION

Endometrial carcinoma (EC) is the most common
gynecologic malignancy in developed world, it accounts
for about 7% of all malignancies in women.'” In Iraq,
according to the results of Iraqi cancer registry for years
2004-2008, uterine cancer was not included within
the ten commonest cancers affecting females. It was
preceded by ovarian malignancy.*

According to traditional factors which are associated
with EC prognosis including patient’s age, tumor grade,
stage and histological types, and the depth of myometrial
invasion, two histologic types of EC were recognized,
endometrioid (type 1) and non endometreioid (type 2)
(including papillary serous carcinoma and clear cell
carcinoma). They are associated with different biological
behavior.>!°

42

P53 alterations are the most frequent genetic changes
in human cancers.'"'? Mutation of the p53 gene has been
implicated in the development of more than 50% of
all human cancers.”!!?

In EC, high expression of p53 is more frequently in
biologically aggressive and higher-grade tumors.>!12
Mutation in the p53 gene and accumulation of p53
protein have been detected in approximately 90% of
non-endometrioid carcinoma, while in endometrioid
carcinoma, p53 expression is in the range of 5.1-
61%‘11»13

Endometrial carcinomais ahormone-dependent tumor
and therefore the detection of estrogen receptor (ER) in
endometrial glandular tumor cells is expected.'*!'* The
reported incidence of ERa in endometrial carcinoma

varies in several series.'*!”

METHODS

Sixty cases of endometrial carcinoma whose estrogen
receptor (ER) status had been tested by immuno-
histochemical (IHC) technique were included in this
retrospective study. The EC specimens included 15
endometrial curetting tissue and 45 hysterectomy
specimens were collected from Al-Jumhuri Teaching
hospital, AL-Khansaa and Al-Butool Teaching hospitals
and private laboratories in Mosul city, for a period of 24
months from January 2007 to January 2009.

Sections from formalin fixed paraffin embedded
biopsy blocks were taken on clean slides and stained
with H&E, then examined under light microscope.
Histological typing was determined according to WHO
classification system® and graded according to FIGO
grading system.!®

Myometrial invasion was analyzed for hysterectomy
specimens using two categories; invasion into the inner
and outer halves of the myometrium.

Expression of p53 antigen by IHC staining was studied
and compared with different parameters including age
of the patients, types and grade of the cancer; extent of
myometrial invasion and estrogen receptor status.
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Figure 1. Endometrioid carcinoma (grade IT) showing Figure 2. Endometrioid carcinoma (grade III) showing
diffuse nuclear p53 immunostaining. diffuse nuclear p53 immunostaining.
(p53 THC staining x100). (p53 THC staining x200).
P53 expression was assessed immunohistochemically 40 and 70 years, (mean=56.5 years). Most of them were
on formalin fixed paraffin embedded tissues of the tumor, in the 6" decade.
using mouse monoclonal antibody (clone DO-7), RTU ) )
(DAKO,Carpintera,Ca, USA). Positive and negative The results were also assessed in relation to some

control slides were involved in each run of staining. clinicopathologic parameters.

Positive expression of p53 gives clear cut nuclear Nuclear staining for p53 immunoreactivity was
staining of brown colour. Positive cells were determined observed in 21 of 60 EC samples (35%), which included
by counting 1000 tumor cells. All significantly stained 17 of 55 (31%) of endometrioid carcinoma, (Figures 1
cells were considered positive and divided by 10 to and 2), and 4 of 5 (80%) of non-endometrioid type of
acquire the percentage (p53 index); atleast 10 HPFs were EC, (Table 1).

measured for each case for the purpose of scoring.
Relation of p53 expression with some clinico-
The extent of p53 immunostaining was assessed as pathological parameters:

follows:
- P53 expression according to age: P53 expression

has a statistically significant relationship with patients’
age (p-value<0.05). The highest percentage of p53
expression (54.5%) was observed in patients with the
age group 61-70 years, (Table 1).
- P53 expression according to type of endometrial
carcinoma: A statistically significant association
was found between p53 expression and types of
RESULTS EC (p-value<0.05), (Table 1). It was highest in non
endometrioid carcinoma and moderately to poorly
There were 60 cases of EC, 55 cases of them of differentiated endometrioid type of EC, while well
endometrioid type and 5 cases of non-endometrioid differentiated EC failed to demonstrate positivity,
type of EC, (Table 1). The patients age ranged between (Table 1).

* Negative: when p53 index was <50%.
* Positive: when p53 index was >50%."

The relationship between p53 expression and the
clinicopathologic variables was analyzed by the X2 test.
The results were considered statistically significant if
the p-value was <0.05.
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- P53 expression according to grade of endometrioid
carcinoma (type 1): A statistically significant direct
relationship was found between p53 expression and
grade of endometrioid carcinoma (p-value<0.05),
(Table 1).

- P53 expression according to myometrial invasion:

A statistically significant direct relationship was found
between p53 expression and depth of myometrial
invasion (p-value<0.05). P53 had higher expression in
myometrial invasion greater than half of myometrium
(80%), (Table 1).

- P53 expression according to estrogen receptor

. P53 expression
Pathological parameters " : Total p-value
Positive Negative
<40 0 (0%) 3(100%) | 3 (100%)
- Y o 0
Age 41-50 5(26.8%) | 14 (73.2%) | 19 (100%) p>0.05
51-60 10 (37.3%) | 17 (62.7%) | 27 (100%)
61-70 6 (54.5%) | 5(45.5%) | 11 (100%)
. Endometrioid 17 (31%) | 38(69%) | 55 (100%)
Histology — p<0.05
Non endometrioid 4 (80%) 1 (20%) 5 (100%)
I 0 (0%) 31 (100%) | 31 (100%)
Grade I 12 (66.7%) | 6(33.3%) | 18 (100%) | p<0.05
11 5(83%) 1 (7%) 6 (100%)
A . <50% 5 (20%) 20 (80%) | 25 (100%)
Myometrial invasion p<0.05
>50% 16 (80%) 4 (20%) | 20 (100%)
ER positive 60% 12 (25%) | 37(75%) | 49 (100%)
ER status : p<0.05
ER negative 40% 9 (82%) 2 (18%) | 11 (100%)

Table 1. The relationship between p53 expression and some pathological parameters.
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Figure 3. The relationship between P53 expression and estrogen
receptor (p<0.05).
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status: Positive expression of p53 was inversely
significantly associated with positive ER cases. A bout
75% of ER positive cases of EC (60%) failed to show
p53 expression positivity (p<0.05), (Table 1, Figure 3).

DISCUSSION

The IHC assessment of p53 is an important prognostic
parameter in the evaluation of EC. Moreover, it has been
reported that EC that expresses p53 protein have worse
outcome, both clinically and biologically than EC that
do not express it. 202

In the current study the expression of p53 was found
in 21 out of 60 cases of EC (35%) mainly of non-
endometrioid and high grades of endometrioid type of
EC. This result is comparable to those of Fernando et al,
from Australia;'* Kounelis et al, from USA?® and Veral et
al, from Turkey'® who had reported a positive frequency
of 32%, 35%, and 34% respectively. In contrast, Geisler
et al, from USA?' and Ragni et al, 2005 from Italy,?? had
reported higher positive results of 57.3% and 61% of
cases respectively. While Erdem et al, from Turkey;*
Egan et al, from USA;** and Jeon et al, from Korea,?
had reported lower positive results of 19.2%, 5.1% and
20.4% of cases respectively. This wide range of positive
values can be attributed to the number of cases examined,
different IHC techniques used, which include the type
of antibody, as well as different scoring and cutoff
values of p53 protein expression. Also differences in
population groups, diversity of risk habits and variation
of genetic predisposition may contribute to this wide
range of p53 expression.

Regarding the age of patients, p53 expression
was shown to increase with advanced ages, highest
expression was observed in the sixth decade (54.5%).
This finding is comparable with that reported by Neilsen
and Nyholm, in a study done in USA;?® supporting the
idea that p53 mutation more frequently occurs in older
patients.?

A statistically significant relationship was found
between p53 expression and histological type of
endometrial carcinoma (p<0.05). This finding is
comparable with those reported by Erdem et al, from

45

Turkey;* Egan et al, from USA;* and Ragni et al, from
Italy.??

Also a significant direct relationship was observed
between p53 expression and grade of endometrioid
carcinoma with p-value<0.05. Similar association was
reported by Gassel et al, from Germany;*’ Geisler et al,
from USA;? Fernando et al, from Australia;'* Kounelis
et al, from USA,* Maeda et al, from Japan;'® Ohkouchi
et al, from Japan;*® and Erdem et al, from Turkey.” In
contrast to, Kohlberger et al, from Austria?® and Ragni
et al, from Italy?? who failed to find any significant
association between p53 expression and grade of
endometrioid carcinoma.

Similar significant direct relationship was observed
between p53 expression and the extent of myometrial
invasion with p-value<0.05 as the IHC expression
increased with the deeper invasion of the myometrium.
These results are also obtained by Hamel et al, from
USA;* Fernando et al, from Australia;'* Ohkouchi et
al, from Japan®® and Jeon et al, from Korea;>* but not by
Erdem et al, from Turkey;*® Ragni et al, from Italy;?
and Engelsen et al, from Norway.’! This may be due
to different methodology used as well as presence of
biological heterogeneity.

Relation of pS3 expression with ER status

ER status is among the factors shown to have
prognostic impact and to be useful in the clinical
management of patients with endometrial carcinoma.'*
' Patients with ER positive EC have a significant
advantage in overall and recurrence free survival when
receiving adjuvant hormonal therapy.'*'>!¢ In this study
a significant inverse relationship was observed between
p53 expression and ER status of EC (p<0.05), which
is similar to those reported by Fernando et al, from
Australia;'* Veral et al, from Turkey;'> Maeda et al, from
Japan'® and Suthipintawaong et al. from Thailand.*
This indicate a dual theory of carcinogenesis in the
endometrium.*

CONCLUSIONS

P53 expression was found in 35% of endometrial
carcinoma in Mosul city. A significant association was
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found between p53 expression and tumor type. P53
expression is directly correlated with the age of the
patients, grade of endometrioid carcinoma and the extent
of myometrial invasion. On the other hand there was a
significant inverse relationship between p53 expression
and estrogen receptor status.
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THE CAUSES OF BLINDNESS IN CHILDREN IN SYRIA
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Yosra Haddeh, MD; Alaadin Abdin, MD; Asem Muhammed, MD
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ABSTRACT

Objective: To assess the prevalence and etiology of blindness and low vision at children in Syria.

Methods: In this descriptive study, which has been done by medical students from Damascus University, we
studying the files of 218 children aged between 6-18 years from 9 Syrian states who are registering at the Blindness
Rehabilitation Center in Damascus.

Results: According to the WHO classification, the major causes of blindness (visual acuity <3/60) are retinal
diseases (36.1%), optic nerve diseases (13.2%), congenital syndromes (11%), congenital glaucoma (10%), the whole
globe diseases (7.8%), congenital cataracts (6.4%), corneal diseases (5.9%) and others (10%). The major clinical
diagnosis in our study is retinitis pigmentosa (18.2%,). The prevalence of relativity marriage at the children parents
is 72.1%, 30% of the children’s families have other similar defects. The prevalence of relativity marriage increased
in the low economical status families. The diseases nature determines the type of treatment without any relationship
with the familial economical status.

Conclusions: Most causes of blindness and low vision are hereditary and preventable by working on reducing the
prevalence of relativity marriage in the Syrian society. These results could assist in developing a national plan for
prevention of blindness at children in Syria in cooperation with the international programs.
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PENDRED SYNDROME: A CASE REPORT WITH LITERATURE REVIEW
Mohammed H. Saeed Al-Hijaj, MRCSED, Shatha A. A. Al-Mansori, MBChB
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ABSTRACT
Pendred  syndrome is the most common
cause of syndromic deafness, characterized by

dyshormonogenesis, goiter and sensorineural hearing
impairment.

Clinical awareness of this entity is important for
the patient, family and future assessment through
appropriate studies and genetic counseling.

INTRODUCTION

Pendred syndrome is the most common
cause of syndromic deafness, characterized by
dyshormonogenesis, goiter and sensorineural hearing
impairment.! Other features of Pendred syndrome are
enlargement of the vestibular aqueduct and “Mondini”
malformation of the cochlea, which are typically
present on imaging studies. In about 50% of patients,
the circulating thyroid hormone levels are normal,

Al

while the remainder develop overt hypothyroidism due
to defective iodide transport, which results in thyroid
dyshormonogenesis.>

Typically, affected subjects demonstrate avid thyroidal
iodide uptake but impaired iodide organification, as
determined by an exaggerated release of uncoupled
radioiodine tracer from the thyroid following perchlorate
administration (a positive perchlorate discharge test).?

Pendred syndrome was assigned to chromosome
7931 by linkage analysis,**> and mutations in the gene
encoding an anion transporter, SLC26A4, also termed
“Pendrin” were found in affected patients.®

There are now more than 50 such independent
SLC26A4 gene mutations that have been characterized
as causing Pendred syndrome.* !

The mature SLC26A4 transporter is located on the
apical membrane of thyrocyte,!>!* where it is responsible
for the transport of inorganic iodide into the colloid

*Mohammed H. Saeed Al-Hijaj, MRCSED, MRCS, Registrar in General Surgery, Department of Surgery, Basrah General Hospital, P.O. Box 13, Postal Code

42008, Basrah, Iraq. E-mail: surgical resident@yahoo.com.

*Shatha A. A. Al-Mansori, MBChB, Junior Registrar, Surgical Department, Basrah General Hospital, Basrah, Iraq. E-mail: springredolence@yahoo.com.
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Figure 2. The enlarged thyroid gland intraoperatively.

space. lodide is then available for organification and
subsequent incorporation into iodotyrosine compounds,
the precursors of thyroid hormones.

Pendrin acts as an anion exchanger, allowing iodide
flux out of the thyrocyte with a reciprocal influx
of chloride. In the presence of a loss of function in
the SLC26A4 transporter, apical iodide transport is
defective, leading to impaired organification of iodide
and the hypothyroidism of Pendred’s syndrome.

Clinical awareness of this entity is important for

the patient, family and future assessment through
appropriate studies and genetic counseling.

CASE PRESENTATION

Seventeen year old female presented with painless
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anterior neck swelling; diffused noticed when she was
seven years old and enlarge slowly. This was associated
with hearing impairment since birth. No others
significant manifestations mentioned.

Family history: she has four brothers and five sisters,
one of brothers and two of sisters have the same
condition as thyroid swelling and hearing impairment.
Drug, socio-occupational history were not significant.

On examination: thyroid swelling occupying the

whole  neck, diffused, soft, smooth, not tender,
(Figure 1).
Work-up study:

- Thyroid function tests were normal.
- RBS, BUN were normal.
- Complete Blood Picture was normal.
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- ESR was normal.

- Thyroid ultrasound revealed diffused thyroid
enlargement including the isthmus portion. Multiple
cyst of around 1 cm. No solid mass or cervical lymph
nodes.

According to the cosmetic effects and symptoms
like dyspnea, surgery was considered as subtotal
thyroidectomy, (Figure 2). Patient was prepared and
surgery done where large thyroid multicystic gland with
isthmus consistent with ultrasonic findings. Biopsy sent
for histopathlogical exam.

Postoperatively, she was good and discharged home
on 3" postoperative day.

DISCUSSION

The natural history of Pendred syndrome firstly
described by Vaughan Pendred” in 1896. Pendred
syndrome is autosomal recessive disorder'® where
parents of affected child have: a percentage risk as; 25%
affected, 25% unaffected, 50% carriers. And mutation
risk is possible and SLC26A4 is the gene associated with
Pendred syndrome.This gene is mapped to chromosome
7931, and subsequently identified by positional cloning
in 1997‘6,19,20,21

Pendred syndrome is diagnosed clinically as triad
of:"3

1- Sensorineural hearing impairment of congenital
pattern and variable severity.

2- Bilateral dilatation of vestibular aqueduct.

3- Euthyroid goiter.

We presented a case of Pendred syndrome
demonstrating how the autosomal recessive inheritance
pass in the patient family members which may give us
clues for further systems evaluation of the patient and
their families.

Ear abnormalities are progressive increase in
endolymph volume followed by an enlargement of
the membranous labyrinth and surrounding osseous
structures leading to degeneration of inner ear sensory

cells.®
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The resulting phenotype is sensorineural hearing
loss (SNHL). These abnormalities can be detected in
Pendred syndrome patients by computed tomography
or nuclear-magnetic resonance of the petrous part of the
temporal bone.

Thyroid abnormalities are impaired pendrin function
at the thyroid level can result in goiter, defects in iodide
organification, and hypothyroidism.?

Itis genetic deficiency in enzyme controlling synthesis
of thyroid hormones, and this goiter is secondary to
abnormal iodine transport across the thyrocyte, which
can be documented by Perchlorate Test.”! Accordingly,
most patients are euthyroid or subclinical hypothyroid,
depending on the level of iodine intake.

Presence of thyroid abnormality is variable where
goiterous changes are typically not present at birth, but
do develop in early puberty (40%) or adulthood (60%).
Goiter is present in 75% cases on exam.

As far as the kidney is concerned, a decrease in pendrin
function is not associated with disturbances in renal
function.” So that further studies of renal function after
basic and acid loading in Pendred syndrome patients
have to be performed to evaluate renal electrolyte
handling function.

CONCLUSIONS

In conclusion, Pendred syndrome is inherited as
autosomal recessive disorder, so securing the diagnosis
is so important not just for management of syndrome
perse, but also to allow for genetic counseling to, as
well the recent observation that Pendrin gene is also
expressed in syncytiotrophoblast cells of the placenta,
heralds the potential for prenatal genetic analysis in
future.
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ANOREXIA NERVOSA IN AN IRAQI PATIENT
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ABSTRACT

Eating disorders are known to occur more commonly
in young females than males. The available literature
indicates that anorexia nervosa (AN) is rarve in the Arab
culture. No published report about male disorder in
Iraq was found thus a case of AN in an adult Iraqi male
in Baghdad is reported. His core feature was induced
starvation and distorted body image in association
with prominent depressive symptoms. The patient
was treated by hospitalization under small multi-
professional team of psychiatrist, psychotherapist, and
dietitian for four weeks. Marked improvement in his
medical and psychological symptoms was achieved by
simple psychiatric medication, diet regulation and brief
cognitive behavioral psychotherapy. It is concluded
that early diagnosis and collaborate psychiatric
and psychotherapy may ameliorate serious medical
complications.

INTRODUCTION

Anorexia nervosa (AN) is a serious eating disorder
characterized by self induced starvation where the body
mass index (BMI) is below 17.5. Psychopathology
should include the presence of persistent over valued
ideas concerning shape and weight in favor of thinness
with a denial of the seriousness of the current low body
weight.? Anorexia nervosa predominantly affects
adolescent girls, about 10 to 20 times more often than in
males occurring in 135.7 per 100,000 per year, the rate
of incidence among adolescent girls living in Western
societies appears to have been rising steadily throughout
the last few decades.>* AN is associated with an array
of life threatening health complications, such as heart
arrhythmias, hypotension, and hypoglycemia.’ The
disorder follows a chronic course, with mortality rates
of 5-18%."° Anorexia nervosa is also associated with
depression, anxiety, and obsessive compulsive neurosis.

*Maha Sulaiman Younis, MD, Assistant Professor in Psychiatry, College of Medicine, Baghdad University, Baghdad, Iraq. E-mail: Maha.younis@gmail.com
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The causes remain unknown, but a combination of socio-
cultural and biological factors apparently contributes
to the disorder.*® The available literature indicates that
anorexia nervosa is rare in the Arab society.” More than
one study in the Arab world focused solely on young
females, but there are very few published studies about
anorectic males in Arab communities thus we felt the
need to report this case in Iraq.*”?

CASE PRESENTATION

MS is a 25 years old man single unemployed, was
referred from the department of gastroenterology in
Baghdad University Hospital for psychiatric assessment
at September 2002.

At the age of 21, he suffered from repeated abdo-
minal cramps, heart burn following every meal for
which he used to induce vomiting once or twice daily,
which was not proceeded by binge eating but to relieve
the discomfort caused by the (bad food) as he described
it and bowel motions decreased in frequency. Initially
his appetite was preserved but he began to show peculiar
food intake and dislikes to the family regular meals until
he maintained a daily routine of handful of boiled green
beans with a small piece of bread, refraining from meat,
dairy products, and all kinds of beverages, fruits and
vegetables consumption was only few portions of dates
during a whole month, he gave no history of binge eating
or purging behavior. He was keen on daily walking for
a long distance to keep fit despite his gradual loss of
weight.

His medical treatment was supervised by many
physicians where repeated physical examinations and
routine investigations revealed no physical alignment
but a urinary tract infection evidenced by urine culture
and mild thickening of the bladder wall by ultrasound
for which he received antibiotics. He was prescribed
a cocktail of anti-acids, anti-emetics, anti-spasmodics,
tonics and multivitamins which did not cause significant
improvement, together with self treatment by herbal
remedies and use of laxatives sporadically. During
the last few months before admission, his appetite
diminished to the lowest and started to experience disturb
sleep, excessive fatigability. His weight decreased to 43
kg in four months.
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Parents were both alive and well. He is the oldest
in a sibship of 4 children. There was no family history
of psychiatric illness. The family was Arab Muslims
city dwellers of lower middle social class. His mother
gave a description of pre morbid personality as that of
a quiet, aloof, had very few friends, poorly motivated
to academic achievement and leisure activities, no
rebellious behavior was noticed during childhood and
adolescence with tendency for perfectionism, in general
he used to be described as stubborn, unjoyful boy.
The personal and family history did not include other
medical and psychiatric diseases and he denied alcohol
consumption or drug abuse. His scholastic performance
was above average but he quit before finishing high
school in order to contribute to the financial support of
his family.

He strongly denied being underweight and perceive
food intake as harm to health and felt discussed by
watching others eating. Regarding psychosexual history,
there was no report of sexual abuse during childhood,
normal puppetry and heterosexual inclination but he
denied sexual contact for moral and religious inhibition,
got gratification by infrequent masturbations. He had no
history of conduct behavior during childhood.

At admission, further medical assessment confirmed
the appearance of general emaciation, pallor, mild
dehydration hypotrophic arms and legs, decreased body
hair distributions, scaphoid abdomen with no palpable
liver or spleen, chest clear. Neurological examination
revealed generalized hypotonia. His body weight was
40 kg, height 170 cm and a BMI of 13.8, temperature
36.5C, blood pressure of 100/60 mmHg and a heart rate
of (60 bpm).

Investigations and laboratory tests

Whilethepatientwasinhospital,abdominalultrasound
revealed no abnormality, a second endoscope confirmed
anormal finding similar to previous one, chest, skull and
spines radiography were normal. Electrocardiography,
computerized tomography were all normal, blood
glucose, serum calcium, sodium, and potassium levels
were on low limits, complete blood count showed
slightly low hemoglobin level of 12 g/dl, ESR, liver
and renal function tests were normal, testosterone and
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LH were slightly below normal range, urine and stool
analysis were normal, electrocardiography revealed
mild bradycardia.

Mental state assessment

The patient was clean and shaved, dressed in thick
baggy clothes despite the warm weather, maintained
eye to eye contact, argumentative and provocative. His
speech was of normal tone and fluency, coherent and
rational. His affect was gloomy and congruent with
his low mood and prevailing sense of despair with low
self esteem but no suicidal tendencies, he admitted to
feeling anxious and irritable about putting on weight
and becoming ugly, resisted the argument about his
irrational eating habits, appeared to be totally unaware
of his thinness. Thought disorder and hallucinatory
experiences were not detected. Cognitive functioning
was intact

Management

The diagnosis of restricting type of anorexia nervosa
was based on detailed history, physical and psychiatric
assessment and was in accordance with DSM-IV
diagnostic criteria,” The eating disorder inventory (EDI)
was administered to confirmed the clinical diagnosis
manifesting a high scores in issues related to thinness,
interpersonal distrust and low level of self awareness.”!?
Associated depressive symptoms were sever enough
to warrant deferential diagnosis of major depressive
symptoms and morbid preoccupation with food related
thoughts may be sever enough to warrant deferential
diagnosis of depression and obsessive compulsive
disorder (OCD). A hospitalized treatment program was
considered for the patient based on multi professional
team investing the available resources. A nutritionist
was called to arrange gradual re-feeding regime in
accordance to the daily check of body weight, urine
output and basal caloric need versus energy expenditure.
We started by correcting the dehydration by IV fluid
until the patient regained normal drinking after two
days. The attending staff was instructed to adopt firm
yet supportive approach to the patient, discouraging
negative behaviors by restricting his physical activities
and controlling purging attempts. An estimated 1500-
2500 calories a day was given to the patient in form
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of small 5-6 equal daily food portions thought the day,
mild high protein and carbohydrate diet were selected.
A visiting clinical psychologist interviewed the patient
twice weekly focusing on cognitive-behavioral approach
about his food-related problems and advice coping
strategies for personal conflicts, the patient showed
little motivation to continue the sessions.

A night dose of 100 mg of chloropromazine tablet
was initially started then increased gradually to 100 mg
tds together with a morning single dose of flouxitine
20 mg tablet. He asked to be discharged after 4 weeks,
gained weight 46 kg , his depressed mood improved and
became more rational about his eating pattern and body
weight. He attended the psychiatry outpatient clinic for
regular visits and was re-evaluated after 4 months. Both
biological and psychological symptoms were improved,
his body weight increased to 50 kg, he got relief from
his previous gastric pain, restored normal sleep and
appetite but still preoccupied with fear of fatness. We
lost contact with the patient since the March 2003.

DISCUSSION

Variability of incidence found across different
populations suggests that socio-cultural factors play a
substantial role in its etiology. Eating disorders are far
more common in young females than in males, where
frequently is associated with depression, substance
abuse, anxiety and OCD. Moreover they tend to have
a more atypical and sub threshold types manifested by
age of onset, psychiatric co-morbidity and less binging
and/or purging than their female counterparts.>!’!?
Despite the evidence of an increased incidence of AN in
the Arab societies, the available literature indicates its
rarity and very few studies discussed male presentations
in the region.*’®

To the best of our knowledge, no previous report in
Iraq was published because dieting and slimness does
not seem to be a cultural phenomena. The patient was
affected with a restricting type of anorexia nervosa
with some peculiarities of male disorder as delayed
diagnosis, compulsive physical exercise and associated
depressive episodes. A deferential diagnosis of OCD
and/or depression was excluded because of the nature
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and duration of the depressive symptoms and absence
of classical characteristic OCD intrusion and recurrence
of the thoughts and element of resistance, the presence
of the central features of the distorted body image
and fear of fatness is also present.'>!'* He fulfilled the
diagnostic criteria according to DSM-1V, ICD-10 and
confirmed by EDIL.*'>'5 There is no special unit for
eating disorders in Iraq, and facilities for management
by an expert dietitian and psychotherapist were limited.
We tried to invest the available resources, focusing
on educating the patient himself and the nursing staff
about the disorder. Improvement of the patient’s mood
occurred by prescribing Selective Serotonin Reuptake
Inhibitors SSRI (flouxitine), as the core of his psychiatric
treatment because depression was a prominent feature.
Oral phenothiazine (chloropromazine) was added to
control vomiting and enhance appetite. Behavioral
psychotherapy was brief and only applied when he was
in the hospital. In this case we described how disease
manifestation improved with simple correction of the
nutritional status and treating the associated psychiatric
symptoms.

CONCLUSIONS

This is the first report with detailed documentation
of male presentation of anorexia nervosa in Iraq. It is
believed that many case of AN are only diagnosed after
exhausting investigations for other medical illnesses.
Early psychiatric treatment was important to minimize
the severity of the patient’s symptoms; this is well
exemplified in our case. Dietary correction with simple
combination of anti-depressant and anti-psychotic drugs
succeeded to improve the patient’s intractable symptoms
and change his negative attitude. Psychotherapy is
of a paramount importance in the continuation of
management.'®!”
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Medical Case

Villar’s Nodule — Umbilical Endometriosis
Bl A 3 jalgdl an 1) Aty ¢ha A Villar S1ds

A 37-year-old woman presented with a brownish tumor protruding from her umbilicus (Panel A), noting that it bled
cyclically, in synchronization with her menstrual period. Her medical history was significant for dysmenorrhea
and two recent laparoscopic resections of endometriomas. Physical examination was unremarkable aside from the
finding of a fixed, anteroflexed uterus and adnexa. Gestrinone, an oral antigonadotropic agent, was administered for
2 months, without improvement. A reconstructed sagittal computed tomographic image showed that the umbilical
mass extended to the peritoneum (Panel B, arrowhead). The image also revealed a pelvic cyst with a diameter of
5 cm and a radiologic appearance consistent with another endometrioma (Panel B, arrow). Although the patient
did not want resection of the pelvic cyst, the umbilical tumor was excised, and histologic examination revealed
the presence of endometrial glands and stroma. Endometriosis of the umbilicus, also called Villar’s nodule, is a
rare presentation of extrapelvic endometriosis. It is hypothesized that endometrial tissue occurs at the umbilicus
by means of hematogenous or lymphatic seeding, metaplasia of urachal remnants, or direct seeding from prior
laparoscopic procedures. When seen at a follow-up visit at 8§ months, the patient continued

to have mild dysmenorrhea, but the Villar’s nodule had not recurred.
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N EnglJ Med 2011, 364:e45, May 26, 2011. Images in Clinical Medicine
Translated by Samir Aldaldati, MD
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Medical Case

“Thumb Sign” of Epiglottitis
Sl sl gl (B algy) Aadle

A 58-year-old man presented to the emergency department after having had severe throat pain, hoarseness, and
fever for 2 days. A physical examination revealed no stridor, respiratory distress, or drooling. The results of an
oropharyngeal examination were unremarkable. A lateral soft-tissue radiograph of the neck showed a “thumb
sign” (arrow). This radiographic sign is a manifestation of an enlarged and edematous epiglottis, and it suggests
a diagnosis of acute infectious epiglottitis. Intravenous antibiotics were administered, and subsequent fiberoptic
laryngoscopy confirmed that the epiglottis was swollen and inflamed. An apical epiglottic abscess was
also present; it was not drained and was managed medically. Countries with routine pediatric
immunization for Haemophilus influenzae serotype b have witnessed a dramatic reduction
in the incidence of epiglottitis in children, with the result that the majority of cases of infectious
epiglottitis now occur in adults. Given the substantial risk of airway compromise, this patient was
admitted to the intensive care unit for observation. No causative organism was identified in blood cultures.
When his symptoms diminished, the patient was discharged to his home and instructed

to complete a course of oral antibiotics.
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Public Health
dale dan

Tea consumption enhances endothelial-dependent vasodilation
Lilad) Al o adinal) Lo oY) gt (0 Jjre s LA lgial

Ras RT, et al.
PLoS One 2011 Mar 4;6(3):e16974.

Background: Tea consumption is associated with a lower risk of cardiovascular disease including stroke. Direct
effects of tea components on the vasculature, particularly the endothelium, may partly explain this association.
Objective: We performed a meta-analysis of controlled human intervention studies on the effect of tea on flow-
mediated dilation (FMD) of the brachial artery, a measurement of endothelial function, which is suggested to be
associated with cardiovascular risk.

Methods: Human intervention studies were identified by systematic search of the databases Medline, Embase,
Chemical Abstracts and Biosis through March 2009 and by hand-searching related articles. Studies were selected
based on predefined criteria: intervention with tea as the sole experimental variable, placebo-controlled design, and
A random effects model was used to calculate the pooled overall no missing data on FMD outcome or its variability.
effect on FMD due to the intake of tea. The impact of various subject and treatment characteristics was investigated
in the presence of heterogeneity.

Results: In total, 9 studies from different research groups were included with 15 relevant study arms. The overall
3.3%; P-value <0.001)-absolute increase in FMD of tea vs. placebo was 2.6% of the arterial diameter (95% CI: 1.8
for a median daily dose of 500 mL of tea (2-3 cups). This is a relative increase of approximately 40% compared to the
average FMD of 6.37 measured under placebo or baseline conditions. There was significant heterogeneity between
studies (P-value <0.001) that might partly be explained by the cuff position either distal or proximal to the area of
FMD measurement. No indication for publication bias was found.

Conclusion: Moderate consumption of tea substantially enhances endothelial-dependent vasodilation. This may
provide a mechanistic explanation for the reduced risk of cardiovascular events and stroke observed among tea
drinkers.
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Pediatrics

Julyi b

Circulating microRNA is a biomarker of pediatric Crohn disease
JUkY) die 09,8 £10 Cla B gon anlsS ol B Jiladl gBal L)) g0

Zahm AM, et al.
J Pediatr Gastroenterol Nutr 2011 May 3.

Objectives: The gold standard for the diagnosis and evaluation of Crohn disease (CD) is endoscopy/colonoscopy,
although this is invasive, costly, and associated with risks to the patient. Recently, circulating microRNAs (miRNAs)
have emerged as promising noninvasive biomarkers. Here we examined the utility of serum miRNAs as biomarkers
of CD in children.

Methods: Studies were conducted using sera samples from pediatric CD subjects, healthy controls, and a comparison
group of pediatric celiac disease subjects. Serum miRNA levels were initially explored using a microfluidic quantitative
reverse transcription-PCR (qQRT-PCR) array platform. Findings were subsequently validated using QRT-PCR in larger
validation sample sets. The diagnostic utility of CD-associated serum miRNA was examined using receiver operating
characteristic (ROC) analysis.

Results: A survey of miRNA levels in the sera of control and CD subjects detected significant elevation of 24 miRNAs,
11 of which were chosen for further validation. All candidate biomarker miRNAs were confirmed in an independent
CD sample set (n=46 cases). To explore the specificity of the CD-associated miRNAs, they were measured in the sera
of celiac disease patients (n=12); none were changed compared to healthy controls. ROC analyses revealed serum
miRNAs have promising diagnostic utility, with sensitivities for CD above 80%. Significant decreases in serum
miRNAs were observed in 24 incident pediatric CD patients following 6 months of treatment.

Conclusions: The present study identifies 11 CD-associated serum miRNA with encouraging diagnostic potential.
Our findings suggest serum miRNAs may prove useful as noninvasive biomarkers in CD.
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Alteration of CD4CD25Foxp3 T cell level in Kawasaki disease
Shalsls £1a cNla & CDACD25Foxp3 4l LAY (o gina b ci¥adl)

Sohn SY, et al.
Korean J Pediatr 2011 Apr;54(4):157-62.

Purpose: Exaggerated pro-inflammatory reactions during the acute phase of Kawasaki disease (KD) suggest the
role of immune dysregulation in the pathogenesis of KD. We investigated the profiles of T regulatory cells and their
correlation with the clinical course of KD.

Methods: Peripheral blood mononuclear cells were collected from 17 KD patients during acute febrile and subacute
afebrile phases. T cells expressing CD4, CD25, and Foxp3 were analyzed using flow cytometry, and the results were
correlated with the clinical course of KD.

Results: The percentage of circulating CD4(+)CD25(high)Foxp3(+) T cells among CD4(+) T cells was significantly
higher during the subacute afebrile phase than during the acute febrile phase (1.10%+1.22% vs. 0.55%+0.53%,
P=0.049). Although levels of CD4(+)CD25(low)Foxp3(+) T cells and CD4(+)CD25(-)Foxp3(+) T cells were only
slightly altered, the percentage of CD4(+)CD25(+)Foxp3(-) T cells among CD4(+) T cells was significantly lower
during the subacute afebrile phase than during the acute febrile phase (2.96%+1.95% vs. 5.64%+5.69%, P=0.036).
Consequently, the ratio of CD25(high)Foxp3(+) T cells to CD25(+)Foxp3(-) T cells was higher during the subacute
afebrile phase than during the acute febrile phase (0.45%+0.57% vs. 0.13%+0.13%, P=0.038).

Conclusion: Decreased CD4(+)CD25(high)Foxp3(+) T cells and/or an imbalanced ratio of CD4(+)CD25(high)
Foxp3(+) T cells to CD4(+)CD25(+)Foxp3(-) T cells might play a role in KD development. Considering that all KD
patients were treated with intravenous immunoglobulin (IVIG), recovery of CD4(+)CD25(high)Foxp3(+) T cells
during the subacute afebrile phase could be a mechanism of IVIG.
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Chest CT scores of severity are associated with future
lung disease progression in children with CF
gl AU Aial) jehail) aa paall JGudal) o guaiily 305 Jalss (3305
S Bl Galaad) JUkY) X

Sanders DB, et al.
Am J Respir Crit Care Med 2011 Jul 7.

Rationale: Most children with cystic fibrosis (CF) experience a slow decline in spirometry, although some children
continue to be at risk for more significant lung disease progression. Chest CT scans have been shown to be more
sensitive to changes in lung disease than spirometry and may provide a means for predicting future lung disease
progression.

Objectives: We hypothesized that Brody chest CT scores obtained in 2000 in a prospectively monitored cohort of
children with CF would be associated with the most recent measures of lung disease severity.

Methods: Brody chest CT scores were calculated for 81 children enrolled in the Wisconsin CF Neonatal Screening
Project. Multivariable linear regression was used to determine associations between Brody scores and the most recent
(age 21, or 6/30/2010, whichever was later) measures of CF lung disease.

Measurements And Main Results: The mean observation time after the chest CT scan was 7.5 years. Brody chest
CT scores were significantly associated with the most recent measures of spirometry (p<0.001) and Wisconsin and
Brasfield chest radiograph scores (p<<0.001). The strength of this association was much stronger than spirometry
obtained near the time of the chest CT (p<0.01), but not chest radiograph scores.

Conclusions: Chest CT scores are associated with future lung disease severity, and quantitative chest imaging (chest
CT and chest radiograph scores) are more strongly associated with future lung disease severity than measures of
spirometry. These findings may help clinicians identify patients at risk of future lung disease progression.
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Ciprofloxacin use in neonates: A systematic review of the literature
) U Lagia daalpe iB N Auaa die GaaluS gld g ) aladiiad

Kaguelidou F, et al.
Pediatr Infect Dis J 2011 Feb;30(2):¢29-37.

Background: Ciprofloxacin has no marketing authorization for use in neonates worldwide but it is prescribed
for the treatment of neonatal life-threatening infections, mainly in developing countries and in Europe. Given the
concerns about its toxicity in this population and the necessity for its use in specific clinical situations, we conducted
a systematic review of the use of ciprofloxacin in neonates.

Methods: We performed a systematic search of PubMed, Embase, and the Cochrane Database of Systematic Reviews
and bibliographies of relevant articles. We included all studies, regardless of design, that reported efficacy, safety,
and pharmacokinetics of ciprofloxacin for the treatment of any neonatal infectious condition. We excluded letters,
editorials, preliminary reports, and abstracts.

Results: Observational cohort studies, case reports, and descriptions of patient series account for all literature
reviewed. Ciprofloxacin was administrated in neonates as a salvage therapy for sepsis due to multidrug-resistant
strains or with signs of clinical deterioration under first-line antibiotic treatment. Initial administration was always
intravenous with variable dosing schedule. Clinical response to treatment was estimated at 64% and 91% in 2 cohort
studies, with a median of 83% in case series. Of the 14 case reports, 12 yielded positive clinical outcomes. No serious
adverse events, particularly joint toxicity, were observed, although evaluation was predominantly clinical and follow-
up limited to few months after the end of treatment.

Conclusions: The current literature provides some information to support the use of ciprofloxacin in neonates.
Additional high quality studies should be undertaken to provide reliable data on pharmacokinetics, efficacy, and
long-term safety.
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Improved outcome of Henoch-Schonlein purpura nephritis
by early intensive treatment
ODlisdh i b (e b AlCl) Colgl) Il Ay gy pead) gil) Cpesn
iCal) jSUl) Zdad) slaiely

Deng F.
Indian J Pediatr 2011 Jul 8.

Objective: To evaluate the different therapies used to treat mild, moderate and severe Henoch-Schonlein purpura
nephritis (HSPN) patients and to identify the most effective treatment.

Methods: One hundred and eighty six children were evaluated retrospectively. They were divided into mild, moderate
and severe condition groups. Different therapeutic protocols of non-steroid therapy, hydrocortisone sodium succinate
(HCSS) therapy, methylprednisolone (MP) pulse therapy, and MP in combination with tripterygium glycoside (TG)
therapy were used to treat the different groups.

Results: After 4 wk, in the mild group, patients were more likely to respond to HCSS therapy than non-steroid
therapy (P<0.05). Moderate HSPN patients were more likely to respond to MP therapy than HCSS therapy (P<0.05).
Severe HSPN patients were more likely to respond to MP in combination with TG than single MP therapy (P<0.05).
At last follow-up, all children had normal urinalysis, blood pressure and serum urea and creatinine. In the mild group,
the mean duration of proteinuria was shorter in HCSS therapy group than in non-steroid therapy group (P<0.05). In
the moderate group, the mean duration of proteinuria was shorter in MP pulse therapy group than in HCSS therapy
group (P<0.05).

Conclusions: The present study has demonstrated a superior effect of HCSS therapy in patients with mild HSPN
disease, of MP therapy in patients with moderate disease, and of MP in combination with TG therapy in patients with
severe disease. Intensive therapy administered initially reduces the duration of urinary protein abnormality.
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Obstetrics And Gynecology
Aalaall (alpa )y a5l

Cost-effectiveness and quality of life associated with heavy menstrual bleeding
among women using the levonorgestrel-releasing intrauterine system
B&Y ekl il Allatial) BLad) s gig ApalaBy) g gand)

G isial) 3 el gl ciladiiienal) 5 L) e

Blumenthal PD, et al.
Int J Gynaecol Obstet 2011 Mar;112(3):171-8.

Objective: To review the literature for economic and health-related quality of life outcomes data associated with the
use of the levonorgestrel-releasing intrauterine system (LNG-IUS) in the management of heavy menstrual bleeding.
Methods: We searched the MEDLINE and EMBASE databases simultaneously using the Ovid interface to review
the literature in a systematic manner for economic and health-related quality of life outcomes data associated with the
use of the LNG-IUS in women with heavy menstrual bleeding. Articles were then selected for further review based
on the relevance of their titles and/or abstracts. We identified 17 articles for inclusion in this review.

Results: Treating heavy menstrual bleeding with the LNG-IUS was found to be cost-effective in various countries
and settings. Moreover, irrespective of the measuring instrument used, health-related quality-of-life outcomes were
found to be improved to a degree similar to that achieved with endometrial ablation or hysterectomy. In some cases,
the LNG-IUS appeared to be more effective and less costly than the surgical options.

Conclusion: The LNG-IUS is a cost-effective treatment option for heavy menstrual bleeding when pharmacologic
treatment is indicated.
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Second trimester amniocentesis is not a risk factor for
very low birth weight and extremely low birth weight

ALY (alA §yghd Jale JSdy Y Jaall G GEY B agial) 50
BN (139 o dahall LAlBAIYNg BN (s (0

Mazza V, et al.
ISRN Obstet Gynecol 2011;2011:313206.

Objectives: To assess the risk of very low birth weight (VLBW) and extremely low birth weight (ELBW) attributable
to second trimester amniocentesis.

Methods: Records of 4,877 consecutive amniocentesis, performed between 1997 and 2003, were analyzed.
Only VLBW and ELBW in the study population (exposed) and in the control group (unexposed) were evaluated.
Comparisons were made between the amniocentesis group versus nonexposed. Odds ratios (OR) and 95% confidence
intervals (95% CI) were calculated for VLBW and ELBW classes.

Results: In the study population, the VLBW were 35 (0.71%) and the ELBW were 20 (0.41%). In the control group,
the VLBW were 220 (0.67%) and the ELBW were 112 (0.34%). The Odds ratios of the VLBW between the study and
the control group did not show any statistical significant risk (OR=1.07, 95% CI = 0.72-1.54). Also in ELBW odds
ratios between study and control group were not statistically significant (OR=1.20, 95% CI=0.7-1.95).
Conclusions: No effect of the second trimester amniocentesis was noted on VLBW and ELBW.
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The quadruple test for Down syndrome screening
in pregnant women of advanced maternal age

el cilatiial) Jalsal) g loadl) die ¢y g)s Aapdlial oLyl ) SLERY)

Kwon JY, et al.
Arch Gynecol Obstet 2011 Aug 12.

Purpose: The purpose of the current study was to determine whether or not the quadruple test for screening Down
syndrome is an effective method to replace direct amniocentesis in pregnant women >35 years of age.
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Methods: This study analyzed the screening performance of the quadruple test according to maternal age at delivery
among subjects who had a quadruple screening test at 1 of 4 hospitals during a 5-year period and for whom data on
fetal chromosomal abnormalities were available.

Results: The study population of 9.435 pregnant women was divided into 3 groups according to maternal age: 6,922
women were <35 years of age; 2.284 were 35-39 years of age; and 229 women >40 years of age. The detection and
false-positive rates of the quadruple screening test for Down or Edward syndrome in the 3 groups of women were 80
and 6.6%, 200 and 15.8%, and 100 and 35.3%, respectively.

Conclusions: Under conditions in which first trimester screening test is not available, the quadruple screening test
is a better choice than direct amniocentesis for pregnancies complicated by advanced maternal age. When providing
genetic counseling, we need to explain the accurate detection and false-positive rates of the screening test according
to maternal age.
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Relationship between endometriosis and cancer from current perspective
Aol ) slaially (layadly (Ssasiasaiyl) Bkl ansll Alay £ ¢y ABDlal)

Kokcu A.
Arch Gynecol Obstet 2011 Aug 12.

Purpose: To examine the current mechanisms of the increased incidence of cancer in women with endometriosis.
Methods: The synthesis and review of the relevant current literature in English language.

Results: Compared with general population, women with endometriosis have two times higher risk for developing
ovarian cancer, 30% higher risk for developing breast cancer, and 40% higher risk for developing hematopoietic
malignancies, mainly non-Hodgkin lymphoma.

Conclusions: Endometriosis comprises many predisposing factors including genetic, epigenetic, local environmental,
hormonal, inflammatory and immunologic changes, for the development of some cancers.
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Surgery
dalyal

Nonoperative treatment of proximal humerus fractures
danll Cu il andl) el Aafal) e Aallaal)

Iyengar JJ, et al.
J Orthop Trauma 2011 Jun 4.

Background: Proximal humerus fractures are common in the setting of osteopenia and osteoporosis and can often
be treated nonoperatively. There are few studies that evaluate the long-term outcomes of nonoperative treatment of
these fractures. We performed a systematic review of the literature to examine the results of nonoperative treatment
of proximal humerus fractures.

Methods: The PubMed search engine and EMBASE database were used. Inclusion criteria were: 1) proximal humerus
fractures resulting from trauma; 2) age older than 18 years; 3) more than 15 patients in the study; 4) greater than 1
year follow-up; 5) at least one relevant functional outcome score; and 6) a quality outcome score of at least a 5 of 10
according to previously published scoring system.

Results: We identified 12 studies that included 650 patients with a mean age of 65.0 years (range, 51-75 years) and
a mean follow-up of 45.7 months (range, 12-120 months). There were 317 one-part fractures, 165 two-part fractures,
137 three-part fractures, and 31 four-part fractures. The rate of radiographic union was 98% and the complication rate
13%. The average range of motion reported in five studies was 139° forward flexion, 48° external rotation, and 52°
internal rotation. The average Constant score reported in six studies was 74 (range, 55-81). Varus malunion was the
most common complication reported, whereas avascular necrosis was uncommon (13 cases).

Conclusions: We conclude that our systematic review of the literature on the nonoperative treatment of proximal
humerus fractures demonstrates high rates of radiographic healing, good functional outcomes, and a modest
complication rate.
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Selective embolization of the internal iliac arteries for the treatment
of intractable hemorrhage in children with malignancies
Al 4388 0] cplpill AEEY) alaal) dadas Allad anls
ClLAIL Gulaal) JULY) die siaal) slad) Gl c¥ls Apllaa

Bae SH, et al.
Korean J Pediatr 2011 Apr;54(4):169-75.

Purpose: Acute internal hemorrhage is an occasionally life-threatening complication in pediatric cancer patients.
Many therapeutic approaches have been used to control bleeding with various degrees of success. In this study, we
evaluated the efficacy of selective internal iliac artery embolization for controlling acute intractable bleeding in
children with malignancies.

Methods: We retrospectively evaluated the cases of 6 children with various malignancies (acute lymphoblastic
leukemia, acute myelogenous leukemia, chronic myelogenous leukemia, T-cell prolymphocytic leukemia, Langerhans
cell histiocytosis, and rhabdomyosarcoma), who had undergone selective arterial embolization (SAE) of the internal
iliac artery at the Chonnam National University Hwasun Hospital between January 2004 and December 2009. SAE
was performed by an interventional radiologist using Gelfoam® and/or Tornado® coils.

Results: The patients were 5 boys and 1 girl with median age of 6.9 years (range, 0.7-14.8 years) at the time of SAE.
SAE was performed once in 4 patients and twice in 2, and the procedure was unilateral in 2 and bilateral in 4. The
causes of hemorrhage were as follows: hemorrhagic cystitis (HC) in 3 patients, procedure-related internal iliac artery
injuries in 2 patients, and tumor rupture in 1 patient. Initial attempt at conservative management was unsuccessful.
Of the 6 patients, 5 (83.3%) showed improvement after SAE without complications.

Conclusion: SAE may be a safe and effective procedure for controlling acute intractable hemorrhage in pediatric
malignancy patients. This procedure may obviate the need for surgery, which carries an attendant risk of morbidity
and mortality in cancer patients with critical conditions.
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Planned ilioinguinal nerve excision for prevention
of chronic pain after inguinal hernia repair

DY) F8) gl Al aay cadall Al e Ll A ) A cuandl aliiall Jlaiiud) g

Johner A, et al.
Surgery 2011 May 21.

Background: Inguinal hernia repair is a common operative procedure, but the development of chronic postoperative
pain is a dreaded potential complication. The role of neurectomy in decreasing the incidence of chronic pain after
inguinal hernia repair is currently unknown. Our objective was to determine whether a planned ilioinguinal nerve
excision results in a decrease in the development of chronic pain experienced after inguinal hernia repair.

Methods: A systematic literature review was carried out to identify studies investigating the influence of ilioinguinal
nerve excision on the development of chronic pain after inguinal hernia repair. A quantitative analysis of the pooled
data was carried out.

Results: Of 6,023 abstracts reviewed, 4 high-quality, randomized-controlled trials were identified. The pooled mean
difference in degree of pain at 6 months postoperatively on a 10-point scale was -0.29 (95% confidence interval: -0.48
to -0.11), favoring neurectomy to decrease the chance of developing chronic pain. Not surprisingly, those individuals
undergoing neurectomy were also more likely to develop altered sensation at the same time point (odds ratio: 3.70,
95% confidence interval: 2.61-5.25).

Conclusion: A planned resection of the ilioinguinal nerve at the time of inguinal hernia repair is associated with
a decrease in the incidence of chronic postoperative pain. Thus, carrying out this simple maneuver at the time of
operation might decrease a major source of postoperative patient morbidity.
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Anti-inflammatory effects of perioperative intensive insulin therapy
during cardiac surgery with cardiopulmonary bypass
CrloasY L A8l datlaall Clgat 3aliaall el il
A0 Al Blaa aladind) aa Aglil) cilalad) A dalad) Jsa Le 3y b

Hasegawa A, et al.
Surg Today 2011 Oct;41(10):1385-90.

Purpose: Recent studies have reported that controlling blood glucose with insulin can suppress systemic inflammation.
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In the present study, we evaluated how perioperative intensive insulin therapy (IIT) influences the inflammatory
response in an artificial pancreas during cardiac surgery with cardiopulmonary bypass.

Methods: We randomly divided the patients undergoing cardiac surgery with cardiopulmonary bypass into two
groups: an IIT group (n=13) and a conventional treatment (CT) group (n=12). For the IIT group, blood glucose
control was initiated with an artificial pancreas at initiation of surgery. Blood glucose was maintained at 100 mg/dl
until 24 h postoperatively. Blood samples were collected to determine changes in serum cytokine levels over time.
Results: Patients’ characteristics did not differ significantly between groups. Blood glucose levels were significantly
higher in the CT group after surgery. Serum levels of tumor necrosis factor-a, interleukin-6, and high-mobility group
box 1 were higher in the CT group than in the IIT group.

Conclusions: Use of IIT in the artificial pancreas during the perioperative period signifiantly decreased the
inflammatory response. Moreover, we did not find evidence of hypoglycemia in those treated with II'T. This suggests
that use of IIT in an artificial pancreas can be safe and effective for critically ill patients.
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Does pneumothorax occurrence correlate with a change in the weather?
¢ L) s uﬂ )ity Ay jal) ) Ggas by R

Obuchi T, et al.
Surg Today 2011 Oct;41(10):1380-4.

Purpose: There has been speculation that weather changes correlate with the incidence of spontaneous pneumothorax,
although this has notbeen verified. Moreover, there are no significant data available on the meteoropathic pneumothorax
in Asia. The aim of this study was to investigate the possible correlation and to compare our results to those of the
United States and Europe.

Methods: From January 2000 to December 2009, 317 spontaneous pneumothorax cases with clear dates of onset
were treated in our institution. Using the meteorological data of Fukuoka, Japan, the days with and without an
occurrence of pneumothorax were statistically compared in terms of atmospheric pressure, the amount of precipitation,
temperature, humidity, hours of sunshine, and occurrence of a typhoon and lightning.

Results: Multivariate analysis revealed that a decrease in the hours of sunshine, an increase in mean temperatures
2 days before the incidence, and the days following a day with lightning were all significantly correlated with the
occurrence of pneumothorax (P=0.0083, 0.0032, 0.0351, respectively). However, typhoons, as an “unusual” weather
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condition, did not influence the incidence of pneumothorax (P=0.983).
Conclusions: Our results show strong similarities with reports from European countries despite the different climates.
We conclude that the occurrence of pneumothorax appears to correlate with some weather conditions in Japan.
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Cardiovascular Diseases
ddle ) dndall alyaY)

Intramyocardial, autologous CD34+ cell therapy for refractory angina
Baiaall jaall GUS c¥la B Adal) Lliaal) (i Liial) 4513 CD34+ LAY s

Losordo DW, et al.
Circ Res 2011 Jul 7.

Rationale: A growing number of patients with coronary disease have refractory angina. Preclinical and early-phase
clinical data suggest that intramyocardial injection of autologous CD34+ cells can improve myocardial perfusion and
function.

Objective: Evaluate the safety and bioactivity of intramyocardial injections of autologous CD34+ cells in patients
with refractory angina who have exhausted all other treatment options.

Methods and Results: In this prospective, double-blind, randomized, phase II study (ClinicalTrials.gov identifier:
NCT00300053), 167 patients with refractory angina received 1 of 2 doses (1x10(5) or 5x10(5) cells/kg) of mobilized
autologous CD34+ cells or an equal volume of diluent (placebo). Treatment was distributed into 10 sites of ischemic,
viable myocardium with a NOGA mapping injection catheter. The primary outcome measure was weekly angina
frequency 6 months after treatment. Weekly angina frequency was significantly lower in the low-dose group than in
placebo-treated patients at both 6 months (6.8=1.1 versus 10.9+1.2, P=0.020) and 12 months (6.3%£1.2 versus 11.0£1.2,
P=0.035); measurements in the high-dose group were also lower, but not significantly. Similarly, improvement in
exercise tolerance was significantly greater in low-dose patients than in placebo-treated patients (6 months: 139+151
versus 69+122 seconds, P=0.014; 12 months: 140£171 versus 58+146 seconds, P=0.017) and greater, but not
significantly, in the high-dose group. During cell mobilization and collection, 4.6% of patients had cardiac enzyme
elevations consistent with non-ST segment elevation myocardial infarction. Mortality at 12 months was 5.4% in the
placebo-treatment group with no deaths among cell-treated patients.
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Conclusions: Patients with refractory angina who received intramyocardial injections of autologous CD34+
cells (10(5) cells/kg) experienced significant improvements in angina frequency and exercise tolerance. The cell-
mobilization and -collection procedures were associated with cardiac enzyme elevations, which will be addressed in
future studies.
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Coronary atherosclerosis is associated with macrophage
polarization in epicardial adipose tissue
el 4.3‘93 umd\ C\_uul\ 3 5t caladlyl) um\&A‘L\L\SY\ w‘g‘i\@dM\ clail) OSJ"

Hirata VY, et al.
J Am Coll Cardiol 2011 Jul 12;58(3):248-55.

Objectives: The purpose of this report was to assess the link between macrophage polarization in epicardial adipose
tissue and atherosclerosis in patients with coronary artery disease (CAD).

Background: Macrophage accumulation enhances chronic inflammation in adipose tissue, but macrophage phenotypic
change in human epicardial adipose tissue and its role in atherogenesis are unknown.

Methods: Samples were obtained from epicardial and subcutaneous adipose tissue during elective cardiac surgery
(CAD,n=38;non-CAD, n=40). Infiltration of M 1/M2 macrophages was investigated by immunohistochemical staining
with antibodies against CD11c¢ and CD206, respectively. Expression of pro- and anti-inflammatory adipocytokines in
adipose tissue was evaluated by real-time quantitative polymerase chain reaction.

Results: Infiltration of macrophages and expression of pro- and anti-inflammatory cytokines were enhanced
in epicardial fat of patients with CAD compared with that in non-CAD patients (p<0.05). The ratio of M1/M2
macrophages was positively correlated with the severity of CAD (r=0.312, p=0.039). Furthermore, the expression
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of pro-inflammatory cytokines was positively correlated, and the expression of anti-inflammatory cytokines was
negatively correlated with the ratio of M1/M2 macrophages in epicardial adipose tissue of CAD patients. By contrast,
there was no significant difference in macrophage infiltration and cytokine expression in subcutaneous adipose tissue
between the CAD and non-CAD groups.

Conclusions: The ratio of M1/M2 macrophages in epicardial adipose tissue of CAD patients is changed compared
with that in non-CAD patients. Human coronary atherosclerosis is associated with macrophage polarization in
epicardial adipose tissue.
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Pulmonary Diseases
Ayl eyl

Let-7 microRNA-mediated regulation of IL-13 and allergic airway inflammation
N Adlsgd) 3kl Glgilly Let-7 microRNA 3 balgiall 13— S50 iy) adats

Kumar M, et al.
J Allergy Clin Immunol 2011 May 24.

Background: IL-13, a cytokine secreted by T(H)2 lymphocytes and other cells, critically modulates allergic
inflammation and tissue remodeling in allergic asthma. Although much is known about transcriptional regulation of
IL-13, posttranscriptional regulation is poorly understood.

Objective: Because many inflammatory pathways are known to be regulated by microRNAs, permitting a rapid and
fine-tuned response, the role of microRNA-mediated regulation of IL-13 was investigated using both in vitro and
in vivo studies.

Methods: A combination of in silico approaches and in vitro transfections in A549 cells and primary cultured T
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cells was used to demonstrate the involvement of let-7 in IL-13 regulation. Furthermore, intranasal delivery of let-7
microRNA mimic in mice was performed to study its effects in allergic airway inflammatory conditions.

Results: Using a combination of bioinformatics and molecular approaches, we demonstrate that the let-7 family of
microRNAs regulates IL-13 expression. Induced levels of IL-13 in cultured T cells were inversely related to let-7
levels. In an IL-13-dependent murine model of allergic airway inflammation, we observed that inflammation was
associated with a reduction in most of the members of the let-7 family. Exogenous administration of let-7 mimic to
lungs of mice with allergic inflammation resulted in a decrease in IL-13 levels, resolution of airway inflammation,
reduction in airway hyperresponsiveness, and attenuation of mucus metaplasia and subepithelial fibrosis.
Conclusion: Let-7 microRNAs inhibit IL-13 expression and represent a major regulatory mechanism for modulating
IL-13 secretion in IL-13-producing cell types and thereby T(H)2 inflammation.
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Gastroenterology
Laagll al Y|

Diverticulosis and colorectal polyps at younger age: a possible link?
$llainal) cullalid ) o3 Sall lesd) o Araiiiinial) 4iglesl) cilnlgally zoiyl) £1a

Rondagh EJ, et al.
Eur J Gastroenterol Hepatol 2011 Sep 12.

Objective: An association between diverticulosis and colorectal neoplasms may have implications for colonoscopic
prevention of colorectal cancer. We aimed to examine the association between diverticulosis and colorectal polyps
with special attention to the age at diagnosis, the anatomical location, and the histological subtype of colorectal

polyps.
Methods: We included all consecutive patients referred for routine colonoscopy between February 2008 and February
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2009. We recorded the presence of diverticulosis (defined as at least two diverticula) and colorectal polyps (adenomas
and serrated polyps).

Results: We included 2310 patients (46.1% men, mean age 58.4 years), of which 37.0% had diverticulosis and
34.2% had one or more colorectal polyps. Multiple logistic regression analysis, including age, sex, and interaction
terms with diverticulosis, showed that the association between diverticulosis and colorectal polyps was significantly
influenced by age (P=0.009). In patients aged below 60 years, prevalence of colorectal polyps was significantly
higher in those with diverticulosis compared with those without diverticulosis: 39.1% (79 of 202 patients) versus
19.6% (176 of 898 patients), adjusted odds ratio (OR) 1.87, 95% confidence interval (CI) 1.26-2.78, and P=0.002.
This association was found for both proximal and distal polyps and for all histological subtypes, namely adenomas
(adjusted OR 1.60, 95%CI 1.02-2.49, P=0.04), serrated polyps (adjusted OR 1.73, 95% CI 1.03-2.91, and P=0.04),
and advanced neoplasms (adjusted OR 2.32, 95%CI 1.31-4.12, P=0.004).

Conclusion: Presence of diverticulosis in patients aged below 60 years may be considered a <red flag> for synchronous
adenomas, serrated polyps, and advanced neoplasms. Diverticulosis may represent an indication for earlier initiation
of colorectal cancer prevention programs.
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Endocrinology, Metabolism, And Diabetes Mellitus
Sl e ally COELN g anall 2021l (gzalyal

Review of the therapeutic uses of liraglutide
liraglutide s dadall cilaladiul) (i

Ryan GJ, et al.
Clin Ther 2011 Jul;33(7):793-811.

Background: Glucagon-like peptide (GLP-1) is a neuroendocrine hormone that increases blood glucose and is a
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drug target for treatment of type 2 diabetes. Liraglutide, a subcutaneous, once-daily GLP-1 agonist, is approved for
the treatment of type 2 diabetes in the United States and Europe. It also has been studied for weight loss.

Objective: The purpose of this article is to review all of the relevant literature on the chemistry, pharmacology,
pharmacokinetics, metabolism, clinical trials, safety, drug interactions, cost, and place in therapy of liraglutide.
Methods: Literature searches of MEDLINE between 1969 and September 2010, International Pharmaceutical
Abstracts between 1970 and September 2010, American Diabetes Association Meeting abstracts (2008-2010), and
European Association for the Study of Diabetes abstracts (2008-2010) were performed using liraglutide, Victoza, and
NN2211 as key terms.

Results: Thirteen randomized controlled trials were identified and summarized. Liraglutide has been shown to
increase glucose-dependent insulin release by 34% to 118% and reduce postprandial glucagon levels by 20%. Studies
showed that liraglutide, as monotherapy and in combination with glimepiride, metformin, and/or rosiglitazone,
lowers glycosylated hemoglobin (HbA(1c)) between 0.84% and 1.5%. Transient nausea was reported by 7% to 40%
of subjects. Severe hypoglycemia-glucose <55 mg/dL-was observed by 2.5% of subjects in 1 trial.

Conclusion: Liraglutide safely and effectively reduces HbA(1c) in patients with type 2 diabetes. The most recent
American Diabetes Association guidelines recommended a GLP-1 agonist along with metformin as a second-tier
therapy for type 2 diabetes. Although the American Association of Clinical Endocrinologists/American College of
Endocrinologists’ guidelines recommended it for first-line monotherapy in patients with HbA(1c) between 6.5% and
7.5% and with metformin if HbA(1c) is between 7.6% and 8.5%, liraglutide should be considered for patients who
cannot tolerate first-line agents or if an additional agent is needed to help reach target HbA(1c) goals.
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Hematology And Oncology

@bﬁlb al bl

Nutritional status at diagnosis is related to clinical outcomes
in children and adolescents with cancer

Oyl Cppleaal) (i lsally JUIYY 5t Aliadiall &y pead) qiliilly Gadil) vie 4ghal) Allal) Al

Sala A, et al.
Eur J Cancer 2011 Jul 5.

Background: The prevalence of malnutrition in children may exceed 50% in countries with limited resources. The
aims of this study were to assess nutritional status at diagnosis in children and adolescents with cancer, and to
correlate it with clinical outcomes in the Spanish speaking countries of Central America that formed the AHOPCA
(Asociacion de Hemato-Oncologia Pediatrica de Centro America) consortium.

Methods: Patients aged 1-18 years, diagnosed with cancer between 1st October 2004 and 30th September 2007, were
eligible for study. Weight (kg) and height or length (m), mid upper arm circumference - MUAC and triceps skin fold
thickness - TSFT were measured and their Z-scores or percentiles were calculated. Three categories of nutritional
status were defined according to these parameters.

Results: A total of 2954 new patients were enrolled; 1787 had all anthropometric measurements performed and 1513
also had measurements of serum albumin. By arm anthropometry 322/1787 patients (18%) had moderate nutritional
depletion and 813/1787 patients (45%) were severely depleted. Adding serum albumin, the proportion classified as
severely depleted rose to 59%. Malnourished children more often abandoned therapy and their event free survival
was inferior to that of other children.

Conclusions: Arm anthropometry in children with cancer is a sensitive measure of nutritional status. Since
malnutrition at diagnosis was related to important clinical outcomes, an opportunity exists to devise simple, cost-
effective nutritional interventions in such children that may enhance their prospects for survival.
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Risk of cardiac dysfunction with trastuzumab in breast cancer patients
@i Qlayw clayse dic trastuzumab aladi) A A08Y ddagl & JIA gt 3y ghad

Chen T, et al.
Cancer Treat Rev 2011 Jun;37(4):312-20.

Background: Trastuzumab is used widely for the treatment of early and advanced breast cancer. However, concerns
have arisen regarding its cardiac toxicity. We did a systematic review and meta-analysis of published randomized
controlled trials (RCTs) to assess the overall risk of cardiac dysfunction associated with trastuzumab treatment.
Methods: We searched PubMed and Web of Science (January 1966-July 2009) and American Society of Clinical
Oncology conferences held (January 2000-July 2009) for relevant articles and abstracts. Summary incidence rates,
relative risks (RRs), and 95% confident intervals (ClIs) were calculated using a fixed-effects or random-effects
model.

Results: 11,882 patients from 10 RCTs were included for analysis. The incidences of LVEF decrease and congestive
heart failure (CHF) were 7.5% (95% C1 4.2-13.1) and 1.9% (95% CI 1.0-3.8) among patients receiving trastuzumab.
Trastuzumab significantly increased the risk of LVEF decrease (RR=2.13, 95% CI, 1.31-3.49; p=0.003). In addition,
it significantly increased the risk of CHF (RR=4.19, 95% CI 2.73-6.42; p<0.00001). The increased risk of CHF was
observed in patients with early stage (RR=4.05, 95% CI 2.49-6.58; p<0.00001) as well as metastatic disease (RR=4.75,
95% CI 1.93-11.71; p=0.0007). Furthermore, trastuzumab significantly increased the risk of CHF (RR=4.27, 95%
CI12.75-6.61, p<0.00001) in patients receiving anthracycline-based chemotherapy, but not in patients receiving non-
anthracycline chemotherapy (RR=2.42, 95% CI 0.36-16.19, p=0.36).

Conclusion: The addition of trastuzumab to anthracycline-based chemotherapy significantly increase the risk of cardiac
dysfunction in breast cancer patients. Further studies are recommended for non-anthracycline chemotherapy.
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Rheumatology And Orthopedics
allaad) (yzalyals dagisll () ya)

Atherosclerosis in systemic sclerosis
) bl (Gl B 5 amanl) caliall

AuK, et al.
Arthritis Rheum 2011 Jul;63(7):2078-90.

Objective: Systemic sclerosis (SSc) is characterized by calcification, vasculopathy, and endothelial wall damage, all
of which can increase the risk of developing atherosclerosis and cardiovascular disease. The aim of this study was to
perform a systematic review and meta-analysis to determine whether the risk of atherosclerosis is increased in SSc
patients compared to healthy individuals.

Methods: A systematic search was performed to identify studies published in PubMed and the Cochrane database up
to May 2010, and recently published abstracts were also reviewed. Two reviewers independently screened articles to
identify studies comparing the rate of atherosclerosis in SSc patients to that in healthy controls. The studies utilized
one of the following methods: angiography, Doppler ultrasound to assess plaque and carotid intima-media thickness
(IMT), computed tomography, magnetic resonance imaging, flow-mediated vasodilation (assessed as the FMD%),
the ankle—brachial index, or autopsy. For carotid IMT and FMD% values, we computed a pooled estimate of the
summary mean difference and explored predictors of carotid IMT using random-effects meta-regression.

Results: Of the 3,156 articles initially identified, 31 were selected for systematic review. The meta-analysis included
14 studies assessing carotid IMT and 7 assessing brachial artery FMD%. Compared to healthy controls, SS¢ patients
had a higher prevalence of coronary atherosclerosis, peripheral vascular disease, and cerebrovascular calcification.
Meta-analysis showed that SSc patients had increased carotid IMT (summary mean difference 0.11 mm, 95%
confidence interval [95% CI] 0.05 mm, 0.17 mm; P=0.0006) and lower FMD% (summary mean difference —3.07%,
95% CI —5.44%, —0.69%; P=0.01) compared to controls. There was marked heterogeneity between the studies,
which was mainly attributable to variations in disease duration and differences in the mean/median age between SSc
patients and controls.

Conclusion: Patients with SSc have an increased risk of atherosclerosis compared to healthy subjects. Further studies
should elucidate the mechanism of this increased risk.
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Systematic review and meta-analysis: anti-tumor necrosis factor a therapy
and cardiovascular events in rheumatoid arthritis

W apsll Adal) Jalad) clabiaay z3all Joa Algs Jalady Aaagia daalpe
AL Jaliall Qlgal) e die dle gl Atal) &gl

Barnabe C, et al.
Arthritis Care Res (Hoboken) 2011 Apr;63(4):522-9.

Objective: Control of rheumatoid arthritis (RA) may reduce the risk of cardiovascular events. We sought to
systematically assess the association between anti-tumor necrosis factor o (anti-TNFa) therapy in RA and
cardiovascular event rates.

Methods: Observational cohorts and randomized controlled trials (RCTs) reporting on cardiovascular events (all
events, myocardial infarction [MI], congestive heart failure, and cerebrovascular accident [CVA]) in RA patients
treated with anti-TNFa therapy compared to traditional disease-modifying antirheumatic drugs were identified from a
search of PubMed (1950 to November 2009), EMBase (1980 to November 2009), and conference abstracts. Relative
risks (RRs) or hazard ratios and 95% confidence intervals (95% Cls) were extracted. If the incidence was reported,
additional data were extracted to calculate an incidence density ratio and its variance.

Results: The systematic review and meta-analysis include 16 and 11 publications, respectively. In cohort studies,
anti-TNFa therapy was associated with a reduced risk for all cardiovascular events (pooled adjusted RR 0.46; 95%
C10.28, 0.77), MI (pooled adjusted RR 0.81; 95% CI 0.68, 0.96), and CVA (pooled adjusted RR 0.69; 95% CI 0.53,
0.89). Meta-analysis of RCTs also produced a point estimate indicating lower risk of cardiovascular events, but this
was not statistically significant (pooled RR 0.85; 95% CI 0.28, 2.59).

Conclusion: Anti-TNFa therapy is associated with a reduced risk of all cardiovascular events, MI, and CVA in
observational cohorts. There was heterogeneity among cohort studies and possible publication bias. The point estimate
of the effect from RCTs is underpowered with wide 95% Cls, and cardiovascular events were secondary outcomes,
but RCTs also demonstrated a trend toward decreased risk.
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Allergic And Immunologic Diseases

Utility of the peripheral blood basophil histamine release test
in the diagnosis of hens egg, cow’s milk, and wheat allergy in children
) adl) B Cla) (e Gualioagl) Al Ll saild
JUkY) sie mallly ) cula (zlaall pand duulaall padids 8

Sato S, et al.
Int Arch Allergy Immunol 2011;155 Suppl 1:96-103.

Background: The diagnosis of food allergy (FA) is made by oral food challenge tests (OFCs) that occasionally
produce serious symptoms in patients; therefore, whether to perform OFCs should be carefully considered. The
utility of the histamine release test (HRT) in the diagnosis of childhood FA has not been fully examined.

Methods: Sixty-four subjects with suspected hen's egg allergy, cow’s milk allergy (CMA), and wheat allergy (WA)
were enrolled. The diagnosis of FA was made based on the outcomes of OFCs or a convincing history of symptoms
after food ingestion within 6 months before or after sample collection. HRT was performed using an HRT Shionogi
kit. The threshold of histamine release (HRT threshold), which was defined as the minimum concentration of food
antigen to induce a 10% net histamine release, was analyzed in association with FA diagnosis.

Results: Receiver operating characteristic analysis showed that the HRT threshold was useful in the diagnosis of
heated egg allergy (HEA), raw egg allergy (REA), CMA, and WA. We were able to determine the cutoff value for the
HRT threshold in relation to outcomes of OFCs. The cutoff value was 6 ng/ml of egg white antigen in HEA and REA
(p<0.01), 40 ng/ml of milk antigen in CMA (p<0.01), and 500 ng/ml of wheat antigen in WA (p<0.05). The efficiency
was 70.3% for HEA, 78.0% for REA, 77.6% for CMA, and 70.7% for WA.

Conclusions: We conclude that the HRT threshold measurement for egg white, milk, and wheat antigen is related to
outcomes of OFCs and is useful in determining when OFCs should be performed.

e Y Blad bl sl 525 8 lly OFCs Gusaill slacy) cihlid) A (e Leabd) Laln s Gt Gy ringl) Lla

3.«):3!\ mu; 2PN Ui ‘_,,A HRT U,}Attug@_“ oan JL\:\;\ 354 u;\ C_}bLL\AY\ 0da cb;}.i ‘):xssﬂ\ dic J.JL“ 6;}3 Qa \.\@Jj 6‘;&&‘)4“
cany oslhall JSAIL dugyne e I3 L JUlY) xie

92



Journal of the Arab Board of Health Specializations Vol.12, No 3, 2011

e 2y Aaladall dpulial) (ki & el i) cula rlaall Gand daulia dpag e ol Alla 64 4up cud iday) )b
e pen sl U8 el 658 PR Al slaball Jslin ) el e Aaiie daage duad o slaieYU gl dpgadll slaey) sl
dic) Gualivnel) j)at ddic Capyal & . LEAY) 13 4ald Shionogi dee 4e ganse aladiuh HRT (palivngl) a8 Hlidl ela) & . apall
e BRI Omalisel) ya3 ddie st &5 WS cipall Guabingll a3 e %10 Gapadl S ekl il S8V 5850 (HRT
oaladall Gt Alls i

Lpubin caad) () dulia (e 8 sase CulS Cpalivged) a3 Age of HLRYL palad) Jeall Jaie pailad (ilas el gl
Asaill o UaeY) ihlidl il aa Ledalils (palinnel) ) Atiad dapal) Al s (Sl A . peal) Faubiang Sl Cala Faubiaa cgil) Gian
40 <«(0.01>p) toill Camnll dpulally Ganeall Ganll dpuliadl 8 ) (mby e o Jofah2 5l 6 dapall Lell caly a8 OFCs
(0.05>p) eaill Apuluall Vs 3 il amiinn (0 Jofali 53 500 5 (0.01>p) ) clad Lpuslasa) 8 Cadall aiins (e Jofali i
Sl sl Aubeadl SV %77.6 ool (el Auleadl EVT%78.0 ¢auall Ganll dpuluall cNA1%70.3 HLaaY) s caly
geaill Lpulal) VA1 %70.7

by ddadiye mailly cadall (Gandl Galy Claiuad Gualinell ) )ad Afie Gluld 58 padaiul Auhall s2a Pl (e Sy talalisiuy)
CHUEAY) o8 shaY dalall aat i e g8 Ml cAysadll ol cllaal

Urology And Nephrology
s Sleadly AL il

Renovascular protective effects of erythropoietin
in patients with chronic kidney disease

Liajal) dgplsl) ldY) uiape dic Agglsl) e gl o (ulygng i DU Al gl )il

Fujiwara N, et al.
Intern Med 2011;50(18):1929-34.

Background/Aims: Erythropoietin (EPO) has been widely used for the treatment of anemia in chronic kidney
disease (CKD). A growing body of evidence indicates that the therapeutic benefits of EPO could extend beyond
the improvement of anemia. The aim of the present study was to determine whether EPO affects renovascular and
oxidative stress biomarkers in pre-dialysis CKD patients with anemia.

Methods: The study was a single-arm prospective study. Fifteen CKD patients (9 males and 6 females, mean age
63 years) with anemia (mean Hb: 8.1 g/dL) were treated with recombinant human EPO; 12,000 U administered
subcutaneously once every 2 weeks. Various parameters were measured before and 6 months after treatment. These
included serum hemoglobin (Hb), creatinine, estimated glomerular filtration rate (¢GFR), proteinuria, urinary liver-
type fatty acid binding protein (L-FABP - a biomarker of renal injury), urinary 8-hydroxydeoxyguanosine (8-OHdG
- a marker of oxidative stress), serum asymmetrical dimethylarginine (ADMA), carotid artery intima-media thickness
(IMT) and brachial-ankle pulse wave velocity (baPWV) as vascular markers and plasma brain natriuretic peptide
(BNP) levels and left ventricular ejection fraction (LVEF) as cardiac function markers and cardio-thoracic ratio
(CTR) and inferior vena cava dimension (IVCS) as extra fluid retention markers.

Results: After 6 months, serum Hb was significantly increased (p<0.001) and urinary levels of protein, L-FABP and
8-OHdG, carotid IMT, baPWV, plasma BNP and serum ADMA levels were significantly decreased (p<0.001). Serum
creatinine, eGFR, LVEF, CTR and IVCS showed little difference throughout the experimental period.

Conclusion: These data suggest that recombinant human EPO may ameliorate renal injury, oxidative stress and
progression of atherosclerosis in addition to improving anemia in CKD patients.
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Neurology

Physical activity attenuates neuropsychiatric disturbances
and caregiver burden in patients with dementia
Lpdll) Lgpand) il (e i@ b L5l LA g
agiles o cpaildl) die gty dlal) aage i
Christofoletti G, et al.
Clinics (Sao Paulo) 2011;66(4):613-8.

Introduction: A significant benefit from physical activity has recently been described in some patients who suffer
from neurodegenerative diseases.

Objective: To assess the effects of physical activity on neuropsychiatric disturbances in demented patients and on the
mental burden of their caregivers.

Methods: Assisted by a public geriatric psychiatry clinical unit, we studied 59 patients with dementia. Patients were
divided into three groups according to their diagnosis and level of physical activity. Data were assessed through a semi-
structured interview. Patients were evaluated with the Neuropsychiatric Inventory, the Mini-Sleep Questionnaire and
the Baecke Questionnaire. The data were statistically analyzed using the Mann-Whitney U test and linear regression,
with the level of significance set at 5%.

Results: Patients with Alzheimer’s or vascular dementia who engaged in physical activity had fewer neuropsychiatric
symptoms than those who did not. When compared to the control group, the caregivers of patients with vascular
dementia who engaged in physical activity had a reduced burden.

Conclusion: The regular practice of physical activity seems to contribute to a reduction in neuropsychiatric symptoms
in dementia patients and to attenuate the burden of the caregivers of those patients.
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Cerebral folate deficiency: a neurometabolic syndrome?
Shauac Apdliin) dajdlia 1 Slaall cgl) e

Mangold S, et al.
Mol Genet Metab 2011 Jun 14.

Background: Cerebral folate deficiency (CFD) is increasingly recognized in various neurological conditions, raising
the question of whether it might represent a clear-cut clinical syndrome.

Methods: Retrospective analysis of patients with low cerebral spinal fluid (CSF) 5-methyltetrahydrofolate (SMTHF)
values was performed.

Results: 58 pediatric patients with low (-2nd to -3rd standard deviation) and 45 patients with very low SMTHF values
(<3rd standard deviation) were identified, including 22 patients with defined underlying neurological conditions. The
leading symptoms were mental retardation (n=84), motor retardation (n=75), epilepsy (n=53), ataxia (n=44) and
pyramidal tract signs (n=37). There was no relationship between SMTHF levels and the severity of clinical disease, the
duration of clinical disease, distinct neurological symptoms and antiepileptic drug treatment, respectively. Genetical
analysis for mutations in the folate receptor 1 gene proved normal in all 16 children studied.

Conclusions: For the majority of patients CFD is not a clear-cut neurometabolic syndrome but the common result of
different genetic, metabolic or unknown processes. Nevertheless, CFD may represent a treatable disease-modifying
factor which should therefore be addressed in prospective studies.
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Dermatology
Lalal) ) yaY|

Efficacy of sweat-antigen-inactivating skin care products
on itching of patients with atopic dermatitis

) alal) Qg pdaje gl ASal) o el cladatial Allanal) §pdially Aliad) Cfpanion il

Shindo H, et al.
Arerugi 2011 Jan;60(1):33-42.

Background: Many patients with atopic dermatitis showed immediate-type hypersensitivity against sweat antigen.
Therefore, to deal with sweating is important to prevent itching and aggravations of dermatitis of patient with atopic
dermatitis. We had searched a substance that inactivated sweat antigen adopting histamine release test. And we found
that tannic acid which selected by screening various natural products inactivated sweat antigen.

Method: We evaluate skin care products (spray, after-bathing water and aerosol-spray) containing tannic acid for
patients with atopic dermatitis. We administered in a tannic acid-containing spray and after-bathing water on 17
patients with atopic dermatitis.

Results: After treatment, total clinical assessment score and itching in the afternoon had significantly decreased
from that on day 0. To evaluate the effect of tannic acid containing-aerosol spray on itching of patients with AD,
we assessed symptoms of atopic dermatitis patients who used a tannic acid containing-aerosol spray every day for 4
weeks in a cross-over, double-blind study. Clinical severity of atopic dermatitis and degrees of itching in daily life
of patients were evaluated by physicians and patients themselves, respectively. Degrees of itching in morning and
those at night were significantly more largely improved by the use of tannic acid-containing aerosol spray than those
by the use of placebo control aerosol spray. The overall efficacy of tannic acid-containing aerosol sprays was also
significantly higher than those of tannic acid free spray.

Conclusion: Sweat antigen inactivating skin care products may be effective to reduce itching of patients with atopic
dermatitis.

Vel yiay (el e dalall (8 13l ((3yall clamions slad Jale dplun Jojp 5l alad) Gleal) mpe (e dpaadl il sl AdI8
a3 JLEs) DA (e all i Jlant 33le e a8 . sl Al Gl g v alal) Gl Alla lisg ASa) e 2all L
Gl aminee Jalarty Jadlly o5y —Amplal) Cilaiiall (he degiia Asal oansal) Gandll PR (e fa) sl ol Gmes of Laasl . alingl)

NETA
vie bl Qe o dyslally (el (Dl 3350l aleatial) aey ele A3) 8l Dliall Clpantine alain) au® &5 el Gk
sl Cleil) ampe (o 17 aie alaaia) ey Lo slag 33Y) b clolill (mea e dpglall Clpanivsd) elae) &5 L ol alall Glgdl) oy

i
Alall ae A3Eall pelall aey 558 3 ASaD) 8 wali ae (gppped) ppiil) Balid KU £ gend) 8 Lagale alidil Cigan m el axy Jaa gl sqilidl
sie GaheV) a5 s sl alall Glgall oaye die 3Sa)) e il (maa e golall JBlall 33N 5 s G 2Okl cadl 8
el A g3he Ayl Al b anlid 4 5240 ey ISy alil) Gmes o (glall DLl 330 agalasinl 2y S Alall gl e
il ey agudil myally o LY J8 e Lpasil shall DA jall die A8a) ilagay 0l alall Gl Gyl 5)ghadll a2

96



Journal of the Arab Board of Health Specializations Vol.12, No 3, 2011

Of Baagl Al Y Aallaall ae 4358l Lol Gaes o gl (Dladl UL oty e ladlly ploall (3 380 Aoy (8 S Gt el
e Al YL Alhe Bgale (05 ST Slplil) (mea chgial N A A dllaay) dledll
ool el Qi) e die ASall (e aad) 8 3l Ld ()5S o Gpadl oo Allaral) Cpantiosall Sy st

Stevens-Johnson and Lyell syndromes:
mucocutaneous and ocular sequels in 43 cases
Ula 43 3 Lially Adaliial) dalad) Julied) < 0 AajDliag ¢ gmuisn Sibiu 4ajdlia

Fellahi A, et al.
Ann Dermatol Venereol 2011 Feb;138(2):88-92.

Introduction: The ophthalmic sequelae of Stevens-Johnson and Lyell syndromes are deemed serious, and their
mucocutaneous syndromes can adversely affect social and functional outcomes. The aim of this study is to describe
these sequelae in Morocco.

Methods: This retrospective study involved all patients hospitalized in the dermatology department of the Ibn Rochd
University Hospital in Casablanca for toxic epidermal necrolysis or Stevens-Johnson syndrome (SJS). The study
period lasted from January 1986 to December 2006. Mucosal, cutaneous and ocular sequelae of these diseases were
identified during follow-up.

Results: During this 21-year period, 43 cases of Lyell syndrome and SJS were analyzed. Twenty-five women and
18 men were included and the average age was 28 years. Clinical forms were as follow: Lyell’s syndrome: 32 cases;
SJS: six cases; intermediary Lyell-SJS form: five cases. Average follow-up was 3 years. Concerning mucocutaneous
sequelae, 72% of patients had diffuse hyperchromic macules with scarring, photosensitivity was noted in 70% of
cases, telogen effluvium was seen in 10 cases, abnormal sweating was noted in eight cases, nail loss was seen in
eight cases, and vaginal bands were noted in two cases. In the chronic phase, 70% of patients had photophobia with
chronic lacrimation. Eyelid malposition was noted in 21% of cases: ectropion (n=6), entropion with trichiasis (n=3)
and symblepharon in 13 cases (30%). Corneal complications involving superficial punctate keratitis were noted in
42% of cases and were associated with corneal neovascularisation in five cases. Finally, bilateral dry eye syndrome
was seen in 24 cases (56%).

Conclusion: Our study confirms the reality of ocular, and mucocutaneous sequelae of Stevens-Johnson and Lyell
syndromes. Ocular sequelae are dramatic, while cutaneous sequelae are unsightly. These sequelac have marked
repercussions on the social and professional integration of our patients, most of whom were young.
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Psychiatry
siil] (aall

Potential for oxytocin use in children and adolescents with mental illness
g alaly Coleaal) i lsally JUYY (61 CypnnsisesS ) il Al

Netherton E, et al.
Hum Psychopharmacol 2011 Jul 12.

Background: Oxytocin, long known for its role in childbirth and breastfeeding, has recently come under investigation
for its psychoactive properties. We investigated its potential for use in adolescent psychiatric populations for anxiety,
depression, attachment disorders, and conduct disorder.

Methods: We conducted a thorough search of the literature using the Pubmed and Psychinfo databases and reviewed
both the Journal of the American Academy of Child and Adolescent Psychiatry from January 2000 until June 2010
and the new research abstracts from the 2009 and 2008 American Academy of Child and Adolescent Psychiatry
conferences. We also surveyed the studies, both ongoing and recruiting, currently receiving National Institutes of
Health funding to study oxytocin.

Results: We found numerous articles outlining benefits of intranasal oxytocin administration on individual traits,
both in healthy and psychiatric populations. We also found ongoing phase II clinical trials for oxytocin uses as an
antipsychotic or anxiolytic.

Conclusions: Given the research already conducted, we recommend investigation into the therapeutic use of oxytocin
in adolescent populations for anxiety, psychosis, attachment disorders, and conduct disorder.
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Ophthalmology
el al el

Suprachoroidal implant surgery in intractable glaucoma
G5 e Bainall clAY A Arapdall (560 agakall dafn

Palamar M, et al.
Jpn J Ophthalmol 2011 May 27.

Purpose: To report the early results of suprachoroidal silicone implant surgery in intractable glaucoma.

Materials And Methods: A modified silicone implant with no valve was implanted into the suprachoroidal space of
15 eyes with intractable glaucoma.

Results: The mean age of the patients was 53.0+£24.5 (range 7-85) years, the mean follow-up time was 17.1+4.8 (range
10-28) months, and the mean preoperative intraocular pressure (IOP) of patients receiving two or more medications
was 33.149.8 mmHg. At the last follow-up visit, mean IOP was 16.5+7.9 (range 10-35) mmHg (Wilcoxon signed
rank test, p=0.001). The functional success, i.e., IOP <21 mmHg both with and without antiglaucomatous drugs,
was 93.3%. The total success rate, i.e., [IOP <21 mmHg without medication, was 13.3%. The average number of
antiglaucomatous drugs used was 3.8 (range 2-5) preoperatively, and 2.2 postoperatively (range 0-4) (Wilcoxon
signed rank test, p=0.011). There was a >30% decrease in the IOP of 66.6% of the eyes. Shallow choroidal detachment
as proof of drainage was evident in all cases.

Conclusion: Drainage of the aqueous humor from the anterior chamber to the suprachoroidal space via implantation
of a modified silicone implant is effective in lowering the IOP in intractable glaucoma.
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Otorhinolaryngology
syaindly calyls 3V eal

Narrow-band imaging for diagnosing adenoid hypertrophy in adults
Ol sl L) clalll) daldila padid A glalll Guk gl aladiud

Wang WH, et al.
Laryngoscope 2011 May;121(5):965-70.

Objectives/Hypothesis: To investigate the use of narrow-band imaging (NBI) endoscopy to detect the appearance
of a light crest (LC) on the epithelial surface of the nasopharyngeal mucosa, which is suggested to be a distinctive
endoscopic finding associated with the presence of adenoid hypertrophy.

Study Design: Cross-sectional study.

Methods: A total of 79 consecutive adults with a high suspicion of malignancy underwent NBI endoscopy and
nasopharyngeal biopsy to validate the diagnostic accuracy of the novel endoscopic technique. The degree of correlation
between the LC grading and the histologic examinations of lymphoid hyperplasia, including the number of mucin-
producing cells and lymphoid follicles, was then assessed.

Results: The appearance of an LC on NBI endoscopy correlated with the histologic evidence of lymphoid hyperplasia
with a sensitivity of 92.1%, a specificity of 95.1%, a positive predictive value of 94.6%, a negative predictive value
of 92.9%, a false-positive value of 4.9%, a false-negative value of 7.9%, and an accuracy of 93.7%. The screening
performance of NBI endoscopy for the presence of adenoid hypertrophy is significantly superior to that of conventional
endoscopy (P=0.0003). The LC grading was significantly correlated with the number of mucin-producing cells and
lymphoid follicles (P<0.001).

Conclusions: In NBI endoscopy, observation of an LC on the epithelial surface of the nasopharyngeal mucosa is a
highly accurate predictor of the presence of adenoid hypertrophy.
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High-risk human papillomavirus in nasopharyngeal carcinoma

A agall) lillapn B (pdiall andall aysl (g g
Singhi AD, et al.
Head Neck 2011 Apr 11.

Background: Human papillomavirus (HPV), a cause of oropharyngeal carcinoma, has also been implicated as an
etiologic agent in nasopharyngeal carcinomas.

Methods: We performed pl6 immunohistochemistry and in situ hybridization for Epstein-Barr virus (EBV) and
HPYV on 45 carcinomas of the nasopharynx.

Results: Thirty-four (76%) carcinomas were EBV-positive/HPV-negative, 7 (16%) were EBV-negative/HPV-
negative, and 4 (9%) were EBV-negative/HPV-positive. HPV was more likely to be detected in carcinomas from
white patients than non-white patients (16% vs 0%; p=0.03). Of the 3 patients with HPV-positive carcinomas and
available staging information, all were found to have extension into the oropharynx. All HPV-positive carcinomas
were p16 positive, but none of the HPV-negative carcinomas were p16 positive (p<0.001).

Conclusion: HPV can be detected in a subset of carcinomas involving the nasopharynx, but many of these may
represent extension from an oropharyngeal primary. P16 immunohistochemistry is a reliable marker for separating
EBV-related and HPV-related carcinomas of Waldheyer’s ring.
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Anaesthesia & Intensive Care Medicine
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Spinal myoclonus after subarachnoid anesthesia with bupivacaine
bupivacaine aladiuly dgsial) cad padal) ) Lidd) el JLae aey Al

Abrio J, et al.
Rev Bras Anestesiol 2011 Sep-Oct;61(5):619-23.

Background And Objectives: It is presented in this case report a very rare complication after spinal anesthesia to
provide subsidies to the management and therapeutic conduct.
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Case Report: This is a 63-year old African-Brazilian patient, ASA 1, scheduled for transurethral resection of the
prostate (TURP). He underwent subarachnoid anesthesia with bupivacaine (15 mg) without adrenaline. Intercurrences
were not observed during puncture, and the patient was positioned for surgery. Soon after positioning the patient,
he complained of severe pain in the perineum region followed by involuntary tonic-clonic movements of the lower
limbs. The patient was treated with a benzodiazepine to control the myoclonus without response. This episode was
followed by significant agitation and the patient was intubated. He was maintained in controlled ventilation and
transferred to the Intensive Care Unit. Despite all biochemical and imaging tests performed, an apparent cause was
not detected. The medication was not changed and the same batch of anesthetic had been used in other patients that
same day without intercurrences.

Conclusions: After ruling out all possible causes, the diagnosis of spinal myoclonus after spinal anesthesia with
bupivacaine was made by exclusion.
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