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Letter from the Editor

Is Gardasil efficient to prevent cervical cancer?

Cervical cancer is the second-most common cancer among women worldwide and the third-most fatal,
causing 290000 deaths a year.

In June 2006 a drug called Gardasil hit the market as the first cervical cancer vaccine, Gardasil targets
four strains of human papilloma virus (HPV), including the two types that cause most cervical cancers and
the two types that cause the most genital warts.

HPV is a sexually transmitted disease that causes genital warts, abnormal Pap tests, and cervical cancer.
Millions people are infected with HPV, since many people have no symptoms and not even know that they
are infected, they can pass on their HPV infection to their sexual partners without knowing.

More than 26 million doses of Gardasil have been distributed worldwide and alone more than 8 million
females in the united states received Gardasil. Gardazil is given intra mascularly in 3 separated doses, the
second dose should be given 2 months after the first dose, and the third dose should be given 6 months after
the first dose.

Possible reactions are redness, itching, swelling, bruising and pain at the injection site, fever may also
occur. A very serious allergic reaction to this drug is rare, symotoms are severe dizziness and trouble
breathing.

The vaccine is not recommended for use during pregnancy. As with any vaccine, Gardasil may not protect
every one who receives it. Getting the vaccine does not replace cervical cancer screening.

Since Gardasil prevents HPV, a sexually transmitted disease, the most common cause of cervical cancer,
it is important that it be given before people become sexually active. In fact it is recommended that Gardasil
should be given to girls when they are 11 or 12 years of age. It can be started as early as age 9 and can be
also given to young women 13 to 26 years old.

The fact that Gardasil prevents the infection with HPV especially types 6, 12, 16 and 18, the cause of
most genital warts and cervical cancers, it is highly recommended to give this vaccine.

Professor M. Hisham Al-Sibai
Editor-in-chief
Secretary General of the Arab Board of Health Specializations
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EVALUATION OF ENDOSCOPIC VERSUS SEROLOGIC
AND HISTOPATHOLOGIC CHANGES IN THE DIAGNOSIS OF CELIAC DISEASE
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Bashar Ali Saeed, M.B.Ch.B; Sarkis K. Strak, MRCP. FRCP
Sawsan S. Al-Haroon, MSc. FIBMS
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ABSTRACT
to 60 years and 34 males whose ages ranged from 10 - 59
Objectives: To evaluate the endoscopic versus years were tested for anti-tissue transglutaminase after
serologic and histopathologic changes in the diagnosis they underwent upper gastroduodenoscopy. Duodenal
of celiac disease and to correlate the endoscopic mucosa was visualized carefully for any changes of
changes with the degree of mucosal damage. celiac disease. Four endoscopic biopsies were taken from
Methods: Seventy two patients with symptoms of each patient and sent for histopathologic examination.
chronic diarrhea, 38 females whose ages ranged from 11 Duodenal biopsies were classified according to modified

*Bashar Ali Saeed, M.B.Ch.B, Senior Registrar, Basrah, Iraq.
*Sarkis K. Strak, MRCP. FRCP, Department of Medicine, University of Basrah, P.O. Box:1132, Basrah, Iraq. E-mail: sarkisb2003@yahoo.com.
*Sawsan S. Al-Haroon, MSc. FIBMS.(path.), Department of Pathology, University of Basrah, Basrah, Iraq.
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Marsh's classification.

Results: Among the 72 patients who were enrolled
in the study, 28 patients tested positive for anti tissue
transglutaminase, 47 patients had histopathologic
changes, 26 patients who had both anti tissue
transglutaminase and histopathologic changes were
classified as celiac patients, among them 19 patients
had endoscopic changes. The sensititvity, specificity,
positive predictive value and negative predictive value
of endoscopic changes were (73.07%), (86.95%), (76%,),
and (85.1%), respectively.

Conclusions: The endoscopic appearance of the
duodenum may be predictive of the severity of mucosal
damage, but overall, the endoscopic changes have awide
range of sensitivity because the endoscopic findings had
been normal in the presence of minor mucosal changes.
Anti tissue transglutaminase was well correlated with
histopatholgic changes in celiac disease.

INTRODUCTION

Celiac disease (CD) is an autoimmune disease
characterized by small-bowel inflammation, resulting
from immunological damage upon exposure to gluten
in persons genetically predisposed to this condition
which demonstrates improvement with withdrawal
of gluten from the diet. However, the availability of
serologic testing for CD and the common use of upper
gastrointestinal (GI) endoscopy has greatly complicated
the definition, since these tests have identified patients
who appear to have the disease but have variable
degree of histopathologic changes and/or symptoms.
Thus, several categories of CD have emerged. Whether
these phenotypes are clinically useful remains to be
determined.'”

The genetic influence in the pathogenesis of celiac
disease is indicated by its familial occurance.* Celiac
disease does not develop unless a person has alleles that
encode for HLA-DQ2 or HLA-DQ8 proteins, products of
two of the HLA genes.’ However, many people without
celiac disease, carry these alleles; thus, their presence is
necessary but not sufficient for the development of the
disease. Studies in siblings and identical twins suggest
that the contribution of HLA genes to the genetic
component of celiac disease is less than 50%.°

The following serologic studies have been described
to aid in the diagnosis of CD:’
- IgA endomysial antibody (IgA EMA).
- IgA tissue transglutaminase antibody (IgA tTG)
- IgA and IgG antigliadin antibody (IgA and IgG
AGA).
- IgG tissue transglutaminase antibody (IgG tTG).

Serum IgA endomysial and tissue transglutaminase
antibody testing have the highest diagnostic accuracy.
The IgA and IgG antigliadin antibody tests have lower
diagnostic accuracy with frequent false positive results
and are therefore no longer recommended for initial
diagnostic evaluation or screening.®

Firm diagnosis of CD can only be established after
small intestinal biopsies.” Histological examination
further demonstrates a celluler infiltrate of lamina
propria consisting of plasma cells and lymphocytes.'
The number of intraepithelial lymphocytes is markedly
increase (> 30 IEL/100 epithelial cells). Small intestinal
changes can vary from a nearly normal mucosa with
increase IEL to a completely flat mucosa.'!

Pitfalls in the pathological diagnosis include
overinterpretation of villous atrophy in poorly oriented
biopsy specimens and inadequate biopsy sampling in
patients with patchy villous atrophy.'>!* The histologic
findings in CD are characteristic but not specific since
CD is not the only cause of villous atrophy.'*

The HLA-DQ?2 allele is identified in 90 to 95% of
patients with CD, and HLA-DQS is identified in most
of the remaining patients.'* Because these alleles occur
in 30 to 40% of the general population, the absence of
these alleles is important for its high negative predictive
value.' Thus, the presence or absence of HLA-DQ?2 and
HLA-DQS is important for determining which family
members should be screened with serologic testing and
is useful for ruling out the disease in patients already on
a gluten-free diet or for patients in whom the diagnosis
is unclear.!® Four endoscopic changes suggestive
of villous atrophy have been described in CD, loss
or reduction in duodenal Kerkring’s folds, mosaic
mucosal pattern, scalloped configuration of duodenal
folds and micronodular pattern of the mucosa.'”!* These
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changes should serve as a tool to assist endoscopists in
deciding when small bowel biopsies may be indicated.
Sensitivity of these changes for the diagnosis of CD has
been reported to be between 47% and 100%.!8-2!

METHODS

A total of 72 patients, 38 females whose ages ranged
from 11-65 years (mean age 33 year), and 34 males
whose ages ranged from 10-59 years (mean age 31 year)
were enrolled in the study. The study was conducted
in Basrah at Al-Sadr Teaching Hospital during the
period from November 2006 to October 2008. Patients
who have symptoms of chronic diarrhea, flatulence,
abdominal cramps, weight loss, or unexplained iron
deficiency anaemia were included in the study.

All patients were tested for IgA anti-tTG ELISA
(EUROIMMUN®) after endoscopic procedure, and the
results were recorded as either positive or negative.

All patients underwent upper GI endoscopy with fiber
optic endoscope (GIF type 2T200, model Olympus)
after an overnight fasting under local xylocaine spray
with diazepam sedation. The duodenum was closely
inspected by two observers for scalloping of mucosal
folds, mosaic, and micronodular mucosal pattern,
and the number of mucosal folds. Decrease folds was
considered when less than three folds per endoscopic

Four biopsies were obtained from the second part
of duodenum and fixed in a tube containing 10%
formaldehyde solution. All specimens were routinely
processed and embedded on edge in paraffin wax.
Sections 4 to 5 micrometer thick were taken, and
examined under light microscope by a pathologist who
was unaware of the pattern of endoscopic mucosal
changes or the serology markers. The changes were
graded according to modified Marsh’s classification
(Table 1).

The patients were classified as having CD positive
if both anti tTG and histopathologic changes were
positive.

Using both duodenal histology and serology as the
gold standard, sensitivity and specificity of endoscopic
changes were calculated for the diagnosis of CD.

All patient were consented and the research proposal
was approved by the medical ethics committee and
counducted according to guidelines of Helsinki
Declaration. Appropriate statistical methods were used
to assess sensitivity, specificity, positive predictive
value, and negative predictive value of the diagnostic
modalities with the help of Microsoft Excel version
2003.

The p-value less than 0.05 was considered

view were seen. significant.
Stage 0 Preinfiltrative mucosa.
Stace I Increase in the number of intraepithelial lymphocytes (IELs) to more than 30 per 100
age
& enterocytes.
Stage II Crypt hyperplasia. In addition to the increased IELs, there is an increase in crypt depth without
age
B a reduction in villous height.
Stage 111 Villous atrophy; A partial, B subtotal, C total. This is the classical celiac lesion.
Total villous atrophy. This can be considered the end-stage lesion in a very small group of
Stage IV patients who are unresponsive to gluten withdrawal and may develop malignant complications.
age
s There can be deposition of collagen in the mucosa and submucosa (collagenous sprue, a
disorder that may be related to CD).

*OMGE Practice Guidline Celiac disease Feb 2005.

Table 1. *Marsh’s classification of small-intestinal lesions.
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RESULTS

Seventy two patients, 34 (47.2%) males and 38
(52.8%) females were enrolled in the study and
subjected to various investigations for diagnosis of CD
(gastroduodenoscopy, serology and histopathology).
Seven (26.9%) of males and 19 (73.07%) of females
were positive of celiac disease.

The ages of the patients ranged from 10-65 years
(mean age was 31 years). Two peaks were seen, one
between 20-29 years and the other between 50-59 years
and represent (34.6%) and (30.7%) of total cases of CD
respectively.

Table 2 shows the correlation between histopathologic
changes and anti-tTG. The total number of patients who
were classified as CD was 26 and represent (36.1%) of
total patients.

Table 3 shows the results of endoscopic changes in
patients included in the study.

The sensitivity of endoscopic changes in CD was
(73.07%), and the specificity was (86.95%), the positive

predictive value and negative predictive values were
(76%), and (85.1%) respectively.

Table 4 shows the correlation between each pattern of
endoscopic and histopathologic changes. Accordingly
the sensitivity and specificity of each pattern of
endoscopical changes in CD was calculated as shows
in Table 5.

DISCUSSION

Celiac disease is an autoimmune inflammatory
disease resulting from immunologic damage upon
exposure to gluten in persons genetically predisposed to
this condition, which can be recognized and dignosed
by upper GI endoscopy, serologic and histopathologic
examination.

In this study, the percentage of CD among studied
patients was 26/72 (36.1%). This was similar to the
study of Kassir Z A** who recorded 89/214 (41.6%) of
CD among their patients with malabsorption.

The female to male ratio in CD is generally accepted
to be 2:1, although some have suggested to be more

Celiac disease
Test Result Total
Positive (%) | Negative (%)
Positive 26 (92.8) 2(7.1) 28
Anti-tTG Negative 0 44 (100%) 44
Total 26 46 72
Positive 26 (55.3) 21 (44.6) 47
Histopathology Negative 0 25 (100%) 25
Total 26 46 72

Table 2. Correlation between anti-tTG and histopathology.

Celiac disease
Test Result — - Total (%)
Positive (%) | Negative (%)
Positive 19 (73.07) 6 (13.04) 25 (34.7)
Endoscopy Negative 7 (26.9) 40 (86.9) 47 (65.2)
Total 26 46 72

Table 3. The results of endoscopic changes in patients included in the study.
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Duodenal Histology
Marsh 1 Marsh 2 Marsh3 A | Marsh3B | Marsh3 C Total

Scalloping folds 0 2(22.2%) | 5(55.5%) 1 (11.1%) 1 (11.1%) 9

Endoscopic | Mosaic mucosa 0 1 (100%) 0 0 1
D

changes mflccr(f:‘;efol ds 1(11.1%) | 2(222%) | 3(33.3%) 0 3(33.3%) 9

Micronodularity 0 0 0 0 0 0

Total 1(5.2%) | 4(21.05%) | 9 (47.3%) 1 (5.2%) 4 (21.05%) 19

Table 4. Correlation between endoscopic changes and histopathologic classification in celiac patients.

equal.?In our study the female to male ration was 2.7:1,
and this result was similer to Ciacci C et al** who found
female to male ratio of 3.33:1.

The age distribution of patients with celiac disease is
bimodal, the first at 8-12 months and the second in the
third to fourth decades. The mean age at diagnosis is
8.4 years (range, 1-17 years).”> Two peaks of age were
identified in this study one between 20-29 years and the
other between 50-59 years, because the referred cases in
this study were adult, middle age and elderly patients.

Endoscopic changes Sensitivity | Specificity
Scalloping of mucosal folds 34.6% 91.3%
Mosaic mucosa 3.8% 100%
Decrease mucosal folds 34.6% 95.6%
Micronodularity 0% 100%

Table 5. Sensitivity and specificity of each
endoscopic change in CD.

Anti-tTG was positive in 28/72 (38.8%) of patients,
26/28 (92.8%) of them had positive histopathologic
changes, accordingly were classified as having
CD. Two out of 28 with positive anti-tTG had no
histopathological changes, this could be explained by
either that the patients might have latent sprue and the
histopathological changes has not established yet, or
patchy involvement of small bowel lesion in CD.?

Histopathologic changes were positive in 47/72
(65.2%) patients, 26/47 (55.3%) of them had tTG
positive and were classified as celiac patients while the

others 21 with positive histopathologic changes tested
negative to anti-tTG.

These 26 patients represent the classical cases of
CD, because they had positive serological markers and
histopathologic changes according to modified Marsh’s
classification. The other 21 patients who had negative
serology could be explained that these patients might
have other causes of mucosal lesions."

Selective IgA deficiency occurs 10 to 15 times more
commonly among people with celiac disease compared
to the general population.”’” So some of these patients
may have CD associated with selective IgA deficiency
which lack antibody against tTG, in this case the
diagnosis will depend on antibody of IgG against tTG.
Unfortunately IgG anti-tTG was not available at the
time of this study.

Some of these patients might have seronegative CD:
Anti-tTG titers correlate with the severity of mucosal
damage, as a result, in the presence of minor mucosal
damage of histopathology, the antibody may be
negative.”®? Several studies have demonstrated that the
reliance on anti-tTG as a single test will underestimate
the prevalence of celiac disease.3%

The sensitivity and specificity of endoscopic changes
in the diagnosis of CD were (73.07%), and (86.95%)
respectively, the positive predictive value and the
negative predictive value were (76%) and (85.1%)
respectively. These results were similar to the results
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of Kassir ZA?? who recorded sensitivity and specificity
of (64%) and (86.4%) respectively, with positive
predictive value and negative predictive value of (77%)
and (77.1%) respectively.

Bardella MT et al** showed that endoscopic changes
had a sensitivity of (50%) and a specificity of (99.6%)
with positive and negative predictive values of (60%)
and (99.4%), respectively.

This study showed a direct correlation between
endoscopic changes and the degree of mucosal damage
seen in histopathology, out of 19 endoscopic changes
1/19 (5.1%) correlated with Marsh 1, 4/19 (21%) with
Marsh 11, 15/19 (73.6%) with Marsh III and 0/19 with
Marsh 1V classification. These results were similar to
other studies.****

The study revealed that 6/25 (24%) patients showed
endoscopic changes but had not been classified as
having CD. The explanation of this finding is probably
related to the fact that endoscopic changes in CD is not
pathognomonic since lesions in other conditions like
HIV enteropathy, opportunistic infections, and tropical
sprue could give similar picture.*

Scalloping and loss of mucosal folds were the most
sensitive endoscopic changes (34.6%), with specificity
of (91.3%) for the former and (97.8%) for the latter,
mosaic mucosa was much less sensitive (3.8%) with
specificity of 100%, while micronodularity had (0%)
sensitivity and (100%) specificity, these results are
similar to other studies.?’

We believe that the more the number of observers
during endoscopic examination, the better will be the
recorded mucosal changes. In this study, two observers
were involved in recording the mucosal changes.

CONCLUSIONS

This study has shown that the endoscopic appearance
of the duodenum may be predictive of the severity of
mucosal damage, but the overall endoscopic changes
have a wide range of sensitivity because in the presence

minor mucosal changes the endoscopic findings had
been normal.

Scalloping and loss of mucosal folds were the
most sensitive endoscopic changes of CD. Anti tissue
transglutaminase was well correlated with histopatholgic
changes in celiac disease.
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ABSTRACT

Objective: Descriptive study was carried out
during the marathon of Yemeni diabetic patients as a
public activity in the World Diabetes Day (WDD) to
encourage the Yemeni people and educate them about
the importance of physical activity, and to study the
effect of walking as a mild physical activity on lowering
blood sugar level.

Method: A total of 502 participants aged between
15 and — 70 years, 85% males and 15% females, 352

diabetics; 8.32% type 1 and 26.29% type 2. Also 150
(29%) non diabetic participants (unknown) were
included. All participants subjected to analysis of (RBS)
at the beginning of marathon and at the end of it for
most of them.

Results: After 4 km walking during 45 minutes we
found that there was a significant reduction in R.B.S; it
was 24.44 mg/dl, 15.80 mg/dl, and 27.19 mg/dl among
all participants, type 1 and type 2 diabetic patients
respectively.

*Zayed Ahmed Atef MD, Internal Medicine, Faculty of Medicine, Sana’a University, P.O Box 11566 Sana’a Yemen, E-mail: zayed atef@hotmail.com
*Mohamed M. Al Kumaim, MD, Internal Medicine, Faculty of Medicine, Sana’a University, Yemen
*Yahia Abdulmalik Al Ezzy, MD, Internal Medicine, Faculty of Medicine, Sana’a University, Yemen
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Conclusions: The significant reduction in R.B.S level
after walking means that the beneficial effect of exercise
can be obtained by mild to moderate exercise, since the
effect seems to depend on overall energy expenditure
rather than on intensity of exercise.

INTRODUCTION

Modern technology and an urban lifestyle encourage
physical inactivity. But because of the pivotal role that
physical activity plays in health promotion and disease
prevention, including type 2 Diabetes Mellitus (DM),!
exercise has a great importance as a part of the medical
management of patient who has DM.

There are many benefits of exercise, the most
important for diabetic patients are the increased
sensitivity of the cell-receptors to insulin leading to
decline in blood glucose levels, and subsequently
reduction in total insulin needed. Also, it was found
that exercise have a possible effect on the length of
beta-cells function, mainly for those with type 2 DM or
newly diagnosed type 1 DM.2

Aerobic exercise can be low, moderate, or severe
in intensity. The major fuels for aerobic exercise are
glucose and free fatty acids (FFA) while in anaerobic
exercise like weightlifting, wrestling... etc, skeletal
muscles use its own stores of glycogen and triglyceride
(TG) as well as (FFA) as a source of fuel to meet
its energy needs so these activities do not offer as
much as benefit to diabetic patients, and in fact they
may raise blood pressure to the point of putting the
body at risk.>* Moreover, Galbo et al found that in the
postabsorptive state, brief vigorous exercise elicits an
increase in plasma glucose concenteration, reflecting an
exaggerated counterregulatory hormones response and
glucose production.*

As a consequence, when patients with type 1 diabetes
have too little exogenous insulin in their circulation are
in moderate or severe physical activity as marathon
running, an excessive release of counter insulin
hormones may increase already high glucose level and
ketone bodies, and can precipitate diabetic keto-acidosis
(DKA).?
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Unlike patients with type 1 DM, those patients with
type 2 have some insulin secretory capacity. Although
insulin resistance is a major hallmark of type 2 DM,
exercise-mediated glucose uptake in muscles is not
reduced® and patients performing prolonged mild to
moderate exercise, there is a marked reduction in
hyperglycemia? in post absorptive state.

The Da Qing Impaired Glucose Tolerance (IGT)
and Diabetes study found that diet and/or exercise
interventions led to a significant decrease in the

incidence of diabetes over 6 years period among those
with IGT.”®

The ability of exercise to prevent
DM has come from multi-studies.
powerful evidence has
nonrandomized and 3 controllable
studies, the risk of getting type 2 DM within 6 years
period can by reduced be at least 40% with an active
rather that a sedentary lifestyle.!

type 2
The most
been provided by one
randomized

While there is no evidence that regular exercise
can prevent type 1 DM, there is evidence from cohort
studies that regular physical activity is associated
with reduced mortality in both type 1 and 2 DM.°

In the World Diabetes Day (WDD), the Yemeni
Diabetes Association (YDA) organized a 4 km marathon
that included about two thousand people; furthermore,
encouraged all participants to assess their random blood
glucose (RBG) in the beginning and at the end of the
event, in order to screen population for diabetes, and
assess the effects of mild physical activity and find
which type of physical activities is preferred and should
be applied for each type of DM, especially in our country
where there are no enough social clubs.

AIMS

The aim of this study is to encourage the Yemeni
people and educate them about the importance of
physical activity in our life, and study the effect of
walking, as a mild physical activity on random blood
sugar (R.B.S.) level.
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METHODS

The study was descriptive. It was carried out during
the marathon of Yemeni diabetic patients in WDD in 14
November 2007. The marathon included approximately
two thousand participants who walked about 4 km
distance during around 45 minutes.

The participants who were subjected to R.B.S.
analysis in the beginning of marathon were only 502
participants. From those there were 352 diabetic
patients, and 150 non-diabetics for screening.

In measuring the R.B.S. we used the same machine
of glucometer (Accu-Chek Active) a member of Roche
Diagnostics group- with measuring principle of glucose-
dye-oxidoreductase and indictor dye; photometric end-
point measurement.

According to the results of R.B.S. for non-diabetic
participants we considered
- Results less than 140 mg/dl are normal.
- Results more than 140 and less than 200 mg/dl are
prediabetic.
- Results more than 200 mg/dl are Diabetes.

No. %
Type 1 42 8.37%
Type 2 132 26.29%
Non diabetic 150 29.88%
Excluded 178 35.46%
Total 502 100%

Table 1. Distribution of all participants who shared
in the marathon and made R.B.S.

No. %
Normal 136 90.54%
Prediabetic 11 7.43%
Diabetic 3 2.03%
Total 150 100%

Table 2. R.B.S. among unknown screened people.

From all people who participated in the marathon, we
excluded all fasting patients, the elderly and the patients
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who have cardiac diseases, renal failure and diabetic
foot.
All results analyzed using SBSS method.

RESULTS

A total of 502 participants with age ranged from 15 to
70 years (mean 31.3 years) of the total, there were 424
(85%) males and 78 (15%) females.

From the 352 diabetic patients:

- 174 patients who follow the program and performed
R.B.S. before and after walking.

- 178 patients who were excluded: 5 patients due to
hypoglycemia development during walking, 1 patient
because of chest tightness feeling, 172 patients were
excluded because they did not perform the 2™ test of
R.B.S at the end of marathon, (Table 1).

After Before
Mean 204.218 228.655
No. 174 174
Std. Deviation 109.1999 113.1369
Std. Error Mean 8.2787 8.5777
Correlation 0.866
Sig. 0.000
Paired Differences -24.437
Std. Deviation 57.684
Std. Error Mean 4.373
t 5.588%*
df 173
Sig. (2-tailed) 0.000

Table 3. Reduction of R.B.S. among all patients.

DISCUSSION

Aerobic exercise can be low, moderate, or severe in
intensity. It may be rhythmic, but it must be continuous
— that is, while walking at varying rates is fine, walking,
then stopping, then walking is not aerobic.

Regular exercise has been shown to improve blood
glucose control, reduce cardio-vascular risk factors,
contribute to weight loss.!°
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After Before
Mean 118.10 133.88
No. 42 42
Std. Deviation 57.722 60.290
Std. Error Mean 8.907 9.303
Correlation 0.904
Sig. 0.000
Paired Differences -15.786
Std. Deviation 26.015
Std. Error Mean 4.014
t 3.933*
df 41
Sig. (2-tailed) 0.000

Table 4. Reduction of R.B.S. among type 1
diabetic patients.

In our study we found that there was a significant
reduction in the level of R.B.S. after walking that means
that the beneficial effect of exercise can be obtained by
mild to moderate exercise, since the effect seems to
depend on overall energy expenditure rather than on
intensity of exercise.

Our study consistent with that of Dela, Flemming'
who found that increased daily physical activity (e.g
walking for exercise) in patients with type 2 DM has
shown to reduce the risk of premature death from all
diseases and from the cardio-vascular diseases (CVD)
in particular. The researchers noted that better blood
sugar control may help explain why regular exercise
lower risk of CVD."

Our study consistent with that of Halloszy et al.'°
regarding the improvement of glucose control in both
types of DM.

Exercise improves glucose control through improving
whole body insulin sensitivity and increasing glucose
transporters in patient with type 1 and 2 DM.!° Also
Halloszy et al'® found that a daily walk of around 3
kilometers at moderate speed, along with a dietary
restriction helps in significant weight loss, and just 20
minutes of brisk walk even bring down blood glucose
level.
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After Before
Mean 231.62 258.81
No. 132 132
Std. Deviation 107.567 109.407
Std. Error Mean 9.362 9.523
Correlation 0.824
Sig. 0.000
Paired Differences -27.189
Std. Deviation 64.427
Std. Error Mean 5.608
t 4.849%
df 131
Sig. (2-tailed) 0.000

Table 5. Reduction of R.B.S. among type 2
diabetic patients.

The effect of dynamic exercise has been shown to be
located both in liver and peripheral tissues.!>!?

While the insulin concentration in the plasma
of health person is automatically adjusted to any
work condition via autonomic nervous system, this
adjustment does not take place in patients with typel
DM, therefore; the changes in metabolism take place
in DM patients in response to exercise usually reflect
either too much or too little insulin in plasma. Thus
while plasma insulin is low during exercise in a healthy
person, the plasma insulin in diabetic patients may not
fall during exercise and may even increase because the
absorption of insulin from site of injection increased.
However, in the postprandial state moderate exercise
seems to increase insulin—mediated glucose disposal in
the immediate post-exercise period.'*"

Exercise must be of a certain duration as minimum
of 30 minutes, three times a week, or 20 minutes, five
to six times a week. ADA has recommended that people
with diabetes should be advised to perform at least 150
minutes per week of moderate-intensity aerobic physical
activity.!?

Hypoglycemia during physical activity rarely occurs
in nondiabetic individuals. The metabolic adjustments
that preserve normoglycemia are in large partly
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Type No. Mean Std. Deviation Std. Error Mean t df | Sig. (2-tailed)
Type 1 42 -15.786 26.015 4.014

vpe 11167 | 172 0.266
Type2 | 132 | -27.189 64.427 5.608

Table 6. Comparison the redaction of R.B.S between typel and type 2.

hormonal mediated. These hormonal adaptations are
essentially lost in type 1 DM.? Also, the normal increase
in hepatic glucose production is inhibited, and insulin
stimulates muscular glucose uptake beyond the effect
on contractions per se to increase muscles glucose
uptake.'®!”

In this study, we found that many cases could not
continue the marathon and some got hypoglycemia most
type 1 and one elderly type 2. So we recommend that,
if blood glucose before exercise is below 100 mg/dl, an
extra carbohydrate should be eaten before the start of
exercise; on the other hand, if blood glucose is above
252 mg/dl, urine ketones should be measured and, -if
they are positive- insulin should be taken and exercise
delayed until ketones become negative.*

During marathon, one case of middle age type 2 DM
“obese” got feeling of chest tightness and sweating
“normal E.C.G. after rest”. So we must remember
that in both type 1 and type 2 DM, physical activity
is accompanied by gains as well as risks. Therefore,
before beginning of any physical activity program, the
individual with DM should be screened thoroughly
and should undergo a medical evaluation consisting
of a careful medical history and physical examination
focusing heart, blood pressure (BP), eyes, kidneys, feet
and autonomic and peripheral somatic nervous system.
And so, the level of activity should be determined before
starting activity. Studies have demonstrated a role for
both aerobic and resistance exercise in suitable people
with diabetes.'®"”

CONCLUSIONS AND RECOMMENDATIONS
-In general, diabetic patients should be encouraged to

exercise regularly, and should be informed that regular
exercise is a key part of their treatment plan.
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-Preparing the individual with DM for a safe and
enjoyable physical activity program is as important as
physical activity itself. Most types of physical activities
can be recommended to diabetic patients. Exercise does
not need to be strenuous and even regular walking has
beneficial effects.

For the diabetic in particular, it has been found that,
in the severe aerobic exercises, the risks outweigh
the benefits. Therefore, walking, or other low-impact
aerobic exercise is preferred. This mean that the diabetes
health care team will be required to understand how to
analyze the risks and benefits of physical activity in a
given patient.
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ABSTRACT
included in this study. All of them underwent
Objective: To determine the changes in some liver cholecystectomy  in either of  two hospitals
function tests in gall stone patients before, after one (Al-Zahrawae General hospital and Ninevah Private
week and after one month of cholecystectomy. Hospital) during a period of six months from Ist
Methods: Sixty patients (19 males and 41 October 2004 to 31st March 2005. The following tests
females), ages ranged from 22-79 years, were were performed: total serum bilirubin, direct serum
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bilirubin, alanine aminotransferase activity, aspartate
aminotransferase activity, alkaline phosphatase activity,
total serum protein and serum albumin.

Results: The results of the data analyzed are
presented according to the intervals at which the
samples were obtained from the patients as follows: Day
of cholecystectomy, after one week of cholecystectomy,
and after one month of cholecystectomy. There was
a significant reduction in total serum bilirubin,
direct serum  bilirubin, alanine transaminase,
aspartate transaminase activities after one month of
cholecystectomy when compared to that before and after
oneweekof operation. Meanwhile, a significant elevation
in alkaline phosphatase activity after cholecystectomy
in both intervals. The maximum elevation was after
one week, and then it decreases significantly after one
month of cholecystectomy when compared to that after
one week of operation.

Conclusions: Gall stone is an important cause of
significant pathological changes in some liver profile
parameters,
normal after cholecystectomy. This normalization will

be increased with the time.

these parameters will return toward

INTRODUCTION

Gall stones are one of the commonest biliary diseases.
Interest in the formation and clinical management of
the disease date back to the ancient times. Gall stones
continue to be one of the major health problems in the
world today, although the exact number of patients is
unknown, because of the silentness of the disease when
there is no complication. The majority of the patients is
diagnosed accidentally when the physician searches for
other diseases. However, some patients come with acute
complication of gall stones.'

Gall stones are classified into; cholesterol gall stones,
pigment gall stones, and mixed gall stones. However,
all stones even pure cholesterol gall stones are usually
contain bilirubin (conjugated and unconjugated
bilirubin).!

The prevalence of gall stones continues to rise with
the age, and higher in women than in men and this is
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may be due to the increase of cholesterol content in the
bile by the effect of estrogen.! Many hypotheses explain
the reasons that can lead to gall stones.>?

There are many risk factors leading to the formation
of gall stones like ethnic hereditary, age, gender, multiple
pregnancies, dietary factors, and others.?

Theaimofthisstudyistodeterminethe changesinliver
function tests parameters [total serum bilirubin (TSB),
direct serum bilirubin (DSB), alanine aminotransferase
activity (ALT), aspartate aminotransferase activity
(AST), alkaline phosphatase activity (ALP), total serum
protein (TSP) and serum albumin (SA)] in gall stone
patients before, after one week and after one month
of cholecystectomy, in order to have an idea about the
advantages or disadvantages of cholecystectomy on
some liver function tests.

METHODS

Sixty patients (19 males and 41 Females) age
range from 22-79 years, with a mean of 43 years
were included in this study. All of them underwent
cholecystectomy in either of two hospitals
(Al-Zahrawae General Hospital or Ninevah Private
Hospital) during a period of six months from 1% October
2004 to 31** March 2005.

All patients were medically examined by a specialist
surgeon for gall stones and cholecystitis as acomplication
of gall stones.

Blood samples were collected from all subjects in
this study by an antecubital venepuncture. A sample
of 5 ml blood has been taken from every patient, and
allowed to clot in plain tube. Serum was separated
by centrifugation of blood samples at 3000 rpm for
3 minutes and was used for the measurement of liver
function tests as follows:

TSB and DSB were determined by a diazotized
sulfanilic acid reaction** using a kit supplied by syrbio
company (Syria).

ALT and AST activity in serum were determined
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according to Wootton and Freeman,® by using a kit
method supplied by Biomeriux company (France).

ALP activity in serum was measured according
to Kind and king’ by using kit method supplied by
Biomeriux company (France).

TSP was determination according to Biuret method®
using a kit method supplied by Biomerieux company
(France).

SA was determined according to BCG reaction
method® using a kit supplied by Bio-con company
(Germany).

Statistical analysis: The experimental data were
subjected to Analysis of Variance, Duncan Multiple
Range Tests, and Trend Analysis using Statistical
Analysis System (SAS) according to Littlell et al.’

RESULTS

The results of the data analyzed are presented
according to the intervals at which the samples were
obtained from the patients as follows:

1. Day of cholecystectomy.
2. After one week of cholecystectomy.
3. After one month of cholecystectomy.

The samples taken in the above intervals were to
show the changes that occur in the chosen parameters
between the three intervals at which the samples were
taken.

TSB: It is found that there was a significant reduction
in TSB (p<0.01) after one month of cholecystectomy
when compared to that before and after 1 week of
operation (Table 1 and Figure 1).

Parameters | No. Intervals Mean + SD Minimum | Maximum | p-value
Before operation 13.65+5.85 3.5 26
TSB 60 After 1 week 14.14 £ 5.84 5 27 <0.01
After 1 month 10.87 +3.48 5.9 19.5
Before operation 1.65+1.62 0.61 7.5
DSB 60 After 1 week 1.46 +1.33 0.61 8.1 <0.01
After 1 month 1.08 £0.74 0.62 5.1
Before operation 32.04 +9.54 13 55
ALT 60 After 1 week 43.33 +11.28 21 69 <0.01
After 1 month 24.97 +5.93 11 36
Before operation | 33.42 +10.52 11 68
AST 60 After 1 week 45.8 £13.76 23 73 <0.01
After 1 month 26.7 £ 6.59 11 49
Before operation | 104.4 +43.23 46 207
ALP 60 After 1 week 164 + 34.18 101 217 <0.01
After 1 month 123.69 £29.3 32 189
Before operation 74.34 + 6.49 57.5 83.1
TSP 60 After 1 week 73.66 = 4.88 60.5 83 <0.01
After 1 month 75.73 £5.11 62.4 97
Before operation 37.95+6.23 27 54.7
SA 60 After 1 week 36.17 = 4.87 24 472 <0.01
After 1 month 37.05+5.84 11.3 49.7

Table 1. Values of some serum liver function tests parameters
before and after cholecystectomy in gallstone patients.
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Figure 1. TSB (umol/L) in the three intervals
studied (before operation, after one week
and after one month of operation).

DSB: It is found that there was a significant reduction
in DSB (p<0.01) after one month of cholecystectomy
when compared to that before and after one week of
operation (Table 1 and Figure 2).
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Figure 2. DSB (umol/L) in the three intervals
studied (before operation, after one week
and after one month of operation).

Significant reduction in  ALT activity
(p<0.01) after one month of cholecystectomy when
compared to that before and after one week of operation
(Table 1 and Figure 3).
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Figure 3. ALT (IU/L) in the three intervals
studied (before operation, after one week
and after one month of operation).
AST: It is found that there was a
significant reduction in AST activity

(p<0.01) after one month of cholecystectomy when
compared to that before and after one week of operation
(Table 1 and Figure 4).
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Figure 4. AST (IU/L) in the three intervals
studied (before operation, after one week
and after one month of operation).

ALP: It is found that there was a
significant elevation in ALP activity
(p<0.01) after cholecystectomy in both intervals. The
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maximum elevation was after one week, and then it
decreases significantly (p<0.01) after one month of
cholecystectomy when compared to that after one week
of operation (Table 1 and Figure 5).
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Figure 5. ALP (IU/L) in the three intervals
studied (before operation, after one week
and after one month of operation).

TSP: It is found that there was a significant increase
in TSP (p<0.01) after one month of cholecystectomy
when compared to that before and after one week of
operation (Table 1 and Figure 6).
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Figure 6. TSP (g/L) in the three intervals
studied (before operation, after one week
and after one month of operation).

SA: It is found that there was a significant reduction
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in SA (p<0.01) in both intervals after cholecystectomy
when compared to that before operation (Table 1).

DISCUSSION

Concerning TSB and DSB, before cholecystectomy,
gall stone patients have mild elevation in their values
which can be due to the defective secretory mechanisms
that is responsible for secretion of bilirubin outside the
body and the interruption of enterohepatic circulation.'

The non-significant increase (p>0.05) in TSB after
one week of cholecystectomy, may be due to the
surgical trauma and the increase of intra-abdominal
pressure is due to the pneumoperitoneum that occurs in
laparoscopic cholecystectomy in addition to the tissue
injury and hemolysis that occur in surgery.!!

These effects gradually decrease by the end of
catabolic phase and so a significant reductions (p<0.01)
in both TSB and DSB becomes clear after one month
that seems to be due to the improvement in bile acids
flow and normal secretory mechanism which lead to the
return of the TSB and DSB toward the normal values.
These results are fit with others who found similar
results.'*!112

Concerning  transaminases  activities;  before
operation, an increase in ALT and AST activity may be
due to that occurrence of biliary lithasis which may lead
to the sub-clinical cholestatic liver impairment and this
may help physicians to follow up those patients.'?

The significant increase (p<0.01) in AST and ALT
activity after one week of cholecystectomy may be
accounted to many mechanisms as follows; CO,-
pneumoperitoneum during operation, which causes
increase intra-abdominal pressure and portal blood flow
disturbance and causes alteration in liver function tests.'*
Moreover, the contraction of the gall bladder (squeeze
pressure) may have effect on the liver and may free
these enzymes (Transaminase) into the blood stream.'*
In addition, the transient liver dysfunction in certain
patients after certain type of general anesthesia and this
may occur due to the decrease of splanchnic blood flow
and oxygen consumption.'' Finally inadvertent clipping
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of the right branch of the hepatic artery is normally
associated with massive increase in liver enzymes.'*

However after one month of cholecystectomy, there
were significant reductions (p<0.01) in ALT and AST
activity near normal levels as all of these effects will
diminish, because the half life of the present enzyme
finish.'1314

Concerning ALP activity; the significant increase
(p<0.01) in ALP activity in both intervals after operation
when compared to that before operation agrees with the
results obtained by others.'>'*!> These results can be
due to that, ALP activity before cholecystectomy being
higher than normal and this can be due to the gall stone
or obstraction in the biliary tree.'* Whereas after one
week of operation the increased ALP activity may be
due to the effect of diathermy on the liver parenchyma.'*
Moreover, the increased ALP activity may be due to
the effect of certain general anesthesia that may cause
certain liver dysfunction.'” Finally, ALP activity can
be increased due to the direct injury to the liver cells
(surgical trauma).'> These effects will diminish with
time and lead to the decrease of ALP activity and this
can be the reason for the significant reduction (p<0.01)
in ALP activity after one month of operation when
compared to that after one week of operation, although
the activity still higher than that before operation.

Concerning TSP and SA; after one week of
cholecystectomy the significant decrease (p<0.01) in
TSP may be due to loss of plasma protein into the extra
vascular space whichmay be due tothe increased vascular
permeability that caused by the vasoactive substances
like cytokines, prostaglandins and histamine.' In
addition, this decrease may be accounted to the shift
of amino acids from protein synthesis to acute phase
proteins and WBC synthesis.'” Moreover, this decrease
may be accounted due to the decrease in serum albumin
synthesis and the increase in the catabolism that occur
due to surgery.'¢

After one month of cholecystectomy, TSP is increased
significantly (p<0.01) and this seems to be due to the
effect of anabolic phase after trauma that causes an
increase in the growth hormone (GH), insulin like
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growth factors (IGF) and insulin secretion that lead to
more protein synthesis. '

Before operation, serum albumin seems to be lower
than normal and this agrees with other studies which
described the lower serum albumin present in gall stone
patients to be due to the defect in synthetic mechanisms
in the liver.'s

SA still decreases significantly (p<0.01) after 1
week of operation and this can be accounted due to the
increased catabolism that may occur due to the surgery
and due to the fact that half life of albumin is 20 days,
this may give an account why those patients have
significantly lower (p<0.01) serum albumin in both
intervals that taken after operation in comparison to that
taken before operation.

After one month, SA expected to increase significantly
after the end of the catabolic phase,'® however, it
disagrees with the results obtained in this work where SA
still significantly lower (p< 0.01) than before operation,
this may be due to the infection or other complications
of operation.

CONCLUSIONS

Gall stone is an important cause to significant
pathological changes in some liver function tests
parameters, these parameters will return toward normal
after cholecystectomy. This normalization will be
increased with the time.
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ABSTRACT

associated with an intrabiliary rupture of a hepatic
Objective: This study investigates the clinical factors hydatid cyst for early diagnosis and management of
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cystobiliary communications in patients with liver
echinococcosis and presents our experience with this
condition.

Methods: A prospective study included patients with
hepatic hydatid cysts treated between years 2000 and
2007 in a single institution, Erbil Teaching hospital
Erbil province-Iraq. Database containing 121 patients
with a hepatic hydatid cyst were reviewed. The following
variables were analyzed as potential predictors of
an intrabiliary rupture: age, sex, type, duration of
symptoms, findings on physical examination, leukocyte
count, liver function test results, serologic test results,
suggestive ultrasonographic findings, ultrasonographic
cyst features (type, diameter, number, and localization),
and whether the cyst is primary or recurrent.

Results: Multivariate analysis showed that the
independent clinical factors for the presence of an occult
rupture were a history of gastric upset in the form of
nausea and vomiting (p=0.004), alkaline phosphatase
level greater than 140 U/L (p=0.004), total bilirubin
level greater than 0.7 mg/dL (>13.5 umol/L) (p<0.001),
and cyst diameter greater than 14.5 cm (p<0.001) in
multivariate analysis. Multivariate analysis also showed
that history of jaundice (p<0.001), jaundice found on
physical examination (p=0.05), cyst diameter greater
than 10.5 cm (p=0.009), a type IV cyst (p<0.001), and
suggestive ultrasonographic findings (p<0.001) were
the independent clinical predictors for the presence of
a frank intrabiliary rupture. Patients with cystobiliary
communications had increased morbidity rates to 47.8%
of 23 patients vs. 9.9% of 98 patients (p<0.001), and
longer mean postoperative hospital stays (11.5 versus
8.4 days, p=0.03) compared with others.

Conclusions: Clinical  predictors  should  be
considered for early diagnosis and proper management
of intrabiliary ruptures in patients with hepatic hydatid
cysts, since a frank intrabiliary rupture of hepatic
hydatid cyst is a rare but serious event, and one should
be aware of it in differential diagnosis of obstructive
Jjaundice. Patients with cystobiliary communications
had increased morbidity rates.

INTRODUCTION

Echinococcal cysts of the liver are composed of
both host and parasite tissue. The former consists of a
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dense, fibrous tissue called the pericyst, formed by a
reaction of the liver to the presence of the parasite. The
latter, the endocyst, is formed of two layers, an outer
laminated layer and an inner germinal one. The inner
layer produces scolices that detach and float freely in
clear hydatid fluid as daughter cysts.!?

There are two types of communication between the
biliary tree and hydatid cysts: frank intrabiliary rupture
and simple communication. In the former, the elements
of the cyst drain into the biliary ducts and cause
intermittent or complete obstruction, which should be
diagnosed preoperatively, explored carefully during
the operation and treated by biliary drainage to prevent
serious complications, particularly cholangitisandbiliary
obstructions by cyst contents. Simple communications,
which are frequently seen during hydatid cyst surgery,
can cause postoperative biliary fistulae unless they are
properly treated by closing the openings.>*

Early diagnosis and treatment of an intrabiliary
rupture of a liver hydatid cyst are mandatory, since it
may lead to obstruction of the biliary system, with a 50%
mortality rate.* It has also been suggested that biliary
cirrhosis could be a late sequel.’ Imaging techniques are
helpful in making the diagnosis. However, some of them
are quite expensive and invasive. Moreover, they have
limited value in the diagnosis of an occult rupture. Some
noninvasive clinical factors associated with intrabiliary
rupture of a cyst can be useful in establishing the proper
diagnosis and management. These factors have not been
well-defined before.**

This study investigates the clinical factors associated
with an intrabiliary rupture of a hepatic hydatid cyst
for early diagnosis and management of cyst-biliary
communications in patients with liver echinococcosis
and presents our experience with this condition.

METHODS

A prospective database clinical study of 121 patients
with hepatic hydatid cysts (the cyst was primary in 109
and recurrent in 12) treated between years 2000 and
2007, was evaluated. A cystobiliary communication
was detected in 23 (19%) patients. These patients
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were examined in 2 groups: 14 (11.5%) had an occult
perforation and 9 (7.4%) had a frank intrabiliary rupture.
A frank intrabiliary rupture was defined as an overt
passage of the hydatid material into the biliary system.
An occult perforation was defined as the presence of
bile in the cyst without an overt passage of intracystic
content into the bile duct.

All patients underwent a complete blood cell count
and liver function test determinations. Abdominal
ultrasonographic examination was performed in all
patients. Computed tomography was used only when
it was indicated in suspicious cases. An indirect
hemagglutination test and a radioallergosorbent test
were used for serologic confirmation of the diagnosis.
Endoscopic retrograde cholangiography (ERCP)
performed only in 6 (26%) of cases. Patients were
operated on through either a right subcostal or a midline
incision according to the site of the lesion and surgical
accessibility. All patients underwent chemotherapy
(albendazole) for at least 12 weeks in large cysts when
the diameter were more than 15 cm and in complicated
cysts, beginning from 7 to 14 days before their
operations.

Gharbi et al® have described five types of echinococcal
cysts on Ultrasonography (USG): type I, a simple
hydatid cyst with pure fluid collection; type II, the cyst
contains undulated hyperechogenic membranes that
float in the cystic fluid (detached germinative layer
of the endocyst); type III, the cyst contains secondary
vesicles (daughter and granddaughter cysts); type IV, the
cyst has a heterogeneous echopattern and is filled with a
matrix or an amorphous mass; and type V, the cyst has a
thick and calcified wall. The presence of irregular linear
echogenic structures without acoustic shadowing in the
bile duct and/or the dilated biliary tract was accepted as
suggestive ultrasonographic findings for a cyst-biliary
communication in the form of cyst containing undulated
hyperechogenic membranes that float in the cystic fluid,
detached germinative layer of the endocyst, daughter
and granddaughter cysts inside the lesion.

The variables were analyzed as potential predictors
of a cystobiliary communication: age, sex, type of the
cyst and duration of symptoms, findings on physical
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examination, leukocyte count, liver function test
results (alanine aminotransferase [ALT], aspartate
aminotransferase [AST], alkaline phosphatase [ALP],
and bilirubin levels), serologic test results (indirect
hemagglutination test), suggestive ultrasonographic
findings, ultrasonographic cyst features (type, diameter,
number, and localization), and whether the cyst is
primary or recurrent.

Postoperative morbidity, mortality, and length
of hospital stays of patients with cyst-biliary
communications were compared with those of others.*
A comparison was also made between patients with a
frank rupture and patients with an occult rupture for all
the examined clinical features.

RESULTS

Among 121 patients with a hepatic hydatid cyst
reviewed, 40 (33%) were males and 81 (67%) were
females. The age range was from 7 to 75 years (mean,
43 years). The most common presenting symptom was
right upper abdominal pain (95 patients [82%]). Fifty-
two patients (45%) presented with nausea and vomiting.
Twenty patients (17%) had abdominal distension. A
history of jaundice was found in 12 (11%) of the patients.
Six patients (5%) were asymptomatic. The duration of
symptoms ranged from 4 weeks to 5 years (median, 3
months).

Ninety one patients (75%) had a single cyst and 30
(25%) had multiple cysts. The cysts were localized only
in the right lobe of the liver in 75 (62%) of the patients,
and bilobar involvement was seen in 33 (27%) and 13
cystswere localized in the left lobe of the liver. Of the 121
cysts, 42 (35%) were type I, 17 (14%) were type 11, 31
(25%) were type 111, and 31 (26%) were type [V. The cyst
diameter ranged from 7 to 30 cm (mean, 12 cm). In 18
(15%) patients, concomitant extrahepatic involvement
was present in the spleen and intrabdominal.

Cystobiliary communications patients
Communications with the biliary system were

encountered in 23 (19%) patients. Ten (43%) were males
and 13 (56%) were females. The age range was between
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12 and 75 years (mean, 38 years). Most patients had
right upper abdominal pain (19 [82%]). Fifteen patients
(65%) presented with nausea and vomiting. Nine patients
(39%) complained of flatulence. A history of jaundice
was found in 7 (30.4%) patients. Only 1 patient (4.3%)
was asymptomatic. The duration of symptoms ranged
from 2 month to 18 month (median, 3 months).

The disease was primary in 20 (86%) patients and
recurrent in 3 (13%). Sixteen patients (69%) had a single

cyst, and 7 (31%) had multiple cysts. The cysts were
localized in the right lobe of the liver in 15 (62%) patients
and in the left lobe in 7 (30%). Two (8%) of the patients
had bilobar involvement. Of the 23 communicating
cysts, 13 (56%) were type 1V, 4 (17%) were type 111, 3
(13%) were type 11, and 3 (13%) were type 1. The cyst
diameter ranged from 5 to 30 cm (median, 13 cm). A
comparison of various clinical factors of patients with
and without cyst-biliary communications is presented
in Table 1.

.. . Patients with Patients without
Clinical variables
a rupture (n=23) a rupture (n=98)
Sex Male-female 10:13 (43%:57%) 30:68 (31%:69%)
Abdominal pain 19 (83%) 25 (26%)
Nausea and vomiting 15 (65%) 25 (53%)
Symptoms
Flatulence 9 (39%) 20 (20%)
History of jaundice 6 (26%) 3 (3%)
Signs Jaundice 7 (30%) 3 (3%)
Tenderness 5 (21%) 12(12%)
Type I 3 (13%) 42 (43%)
Type II 3 (13%) 17 (17%)
Cyst Type 111 4 (17%) 31 (32%)
Type IV 13 (56%) 18 (18%)
features -
Single 16 (69%) 91 (92%)
Multiple 7 (30%) 9 (9%)
Primary 20 (87%) 89 (91%)
Recurrent 3 (13%) 9 (8%)
Suggestive ultrasonographic findings 8 (35%) 0
Total 13 (56%) 13 (14%)
Morbidity Wound infection 5(21%) 5 (5%)
External biliary fistula 6 (26%) 0
Mortality 1 (4%) 1 (1%)
Age (year) 38.2+18.0 43.0+16.7
Duration of symptoms (months) 8.3+10.1 14.7+£7.8
Cyst diameter (cm) 13.9+5.9 9.9+3.9
Total bilirubin level (mg/dl) 2.6+5.0 0.8+0.6
Others AST level (U/L) 45.0+52.4 24.6+19.6
ALT level (U/L) 66.8+£89.3 32.9+284
ALP level (U/L) 328.3+£271.1 130.1£120.5
Postoperative hospital stay (days) 13.749.2 9.4+8.4
Elevated direct bilirubin level 9 (39%) 8 (8%)

ALT: alanine aminotransferase, AST: aspartate aminotransferase,

ALP: alkaline phosphatase

(data are given as number (percentage) of patients).
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Table 1. Comparison of patients with and without an intrabiliary rupture.
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Management of frank cystobiliary communications

Frank ruptures are usually diagnosed preoperatively
and dealt with surgically. Communication between the
cyst and the biliary tree was found in 23 patients (19%),
14 (11.5%) had an occult rupture and 9 (7.4%) had a
frank rupture. Endoscopic retrograde cholangiography
with endoscopic sphincterotomy (ES) was performed
in 2 of the 9 patients with a frank communication:
the cyst was completely drained in both patients.
Closure of the common bile duct (CBD) with T-tube
drainage was carried out in 3 patients and the other 4
underwent choledochoduodenostomies there was an
obstruction in the distal common bile duct. Indications
for a choledochotomy were as follows: suggestive
ultrasonographic findings for a frank intrabiliary rupture
in 5 patients and a dilated CBD (>2.5 cm) in 2. External
drainage with was performed for the management of
the cyst cavities. In the postoperative period, surgical
site infections were observed in 3 patients. An external
biliary fistula developed in 1 patient after removal
of the T-tube. It was closed 21 days after ERCP and
endoscopic sphincterotomy which also has proved to
be a valid alternative to surgery in the treatment of this
complication.

Management of occult communications

Partial cystectomy, evacuation of the cyst content,
and drainage of the cyst cavity were performed in
all patients with occult biliary communications. An
intraoperative cholangiogram was obtained in all the
cases, the cholangiographic results were normal; a
choledochotomy was not performed on any of these
patients. The site of the bile leakage was identified and
sutured with absorbable sutures in 10 of the 14 patients.
Any obvious bile leakage could notbe detected during the
operations in the remaining 4 patients. These 4 patients
had postoperative external biliary fistulas. The fistulae’s
healed spontaneously in 14 to 28 days. it was necessary
to perform ERCP and endoscopic sphincterotomy for
the closure of a high-output fistula in one patient. Other
postoperative complications were surgical site infections
in 4 (28%) patients and an intra-abdominal abscess in 1
(7%). One of the patients with an occult rupture died
of a massive pulmonary thromboembolism on the third
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postoperative day. A significantly higher morbidity rate
and a longer postoperative hospital stay were noted
in patients with an intrabiliary rupture compared with
others without a cyst-biliary communication (Table 1).

Comparison of patients with an occult rupture
and those with a frank rupture

The suggestive ultrasonographic findings were
encountered significantly more in patients with a frank
rupture than in patients with an occult rupture (71%
vs. 17%; p=0.01). Significantly higher percentages of
patients with frank communications have type IV cysts
compared with patients with occult ruptures (81% vs
36%; p=0.04). The mean postoperative hospital stay was
longer in patients with frank ruptures than in patients
with occult communications (15+7 versus 9+7 days; p=
0.02) except in 2 patients with frank rupture one with
subphrinic abscess and second one with intrabdominal
sepsis their postoperative hospital stay was 36 and 60
days. All other clinical factors were similar in both
groups.

The clinical predictors for the presence of occult
and frank ruptures

Significant clinical factors associated with the
presence of an occult communication were as follows: a
history of nausea and vomiting, a history of flatulence,
elevated liver function test results (ALT, ALP, and
total bilirubin levels), and a larger cyst diameter on
ultrasonography. Receiver operating characteristic
curves determined the following ideal cutoff values
for quantitative clinical factors in patients with occult
ruptures: ALT level, 24.5 U/L; ALP level, 140 U/L;
total bilirubin level, 0.7 mg/dl (13.5 pmol/l); and cyst
diameter, greater than 14.5 cm. Table 2 details the
performance of each clinical factor associated with the
presence of an occult rupture in univariate analysis.

History of jaundice, jaundice found on physical
examination, elevated liver function test results
(enzymes, total bilirubin, and direct bilirubin levels),
a larger cyst diameter, the presence of suggestive
ultrasonographic findings, and a type IV cyst on
ultrasonography were the significant clinical factors
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Clinical factors Sensitivity (%) | Specificity (%) p-value
A history of nausea and vomiting 79 58.8 0.005
A history of flatulence 54.4 85.2 0.001
ALT level >22.8 U/L 65.8 65.8 0.02
Total bilirubin level > 0.8 mg/dl 80.2 72.0 <0.001
ALP level >144 UL 74.1 76.5 <0.001
Cyst diameter >14.5 cm 65.6 88.0 <0.001

ALT: alanine aminotransferase, ALP: alkaline phosphatase.

Table 2. Performance of clinical factors associated with an occult intrabiliary rupture
of a hydatid cyst on univariable analysis.

Clinical factors Sensitivity (%) | Specificity (%) p-value
Jaundice found on physical examination 333 96.7 0.009
A history of jaundice 43.4 95.7 0.001
ALP level >275.5 U/L 77.8 80.7 <0.001
AST level >28.5 U/L 88.9 82.0 <0.0001
ALT level >30.5 U/L 87.8 78.7 <0.001
Total bilirubin level >1.0 mg/dl 78.8 81.7 0.001
Direct bilirubin level >0.4 mg/dl 66.7 90.5 <0.001
Atype IV cyst 77.8 81.5 <0.001
Cyst diameter >10.5 cm 76.8 60.2 0.04
Suggestive ultrasonographic findings 66.7 100.0 <0.001

ALT: alanine aminotransferase, AST: aspartate aminotransferase, ALP: alkaline phosphatase.

Table 3. Performance of clinical factors associated with a frank rupture
of a hydatid cyst on univariate analysis.

associated with the presence of a frank intrabiliary
rupture on univariate analysis. Using receiver operating
characteristic curve analysis, optimal cutoff values for
quantitative clinical data were determined to be 29.5
U/L for ALT, 26.5 U/L for AST, 74.5 U/L for ALP, 1.5
mg/dl (16.5 pmol/l) for total bilirubin, and 10.5 cm for
cyst diameter. The direct bilirubin level was evaluated
as a categorical variable, since it was recorded as so.
Table 3 details the performance of each clinical factor
associated with the presence of a frank intrabiliary
rupture on univariate analysis.

DISCUSSION

Intrabiliary rupture (IBR) is a serious complication
that occurs in 3-17% of patients. It occurs in two forms:
an occult rupture, seen in 10% to 37% of the patients,
or a frank rupture, seen in 3% to 17% of the patients.®
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In this series, 14 (11.5%) of the patients had an occult
intrabiliary rupture and 9 (7.4%) of the patients had
a frank rupture, in accordance with the figures cited.
Early diagnosis and treatment are mandatory in these
patients; since otherwise serious clinical situations with
an increased mortality may ensue. A frank intrabiliary
rupture of a cyst may lead to obstruction of the biliary
system, cholangitis, and septicemia, with a 50%
mortality rate.* Moreover, acute pancreatitis and acute
cholecystitis caused by hydatid material were described
in the literature.? Although an occult rupture is usually
silent, it may give rise to a frank perforation at any
time*”

Ultrasonography (US) and computed tomography
(CT) demonstrate rupture in most cases that involve
wide communication (Figure 2). Indirect signs of biliary
communication include increased echogenicity at US
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Clinical factors I:;gécg%l p-value

History of nausea and vomiting 23.6 0.004

For an occult ALP>142 U/L 35.8 0.004
rupture Total bilirubin > 0.8 mg/dl 32.8 <0.001
Cyst diameter >14.5 cm 46.4 <0.001
History of jaundice 56.9 <0.001

Jaundice found on physical examination 65.9 0.05

For a frank : . .

rupture Suggestive ultrasonic findings 98.0 <0.001

Cyst diameter >10.5 cm 16.2 0.008
A type IV cyst 28.8 <0.001

Table 4. Results of multivariate analysis.

and fluid levels and signal intensity changes at MR
imaging. In this series, ultrasonography permitted the
diagnosis of a frank rupture in 6 of the 9 patients, with a
sensitivity of 68.7% and a specificity of 100%. A cyst-
biliary communication can also be detected through
ultrasonography (US) and computed tomography (CT)
demonstrates rupture in most cases that involve wide
communication [Figure 2]. Indirect signs of biliary
communication include increased echogenicity at US
and fluid levels and signal intensity changes at MR
imaging.”!*!" Similarly, in this series, ultrasonography

Figure 1. Ultrasonography with linear hyprechoic
images found in the CBD and are expression

of hydatid membranes.
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permitted the diagnosis of a frank rupture in 6 of the 9
patients, with a sensitivity of 68.7% and a specificity of
100%. A cyst-biliary communication can also be detected
through computed tomography and magnetic resonance
imaging are useful in diagnosing biliary hydatid disease
resulting from rupture of a liver hydatid cyst; MRI is a
useful tool in difficult cases such as intrabiliary rupture,
where CT and ultrasound are not conclusive.? However,

Figure 2. Rupture of a hepatic cyst into the biliary tree
in 36-year-old women who presented with acute onset
jaundice and pain in the right upper abdomen.

CT scan reveals a nonenhancing mass with irregular
contours that occupies a small portion of the right
hepatic lobe and caudate lobe.
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ERCP and, more recently, MRCP, are confirmatory
for intrabiliary rupture of the hepatic hydatid cyst. In
addition ERCP may be of therapeutic benefit in selected
cases. We conclude that ERCP should be the first choice
in the management of postoperative biliary fistula of
hepatic hydatid disease.**’

MRCP depicts the entire biliary tree despite
obstruction. It enables topographic evaluation of
hydatid cysts and the level of obstruction. Apparent
cystobiliary communication had high specificity as a
direct sign of rupture, the presence of this sign suggests
the diagnosis. Because the sensitivity was low, the
absence of visible communication did not exclude the
diagnosis of rupture. If any of the four signs (apparent
cystobiliary communication, deformation of the hydatid
cyst, focal defect in the cyst wall, and beaklike projection
extending from the cyst wall) was present in a patient,
the sensitivity of MRCP was 91.7%, and the specificity
was 82.8% (Figure 3). In conclusion, MRCP findings
are sensitive in the identification of intrabiliary rupture
due to hepatic hydatid disease.’

Figure 3. An MRCP showed an approximately 8

cm diameter hypointense lesion in segments 4 with

linear hyperintense band within causing dilatation of

intrahepatic biliary radicles (daughter cyst impacted in
side Common Bile Duct).

Ductal displacement by extrinsic compression was
the most common (86.5%) finding in our patients with
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intrabiliary rupture. Obstructive cholangitis induced by
insufficient biliary drainage was found in one third of
the cases of rupture. Dilatation of proximal ducts was
the most prominent finding in such cases. However,
dilatation of any duct not attributed to mass effect,
particularly of ducts distal to the hydatid cyst, can be
misinterpreted as an indirect sign of rupture. Leakage
of cyst fluid into the bile ducts through an occult wall
defect can be considered responsible for the ductal
dilatation. We believe that dilated pericystic ducts should
be considered significant only when their entrance into
the defective wall is seen. Visible dilated ducts in the
vicinity of a hydatid cyst not complicated by rupture are
seen in 25% of patients.>’

A small cysto-biliary communication cannot always
be excluded by ERCP. However; it should be performed
selectively, since it is an expensive and invasive
procedure with well-known short- and long-term
morbidities.*!"

The independent risk factors, that is, predictors for the
presence of an occult rupture in our study were history
of nausea and vomiting, a serum ALP level greater than
140 U/L, a total bilirubin level greater than 0.7 mg/dL,
and a cyst diameter larger than 14.5 cm.

An occult intrabiliary rupture of a hydatid cyst is
suspected when a patient has a large cyst and slightly
increased ALP and bilirubin levels, so in patients who
are suspected to have an occult communication, early
management should be planned, percutaneous drainage
should be avoided, ultrasonography should be performed
to rule out a frank perforation, a broad-spectrum
antibiotic should be chosen for prophylaxis because
septic complications are expected to be increased in
these patients with biliary communications. The use of
scolicidal agents should be avoided because of the risk
of sclerosing cholangitis.**!!13

During the operation if the CBD appears to be
normal a partial cystectomy is to be performed, all that
is needed is simple suturing of the rupture. When the
communication is side to side, the sutures should be
placed carefully so as not to cause an obstruction.'* In
patients with a major communication, internal drainage
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by a Roux-en-Y pericystojejunostomy has also been
shown to be effective in eliminating biliary leakage and
fistulas, with a low morbidity rate.'> Total cystectomy
and liver resection are other alternatives. Sometimes,
the site of the communication cannot be identified, as
in the 5 patients in this series. It was recommended
that methylene blue be injected into the CBD in these
patients to see the site of occult leakage.>*!41¢

All the clinical features nearly were similar when
comparing the patients with an occult rupture and
those with a frank perforation; except that the patients
with a frank rupture had suggestive ultrasonographic
findings in the form of irregular linear echogenic
structures without acoustic shadowing in the bile duct
and/or the dilated biliary system, and significantly more
type IV cysts (Figure-1). A type IV cyst, suggestive
ultrasonographic findings, a cyst diameter larger than
10.5 cm, jaundice found on physical examination, and a
history of jaundice were independent clinical factors for
the presence of a frank rupture. The cyst diameter was
smaller in patients with a frank rupture than in patients
with an occult rupture, 10.5 and 14.5 cm, respectively.

In addition, a type IV cyst was significantly more
frequent in patients with frank rupture than those
with an occult rupture, 78% and 33% respectively.
When a cyst becomes larger, an occult cyst-biliary
communication may occur due to increased intracystic
pressure, whatever the cyst type is; this communication
may become frank after a certain time, and the cyst
becomes smaller because of the passage of the hydatid
material into the biliary system. Preoperative prediction
of a frank rupture is important, because by performing
preoperative ERCP and ES an unnecessary CBD
exploration can be avoided. Moreover, a laparoscopic
approach may be preferred since it becomes easier.
Furthermore, sometimes the cyst drains completely
after ERCP and ES without the need for surgery.*!>17-2°

In conclusion This study demonstrates that the
presence of suggestive ultrasonographic findings,
jaundice found on physical examination, and a history
of jaundice are strong predictors for a frank rupture,
with positive predictive values of 96.5%, 50.5%, and
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71.5%, respectively. It is better to perform preoperative
ERCP and ES in the patients with one or more of these
above mentioned strong predictors. The presence of a
type IV cyst and a cyst diameter larger than 10.5 cm
were poor predictors, with positive predictive values of
31.3% and 17.5%, respectively. On the other hand, if
a combination of these factors is present, the positive
predictive value increases to 71.0%. Consequently, a
type IV cyst with a diameter larger than 10.5 cm is a
good indication for preoperative ERCP. In most of the
patients with a frank communication, surgical treatment
is indicated. During the operation, choledochotomy
for the evacuation of the debris is performed, unless
successful ERCP and endoscopic sphincterotomy
(ES) have been performed. Choledochoscopy can be
useful for revealing retained hydatid material*** The
cysts can be managed similar to those in patients with
an occult rupture. Choledochotomies can be closed
over T-tubes®!' or choledochoduodenostomies can be
performed with satisfactory results'>! in this series the
preferred procedure was a choledochoduodenostomy in
patients with a dilated CBD and obtained good results
without any related morbidity.

CONCLUSIONS

Sinceacystobiliarycommunicationisalife-threatening
condition, early diagnosis and treatment is mandatory.
Moreover, patients with such communications have
significantly higher operative morbidity rates and
longer hospital stay compared with others without such
a communication. We conclude that better results could
be obtained by using the clinical predictors that are
demonstrated in this study for the early diagnosis and
proper management of an intrabiliary rupture of hydatid
cyst.

If bile-stained cystic fluid and a dilated CBD are
found in patients with hydatid disease of the liver,
choledochal exploration should be performed during
operation. T-tube drainage may be preferred in the
management of intrabiliary ruptured hydatid disease
because of low morbidity, the ability to decompress
intrabiliary pressure, easier monitoring of the biliary
drainage and smaller alteration of the anatomy.
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SENSORINEURAL HEARING LOSS IN PATIENTS
WITH DIABETES MELLITUS
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ABSTRACT

Objective: The aim of this study was to find cause—
effect relationship between diabetes and sensorineural
hearing loss.

Methods: Hearing threshold of 70 diabetic patients
and 70 healthy controls were determined using pure
tone audiometry at Al-Yarmouk Teaching hospital. Their
ages ranged between (9-45) years old. The patients
were categorized into groups according to their age, the
duration of disease, complications, control and type of
diabetes. These observations were compared with those
from the control subjects using appropriate statistical
methods.

Results: The results of the study revealed that mean

LSl elall s J5Y)

hearing threshold was worse in diabetic patients than
control subjects. All age groups with diabetes showed
significant low and high frequency hearing loss as
compared to those who were well controlled. The
threshold was worse in complicated diabetics than in non
complicated diabetics. Diabetics with longer duration
shows worse threshold than others. However, threshold
was better in patients with good control of diabetes and
there were no differences in threshold between insulin
and non insulin dependent diabetes.

Conclusions: It was found that diabetics had a poorer
hearing threshold which was seen in all age groups, and
there was a relationship between the duration, control
and complications of diabetes and the level of hearing

*Ehab Taha Yaseen, FICMS, Assistant Professor, Department of Surgery, Otolaryngology, College of Medicine, Al-Mustansiriyah University, Al-Yarmouk

Teaching Hospital, Iraq. E-mail: drehab2007@yahoo.com.
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loss. No significant difference in hearing loss was found
between insulin—dependent and non—insulin dependent
diabetics.

INTRODUCTION

Diabetes mellitus is associated with a number of
microvascular complications affecting many organs
with diffuse polyneuropathy involving somatic and
autonomic nerve fibers.!

The early literature was predominantly concerned
with the serious and often life-threatening inflammatory
complications of diabetes, and it was not until the advent
of insulin therapy and antibiotics that attention was
focused upon the later complications of the disease, and
not until pure tone audiometry was available that many
workers studied the effects of diabetes on the inner ear.
However, not all authors agree that diabetes can lead to
a sensorineural hearing loss, and those who do admit the
connection between diabetes and hearing loss still quote
widely varying incidences, and frequently disagree
about the correlations between this and other aspects of
disease.’

The primary lesion in diabetes is angiopathic.
There are two main reasons to support this. Firstly,
histopathological studies have shown microvascular
lesions in the inner ear, and secondly diabetes is known
to cause widespread vascular changes.* However,
Friedman believes that a neuropathy is the primary
lesion in diabetic hearing loss.*

At the present time, there are six possible mechanisms
for diabetic labyrinthopathy; macroangiopathy of the
cochlea, neuropathy, brainstem involvement, metabolic
effect of the hyperglycemia, or the consequent
hypertriglyceridaemia, vascular problems secondary
to the hyperviscosity that occurs and/or the abnormal
platelets aggregations and any combination of the
above.’

METHODS

This study conducted over the period from January
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2007 to February 2008. It involved 70 diabetic patients
[50 insulin dependent and 20 non-insulin dependent]
and 70 non-diabetic subjects as a control group. The
age range of all was between 9-45 years. They had been
selected from patients attending the ENT outpatient
clinic and diabetic center at Al-Yarmouk Teaching
Hospital plus those who were admitted to internal
medicine ward and pediatric ward for control of their
blood sugar.

The diagnosis of sensorineural hearing loss in those
patients with diabetes mellitus was suggested by
history, confirmed by tunning fork tests, and pure tone
audiometry.

Criteria for selection of patients: Patients over 45
years old were excluded from the study in an attempt
to minimize the effects of presbyacusis on the results.
Also the study excluded patients who gave history or
showed any evidence of chronic or severe episodic
noise exposure, conductive hearing loss, head injury,
previous ear disease or ear surgery, serious illness or
hospitalization that might have resulted in exposure to
ototoxic drugs, complicated hypertension, renal disease
and family history of hearing loss.

The aim of this study is to find cause—effect
relationship between diabetes and sensorineural hearing
loss.

Assessment of patients

1- Clinical assessment:

- History: patients were questioned regarding the
following symptoms; hearing loss, tinnitus, vertigo,
sensation of blockage or aural fullness and poor
discriminations.

- Examination: The ear was examined after cleaning
the meatus if needed to exclude any abnormalities.
Tunning fork tests were done for all.

2- Audiological assessment:

Pure tone audiometer (PTA); this was done to all patients
and control subjects using frequency range from (250-
8000 Hz) and intensity level from (0 dB - 120 dB). Both
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air conduction and bone conduction study were done
using masking when it was necessary. The air conduction
thresholds were used to determine the degree of hearing
loss. The mean of hearing threshold of both ears were
taken for a single frequency. The mean was further
categorized according to the diabetic group, tabulated
and analyzed statistically.

The patients were categorized into groups according
to their age, duration, complications and control of the
disease.

RESULTS

The results of the hearing thresholds were considered
in six different aspects of diabetes mellitus:

- Group I (control and patient): The mean thresholds,
as a whole, at each frequency for control subjects and
diabetic patients were calculated and compared (Table

1).
- Group II (control and patient/age group): The mean
hearing thresholds according to age were compared at

all frequencies in both control subjects and diabetic
patients (Table 2a, 2b).

- Group III (duration of diabetes): The mean hearing
thresholds according to duration of diabetes at all
frequencies were calculated (Table 3).

- Group IV (complication of diabetes): The
mean hearing thresholds of the Complicated and
uncomplicated diabetic patients at all frequencies were
calculated (Table 4).

- Group V (control of diabetes): The mean hearing
thresholds of the patients with good control, moderate
control and poor control were noted (Table 5).

- Group VI (type of diabetes): The mean hearing

threshold according to type of diabetes (IDDM and

NIDDM) in the same age group (41-45) years was noted
(Table 6).

Analysis of data

The resulting data from each group was further
analyzed for purpose of establishing statistical
significance. The subgroups within various groups
were compared for their mean thresholds at different
frequency (500 Hz and 4000 Hz respectively), along
with the mean value, SD, and number in each case.

p-value was calculated using student t-test for group
L IL 11, and IV, V and VI (Table 6).

*The formula of student t-test is:

T = X1-X2/NSD2/n1+SD2/n2
DISCUSSION

Group I: Table 1 shows mean thresholds of diabetic
patients and control population at each frequency.
Statistical analysis (Table 7) shows that the diabetics
are significantly deafer than the non diabetic population
(p-value<0.006-0.06). This also shown by
Axelsson and Fagerberg (1968) and Taylor and Irwin
(1978) who stated that there is a decrease in auditory
acuity in diabetic patients and the typical hearing loss
is progressive, bilateral sensorineural hearing loss of
gradual onset.>¢

was

Although our patients are deafer than control at all the
frequencies, Taylor and Irwin found that diabetics, as a
whole, were deafer particularly in the lower frequencies,
than the controls and gradually approached each other in

Groups Air conduction threshold

Control 4 4.6 7.4 7.5 8.8 12.4 Intensity
Patients 7.8 8.2 12.4 16 224 | 292 (dB)
Frequency | 250Hz | 500Hz | 1 KHz | 2KHz | 4 KHz | 8 KHz

Table 1. The mean audiometric values (control and patient groups).
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Coutol iy NO.’ of Air conduction threshold
age (years) subjects
9-20 17 2.4 3.8 4.8 34 5.1 5.8
21-30 15 2 1.6 4.6 5.2 5.6 8 Intensity
31-40 13 5.1 7 6.8 9.3 9.2 10.2 (dB)
41 —45 25 5.8 7.4 10.9 12.8 12.6 17.8
Frequency 250 Hz 500 Hz 1 KHz 2 KHz 4 KHz 8 KHz
Table 2a. The mean audiometric values (control/age group).
C;);l::r?;eirr (;l)lp slljl?i.ezfs Air conduction threshold
9-20 19 4.8 53 10.4 12.7 12.8 16.5
21-30 12 5.7 6.2 10.6 14.2 18.9 243 Intensity
31-40 13 7.9 9.2 12.5 16.5 22.1 28.5 (dB)
41 -45 26 10 11.2 14.2 17.5 254 323
Frequency 250 Hz 500 Hz 1 KHz 2 KHz 4 KHz 8 KHz
Table 2b. Mean audiometric values (patients/age group).
LA ) NO.' OF Air conduction threshold
(years) subjects
1-10 42 6.8 6.8 11 14.8 17 25 )
11-20 28 9.5 10.4 14.6 18.2 24.4 30.6 Ingg)“y
Control 70 4.3 5.2 7.3 8 8.9 11.6
Frequency 250 Hz 500 Hz 1 KHz 2 KHz 4 KHz 8 KHz
Table 3. Mean audiometric values and duration of diabetes mellitus.
Groups No.' it Air conduction threshold
subjects
Uncomplicated 40 5.6 5.6 9.5 13.2 16.2 23.5 )
Complicated 30 10.3 11 15.6 19.7 24.8 31.6 Inzfi‘]l;)“y
Control 70 4.3 5.2 7.3 8 8.9 11.6
Frequency 250 Hz 500 Hz 1 KHz 2 KHz 4 KHz 8 KHz
Table 4. Mean audiometric values and complications of diabetes mellitus.
Ccﬁzggcle:f sll\lll;)i.e(éfs Air conduction threshold
Good 24 4.2 5.8 7.7 11.7 15 20
Moderate 26 7.9 7.6 12.6 17 20.5 25.5 Intensity
Poor 20 11 11.4 19.8 19.6 25.4 32 (dB)
Control 70 4.3 5.2 7.3 8 8.9 11.6
Frequency 250 Hz 500 Hz 1 KHz 2 KHz 4 KHz 8 KHz

Table 5. Mean audiometric values and control of diabetes mellitus.
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IR Gt T'ype b2 NO.' e Air conduction threshold
age (years) diabetes subjects
41 —45 Insulin dependent 8 10 12.4 14.8 18.5 25 32.6 1 .
Non-insulin ntensity
41 —-45 15 10.2 9.8 14.5 19.3 26.9 33.8 (dB)
dependent
Frequency 250Hz | 500Hz | 1 KHz | 2KHz | 4KHz | 8 KHz

Table 6. Mean audiometric values (patient/age group 41-45 years).

Groups p-value at 500 Hz | p-value at 4 Hz
Diabetes and control <0.06 <0.006
Diabetes and control (age groups):
9-20 <0.2 <0.06
21-30 <0.06 <0.02
31-40 <0.02 <0.002
41-45 <0.02 <0.002
Duration of diabetes (1-10 year) and (11-20 years) <0.02 <0.02
Complicated and uncomplicated <0.06 <0.002
Good control and moderate control <0.02 <0.002
Moderate control and poor control <0.06 <0.006
IDDM and NIDDM <0.2 <0.6

Table 7. Statistical analysis and p-value using t-test.

the middle range (1-4 KH) and were similar at 8 KH.¢

Group II: Acorrelation between the hearing thresholds
of diabetics and the control group in relation to their
age was sought (Table 2a). A statistical analysis of the
mean thresholds in the lower and higher frequencies in
each age group showed significant hearing loss in the
lower frequencies except in the (9-20) years age group.
However, all the age groups showed a highly significant
hearing loss in higher frequency (p<0.002 —0.06) (Table
7).

This proves that the diabetics are significantly deafer
than their control counterparts in the high frequencies.
This was also shown by (Huang 1992, and Cullen 1993,
Kakarlapudi, Sawyer, Steacker 2003) who stated that
diabetics are significantly deafer than control patients
especially at the high frequencies.”!?

Group III: The hearing thresholds and duration of
diabetes (Table 4) showed significant variation from
each other (Table 7). This was also noted by Rogowski,
Kakarlapudi, Sawyer, Steacker 2003; who stated that
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there is correlation between hearing loss and duration
of diabetes mellitus. '3

Group IV: The correlation between hearing threshold
in patients with and without complications was also
evaluated (Table 5). Patients with no complications
had a significant lower threshold in lower and higher
frequencies than those with complications (p<0.002—
0.06) (Table 7). This was noted by Rogowski 1989, and
others, who mentioned that there is a relation between
hearing loss and severity and presence of complication
of diabetes mellitus.'-'¢

Group V: A correlation between control of diabetes
and hearing threshold was sought (Table 6). As can
be seen, there is marked reduction in hearing acuity
from good to moderate and poor control of diabetes. A
separate statistical analysis showed significant variation
in the lower frequencies and highly significant variation
in the higher frequencies (Table 7). This correlation was
found by Wackyn 1986, Rogowski 1989, and others
who mentioned that there is a relation between severity
of hearing loss and control of diabetes mellitus.'"-!>!"1#
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There is a recent evidence that good control of the
diabetic metabolic state will decrease and postpone
the angiopathic changes in the end organs (Kroc's
collaboration study group, 1984)."*!41°2! The present
study confirmed this view.

Group VI: Our study documented that there are no
significant differences in the hearing threshold between
insulin dependent and non-insulin dependent diabetics
of the same age group (p<0.2—0.6). No similar study is
available in the literature to be compared with.

CONCLUSIONS

- The diabetic population has a poorer hearing
threshold than the non diabetic population. In addition,
metabolically well-controlled diabetic patients do not
suffer from hearing impairment, at least clinically and
by the classical pure tone audiometers. However, sub-
clinical inner ear impairment, affecting the inner ear
vascular microcircuit, cochlea and VIII cranial nerve,
without clear hearing deficit may be possible.

- Poorly controlled and complicated diabetics have
significant low and high frequency hearing loss as
compared to well controlled and uncomplicated
diabetics.

- There is a relationship between the duration of diabetes
and hearing loss.

- There’s no relationship between the type of diabetes
and hearing loss.
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ANATOMICAL FACTORS OF ANTICIPATED
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ABSTRACT

Objective: To evaluate the impact of some anatomical
factors on the frequency of anticipated prolonged
laryngoscopy.

Methods: Our investigation included 504 adult
patients of both sexes, aged 23-71 years, ASA I-1I,
scheduled for various elective surgical procedures
at Prince Rashed military hospital during the period
January 2008 till December 2008, under general
endotracheal controlled anesthesia. Frequency of
prolonged laryngoscopy was determined in relation to
some anatomical factors.

Results: Total frequency of prolonged laryngoscopy
(>15 seconds) was 13.3% (Group II, n=67 patients).

I A Ayl b JSLe

There were no significant discrepancies regarding
demographic data in this group. Group [ (n=437)
included patients with decreased laryngoscopy time
(<15 seconds). p-value was more significant (<0.05)
regarding the following anatomical risk factors: mouth
opening less than 5 cm, thyromental distance less than
6.5 cm and sternomental distance less than 12.5 cm.

Conclusions: Thepresence of at least three anatomical
risk factors in the same patient could anticipate
prolonged laryngoscopy and hence disturbance of
ventilation.

INTRODUCTION

To avoid hypoxemia prior to intubation, laryngoscopy

*Merhij Ahmad, MD, Department of Anesthesiology & Intensive Care, Amman, Jordan. E-mail: merhijj@yahoo.com.
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should be time limited. In clinical practice, the cause of
difficult laryngoscopy is often multifactorial. Identifying
patients with a potentially difficult airway will allow
time for planning an appropriate anesthetic technique.

Anatomical factors associated with difficult
laryngoscopy include: short muscular neck, protruding
incisors, long high arched palate, receding lower jaw,
poor mobility of the mandible, increased anterior
depth of the mandible, increased posterior depth of
the mandible (reduced jaw opening) and decreased
atlanto-occipital distance (reduced neck extension).'?

Establishing a patent airway is sometimes
difficult, and this difficulty is a multifactorial origin,
mainly from the patients anatomical physical data.**

Recognition of combinations of these risk factors
may help in proper anesthetic planning. Laryngoscopy
duration is easily measured and the prolonged duration of
laryngoscopy is directly related to the complications.>*

The aim of our investigation is to assess the impact
of different patients anatomical data on the frequency of
prolonged laryngoscopy.

METHODS

Our prospective investigation carried out at Prince
Rashed military hospital-Irbid-Jordan, during the period
January 2008-December 2008, after obtaining informed
consent from all participants exposed to various
elective surgical procedures under general endotracheal
anesthesia. The study included 583 patients, of whom
79 were excluded. Thirty four patients were classified
as ASA IV and 45 patients were offered laryngeal mask
airway fromthe start. Five hundred and four adult patients
of both sexes, aged 23-71 years, ASA I-II, were induced
intravenously with propofol 2 mg/kg, fentany 12 mcg/kg
and atracurium 0.5 mg/kg after which laryngoscopy and
endotracheal intubation was performed.

Preoperatively, demographic factors and anatomical
risk parameters were gathered including: mouth opening,
weight, tongue protrusion, thyromental distance (from
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thyroid cartilage prominence to tip of bony point chin)
during full head extension, sternomental distance
with head fully extended and mouth closed, and the
Mallampati test with tongue fully extended during
maximal mouth opening where in:

Class I: pharyngeal pillars, soft palate and uvula are
visible.

Class II: only soft palate and uvula are visible.

Class I1I: only soft palate is visible.

Class I'V: soft palate is not visible.”

An observer measured the duration of laryngoscopy
from the start of laryngoscopy until tracheal intubation
and removal of laryngoscope blade from the mouth.

Laryngoscopy was considered prolonged if its
duration was more than 15 seconds. The needs for
backward pressure on the cricoid cartilage (sellick
method) to view the glottis were recorded. This
procedure is recommended to prevent aspiration and not
to facilitate laryngoscopy. The technique recommended
is backward, upward and right pressure of the thyroid
cartilage (BURP). Subjects were divided into those with
and without prolonged laryngoscopy. Risk factors for
prolonged laryngoscopy were detected and considered
significant if: mouth opening is less than 5 cm, tongue
protrusion is less than 3 cm, thyromental distance is less
than 6.5 cm, sternomental distance is less than 12.5 cm,
weight is more than 85 kg and Mallampati test is more
than II.

STATISTICAL ANALYSIS

A value for p of less than 0.05 was considered
significant.

RESULTS

There were no significant differences in group II
regardingage (23-33 years:16.41%,34-44 years:19.40%,
45-55 years: 22.39%, 56-66 years: 20.90% and 67-71
years: 20.90%), gender (male: 44.78% and female:
55.22%) and ASA classification (I: 53.73% and
11:46.27%).
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Total  frequency  of  prolonged  laryngo-
scopy 13.3% (67 patients), (Tablel).
From factors investigated, three were found to affect
laryngoscopy time significantly, prolonging it. p-value
was less than 0.05 in mouth opening, thyromental
distance and sternoental distance.

was

intubation frequency (Mallampati IV) was more in
group II (22.39%) than in group I (0.2%). The glottic
score (Cormack and Lehane) was 8, 17, 24 and 18 in the
patients with prolonged laryngoscopy time versus 416,
14, 5 and 2 in the patients with short laryngoscopy time
regarding class I, I, IIT and IV respectively.

GI Gl DISCUSSION
Number of patients 437 67 Prolonged laryngoscopy is defined as lasting
M 241 30 more than 15 seconds. There are numerous causes of
Gender difficult laryngoscopy related to the patients. Many
F 196 37 of the anatomical features associated with difficult
ASA I 376 36 laryngoscopy are normal anatomical variations. A past
I 61 31 record of normal tracheal intubation is no guarantee for
23-33 110 11 future anesthesia as airway anatomy can be altered. The
34-44 106 13 reported incidence of difficult intubation is one in every
Age 45.55 93 15 6§ patients. In practice, most cases represent difficulty
(years) e > ” with laryngoscopy.
67-71 43 14 There are numerous causes of prolonged laryngoscopy

Table 1.Demographic data.

Needs for sellick method was 0.5% in group I and
86.6% in group 11, (p<0.05), (Table 2).

Mallampati test frequency was found to be 32.84%
and 22.39% in group II while it was 0.5% and 0.2% in
group I, regarding grade I1l and IV respectively. Difficult

related to patients. The anatomical features associated
with prolonged laryngoscopy are: short muscular neck,
protruding incisors (buck teeth), long high arched
palate, receding lower jaw, poor mobility of mandible,
increased anterior depth of mandible, increased posterior
depth of mandible (reduces jaw opening) and decreased
atlanto-occipital distance (reduces neck extension) of
which is the best predictor of prolonged laryngoscopy.
Many of these factors are normal anatomical variations

GI GII p-value

Duration of laryngoscopy (sec) <15 >15
Mouth opening (cm) 7.3 4.1 <0.05
Mallampati class: I 424 (97%) | 10(14.93%)

11 10 (2.3%) 0 (29.85%) <0.05

111 2 (0.5%) 22 (32.84%)

v 1 (0.2%) 15 (22.39%)
Weight (kg) 85.1 86.3
Tongue protrusion (cm) 3.7 33
Thyromental distance (cm) 8.4 5.8 <0.05
Sternomental distance (cm) 14.2 11.5 <0.05
Need for sellick method 2 (0.5%) 58 (86.6%) <0.05

Table 2. Prolonged laryngoscopy risk factors.
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but they may also be congenital or acquired.! Congenital
causes include Down’s syndrome and achondroplasia,
while acquired causes include: reduced jaw movement
(rheumatoid arthritis), reduced neck movement (cervical
fracture), airway problems (tumors) and morbid
obesity.

Poor management of difficult intubation is a
significant cause of anesthetic morbidity and mortality.
Sequelae include pulmonary aspiration and hypoxemia.
The single most important cause of difficult intubation
is an inexperienced or inadequately prepared anesthetist
assessment. Duration of laryngoscopy was not
investigated although it may be one of the most critical
factors governing airway complications.

Previous study showed that Mallampati class more
than I was the most important risk factor for prolonged
laryngoscopy.®® The Mallampati test is a widely used
and simple classification of the pharyngeal view
obtained during maximal mouth opening and tongue
protrusion. The test suggests a higher incidence of
difficult laryngoscopy if the posterior pharyngeal wall
is not visualized. In our study, only mouth opening
less than 5 cm, thyromental distance less than 6.5 cm
and sternomental disatance less than 12.5 cm were
found to be the most significant factors in accordance
with Mallampati test, incriminating prolonged

laryngoscopy.

Prolonged laryngoscopy is a useful indicator of
subjects at increased risk of airway complications, for
a better airway management planning to decrease the
morbidity and mortality of hypoxemia.'

CONCLUSIONS

The presence of at least 3 of these anatomical risk
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factors increases the risk of prolonged laryngoscopy
and hence difficult intubation and airway fatal
complications.
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ABSTRACT
aged 8-18 years (26 males, 14 females) with established

Objective: The aims of this study were to assess the type I diabetes were compared with those of 40 healthy

physical growth and pubertal maturation in a group controls of the same age and gender. Assessment of

of children of type 1 diabetes mellitus compared with height, weight, Body Mass Index (BMI) and Sex Maturity

controls. Rating (SMR) were studied in comparison to a matched
Methods: In this case-control study, physical growth age group.

assessment and sexual maturity rating of 40 patients Results: The height of 10 patients (25%) was less than

* Abbas Abdulkader Ahmed, MD, Assistant Professor, College of Medicine, Hawler Medical University, Erbil, Iraq. E-mail: abas_alrabaty@yahoo.com.
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5™ percentile, twenty nine patients (72.5%) were between
5-75" percentile and one (2.5%) above 75" percentile in
comparison with the results of the controls: one (2.5%,),
23(57.5%) and 16 (40%) respectively. The weight of 11
patients (27.5%) was less than 5" percentile, twenty six
patients (65%) were between 5-75" percentile and three
patients (7.5%) above 75" percentile in comparison with
the results of the controls: one (2.5%), 25 (62.5%) and
14 (35%) respectively. The mean BMIwas 19.52+3.48 in
patients whereas in the control group it was 21.41£4.80.
The mean age of starting menarche in diabetic patients
was 13.30+1.15 years in comparison to 12.69+0.85
years of controls. Twenty four diabetic patients (60%)
had normal SMR compared to 35(87.5%) of controls,
and sixteen patients (40%) had delayed SMR compared
to 5(12.5%) of controls.

Conclusions: It is concluded that diabetic children
(type 1) are associated with impairment of physical
growth and delayed sexual maturation.

INTRODUCTION

Type 1 diabetes mellitus, one of the most common
chronic endocrine diseases in childhood, is caused
by insulin deficiency resulting from autoimmune
destruction of insulin producing B-cells in the islets of
langerhans.!

The incidence of childhood type 1 diabetes is rising
worldwide, with reported annual incidence increases of
2 to 5% in Europe, the Middle East and Australia.>* The
prevalence of type 1 diabetes mellitus in children and
adolescent is 109.5/10000.*

Type 1 diabetes mellitus is well known to adversely
affect linear growth and pubertal development. In the
years immediately following the introduction of insulin
therapy, short stature was consistently reported in
children with type 1 diabetes mellitus.> Subsequently,
the understanding of more physiological insulin
substitution, the new treatment modalities and self
monitoring techniques gradually improved clinical
course and outcome of childhood diabetes.*” Insulin has
a major role on the growth hormone and insulin growth
factor 1 (GH: IGF-1) axis. Its absence leads to major
endocrine disturbance particularly during puberty.5®
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An earlier onset of diabetes is associated with decrease
growth, lower levels of IGF-1, and poor glycemic
control in prepubertal child.®

Correlation exists between insulin dose and IGF-1
levels during puberty and between glycemic control
and peak height velocity. In addition to these endocrine
abnormalities, a glucosuria related to loss of calcium
and phosphorus may add to stunted bone growth.®®

With the exception of small cohorts of poorly
controlled patients, retardation of growth and puberty is
no more a dominant clinical problem in diabetic children
at least in countries with a well developed system of
diabetes care.'™!? Chronic under treatment with insulin
with resultant longstanding poor diabetes control often
leads to poor growth and weight loss and a delay in
pubertal and skeletal maturation.'®

Aim of study: The main objective of this study was
to asses’ height, weight, body mass index, sex maturity
rating and menarche in patients with type 1 diabetes.

METHODS

A prospective case control study was conducted at
Maternity and Children Hospital in Erbil-Iraq, from
the first of December 2007 to the 29" of February
2008. Forty patients (26 males, 14 females) with type
1 diabetes mellitus who were regularly visiting this
hospital for follow up enrolled in this study; their age
range were between 8-18 years. An age and gender
matched control group of 40 non-diabetic children was
included; they were selected randomly from primary
and secondary schools at the same city.

After taking the children and family permissions, full
history was taken involving age onset of disease, duration
of disease, family history of diabetes, consanguinity,
type of insulin, route of administration, frequency,
insulin storage, and history of associated diseases and
presence of complications.

Aclinical examination was performed for both patients
and controls which included weight measurement using
(detecto, France), height measurement using stadiometer
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Height group Diabetic patients (n=40) | Controls (n=40) Total (n=80) Chi-square | p-value
<5 percentile 10 (25%) 1(2.5%) 11 (13.8%)
5-<25 til 20 (50% 8 (20% 28 (35%
P (50%) (20%) (35%) 27242 | 0.000
25-<50 percentile 9 (22.5) 15 (37.5%) 24 (30%)
50-75 percentile 1 (2.5%) 16 (40%) 17 (21.3%)
Table 1. Distribution of height between patients and controls.
Weight group Diabetic patients (n=40) | Controls (n=40) | Total (n=80) Chi-square | p-value
< 5 percentile 11 (27.5%) 1 (2.5%) 12 (15%)
5-<25 til 10 (25% 6 (15% 16 (20%
P (25%) (15%) (20%) 16708 | <0.001
25-<50 percentile 16 (40%) 19 (47.5%) 35(43.8)
50-75 percentile 3(7.5%) 14 (35%) 17 (21.3%)
Table 2. Distribution weight between patients and controls.
SMR group Diabetic patients (n=40) | Controls (n=40) Total (n=80) Chi-square | p-value
Normal 24 (60%) 35 (87.5%) 59 (73.8%)
7.813 <0.005
Delayed 16 (40%) 5 (12.5%) 21 (26.3%)

Table 3. Distribution of SMR between patients and controls.

(Secca, Germany made). Because no local growth charts
are available, the National Center of Health statistics
(NCHS) growth curves are used as reference standards.
Weight and height measurement were compared
with the normal values on children growth chart of
NCHS percentile. The growth of patients and controls
was calculated by number of SD above or below the
standard mean. Student’s t-test was used to evaluate
observed differences between groups of measurements
and p-value less than 0.05 was considered statistically
significant.'

Body Mass Index (BMI) above or below the mean of
Tanner staging was considered. The BMI was computed
as weight (Kg) divided by height (m?). Mean+2
standard deviation (SD) constitutes the normal area of
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age specific BMI, and children with a BMI outside this
range was considered abnormal.”” Sexual maturation
rate was assessed and adopted by Tanner staging, the
mean age of menarche was 13.46 years.'

RESULTS

Forty patients; 26 (65%) males, 14 (35%) females
with type 1 diabetes mellitus who were regularly visiting
this hospital for follow up enrolled in this study; their
age range were between 8-18 years, 8 patients age were
below 8 years. The mean age of patients and controls
was 15.13+£3.283 and 15.1243.207 respectively.

Table 1 shows the distribution of height between
patients of type 1 diabetes mellitus and controls. Ten
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patients were below or < 5™ percentile (25%), twenty
patients between 5" and <25" percentile (50%), nine
patients between 25" and< 50 percentile, and only one
patient >50" percentile. p-value was 0.000 indicating
highly significant differences.

Table 2 shows the distribution of weight between
patients and controls, eleven patients (27.5%) were <
5™ percentile, ten patients (25%) were between 5% and
< 25% percentile, sixteen patients (40%) were between
25" to < 50 percentile and only three patients (7.5%)
was > 50" percentile. The p-value was equal to or <
0.001 indicating highly significant.

Table 3 shows comparison of sexual maturation rate
(SMR) between patients with type 1 diabetes mellitus
and controls. Twenty four patients (60%) had normal
SMR, and sixteen (40%) patients had delayed SMR. the
p-value was equal or <0.005 and difference regarded as
statistically significant.

Table 4 shows the comparison of age onset of
menarche in patients and controls, it was normal in
8 patients (57.1%), and it was delayed in 6 patients
(42.9%). Whereas it was normal in 12 (85.7%) and
delayed in 2 (14.3%) of controls. The mean age of
menarche for patients was 13.3000+1.15950 years, and
for controls was 12.69234+0.854585. The p-value was
not significant statistically.

Menarche | Diabetic patients | Controls | p-value
Normal 8(57.1%) 12 (85.7%) 0.094
Delayed 6 (42.9%) 2 (14.3%) )

Table 4. Comparison of age onset of menarche
between patients and controls.

Table 5 shows the comparison of BMI between the
patients and controls. Thirty five patients (87.5%) were
below 25, and 5 patients (12.5%) was above or equal to
25 whereas it was below 25 in 27 (67.5%) and equaled
or above 25 in 13 (32.5%) of controls. The p-value was
significant statistically.
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BMI Diabetic patients Controls p-value
<25 35 (87.5%) 27 (67.5%)

>25 5(12.5%) 13 (32.5%) | 0.032
Total 40 (100%) 40 (100%)

Table 5. BMI of patients and controls.

DISCUSSION

The question of whether linear growth and sexual
maturation are impaired in diabetic children is still
debated. Several papers have documented retarded
growth and delayed puberty in children with type 1
diabetes even in reasonably controlled patients.!”!®
While other studies found no effect of diabetes on
growth and sexual maturation.'

Regarding the height of the patients in the present
study, the diabetic patients were shorter. This is in
concordance with previous records*-** which showed
that type 1 diabetes mellitus was associated with quite
considerable growth impairment. However, these
reports are in contrast with other findings indicating
that growth and pubertal development are reasonably
normal in subjects of type 1 diabetes mellitus.”** The
result of the present study could be explained on the
bases that in diabetic children growth is adversely
and mainly affected by duration of disease and poor
metabolic control.”®

Regarding the weight of patient and controls in the
present study, there was statistically highly significant
difference indicating weight loss in diabetic patients.
This result is consistent with other study conducted in
Iraq,?® also our result is consistent with studies in other
regions.?’?

The retardation in height and weight in this study may
be due to poor metabolic control and dietary restriction
tradition by the families of diabetic children.

Regarding BMI, overweight and obesity were
found in 5/40 (12.5%) of patients in comparison tol3
(32.5%) of the controls. This difference was statistically
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significant (p-value=0.032), this difference could be
due to catabolic effects in type 1 diabetic patients. This
result was inconsistent with other researchers; they
found that on average, the BMI of adolescent girls with
typel diabetes mellitus was significantly higher than
the controls.”

In the present study, there was no difference between
diabetic children and controls regarding the age onset
of menarche. The mean age of starting menarche in
diabetic patients was 13.30£1.15 years in comparison
to the 12.69+0.85 years of controls. This is in agreement
with the findings of Adiba et al in Iraq, ** and Marion et
al, a study done in Oxford in 1998.%

Concerning sexual maturation rate there was
statistically significant difference between diabetic
patients and controls. SMR was more delayed in diabetic
patients than controls, this is in concordance to the
results of Elamin et al done in 2003 Khartoum, Sudan
who concluded that conventional therapy of diabetic
children is associated with impairment of physical
growth and delayed sexual maturation.?

CONCLUSIONS

Type 1 diabetes mellitus is associated with quite
considerable growth impairment, significant weight loss
and impaired BMI. There is no detectable difference
between diabetic children and controls regarding
the age onset of menarche. SMR is more delayed in
diabetic patients than control. These changes may be
due to derangement of metabolic control which leads to
growth retardation.
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ABSTRACT
conducted during the period from February through

Objectives: This study was conducted to find out the June 2007 in the two main centers of childhood oncology
rates of childhood malignancies in Baghdad hospitals, in Baghdad; Children Welfare Teaching Hospital, and
and to study the changes in the trend of these diseases Childs Central Teaching Hospital. All the records of
in three periods of time after the first and the second — patients (age between 0-15 years and diagnosed as
Gulf war. having malignant diseases during the following three

Methods: This hospital-based record study was periods) were included. The first period includes the
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years (1990, 1991), the second period (1997, 1998),
and the third period includes the years (2004, 2005).

Results: The total sample was 2013 patients; 1172
males and 841 females; 462 patients were diagnosed
in the first period, 688 in the second and 863 patients
in the third period. The study showed a slight increase
in the rate of childhood malignancies over the three
periods (3.46, 3.52, and 4.04)/100000/ year respectively.
There was an increase in the number of cases in all age
groups especially patient’s age less than 5 years. The
male: female ratio was 1.4:1 with no significant change
through the 3 periods. Leukemia was the most common
childhood malignancy followed by lymphoma and solid
tumors (1202, 421, and 332) patients respectively. The
majority of patients live in the middle region of Iraq
with the highest frequency from Baghdad. There is an
increase in the survival percentage (9.9%, 25.5%, and
32.4%) and decrease in fatality percentage over the
three periods (41.3%, 32.4%, and 27.9%) respectively.

Conclusions: There is an increase in the rate of
childhood cancer in Iraq during the studied period,
with no detectable changes in the trend regarding the
type, and geographical distribution.

INTRODUCTION

Cancer among children is relatively uncommon, with
approximately 1 in 7.000 children (0 to 14 years of age)
being newly diagnosed with cancer each year in the
United States."? The total incidence of childhood cancer
varies rather little between different regions of the world,
with cumulative risk to age fifteen nearly always in the
range 1.0-2.5 per thousand.* Nevertheless, comparisons
of incidence of childhood malignancies between
different countries must be made with caution because
of variation in the completeness of cancer registration,
as both under-diagnosis and under-registration can lead
to inaccurately low estimates of incidence.*

Iraq has passed in three successive destructive wars
during which it was subjected to different types of
weaponry (and in huge quantities) which have both
immediate and remote effects on health. We noticed
during our daily clinical practice that there is an
obvious increase in the number of cases of childhood
malignancies especially leukemia.
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The aim of this study is to measure the rates of
childhood cancer through calculating the number of
cases admitted to the main child cancer hospitals in
Baghdad city over 3 periods of time (1990-91, 1997-98,
2004-05), and to compare the changes in the trend of
childhood cancers during these periods.

METHODS

This hospital-based cancer registry study was
conducted during the period from January through June
2007 in the two main centers of childhood oncology
in Baghdad; (Children Welfare Teaching Hospital and
Child’s Central Teaching Hospital). Both centers receive
children with malignant diseases (newly diagnosed
or known cases) from all regions of Iraq and provide
the only access to chemotherapeutics for paediatric
cancers.

The patients’ records from the oncology ward in
the two medical centers were checked and collected,
it included males and females age less than 15 years
who attend the two mentioned hospitals from different
regions of Iraq.

All the patients were diagnosed as having malignant
diseases during a sixteen year period (1990 through
2005) from which three sample periods were selected:
1990-1991, 1997-1998, and 2004-2005. The diagnoses
were based upon histopathology of the bone-marrow or
other related tissues.

The childhood malignancies rates were measured as
follows: the number of cases for each governorate in
the given period of time (two years) was calculated and
divided by two to obtain the annual frequency, then the
number of population at risk for each governorate was
calculated by multiplying the total population (obtained
from Iraq’s Central Organization for Statistics and
Information Technology (COSIT)> for that governorate
by 0.4 (according to the WHO estimates that the number
of children less than 15 years of age forms about 40%
of the total population).”® Then the annual rates were
calculated by dividing the annual number of cases by
the population at risk for each period.
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RESULTS

The total sample was 2013 patients, 462 (23%)
patients were diagnosed during the first period (1990-
1991); 688 (34%) during the second period (1998-
1999); and 863 (43%) patients were diagnosed during
the third period (2004-2005).

Table 1 shows the age and sex distribution of cases.
Table 2 shows the distribution of cases in respect to
age versus the type of malignancy; children age (0-5)
years include a total of 1200 patients of whom 670 have
leukemia, 197 have Non Hodgkin’s Lymphoma (NHL),
10 have Hodgkin’s Lymphoma (HD), 278 have solid
tumors, and 45 have other types of tumors. The other
age groups are shown in the table.

The rate we found grew from 3.46 per 100.000
(average annual rate 1990-91) to 4.04 per 100.000
(average annual rate 2004-05).

Table 3 shows the number of cases and the rate
of childhood malignancies (per 100000 population/
year) in the governorates in the three periods of time

according to the Iraqi census in 1987, 1997 and 2004,

respectively.

We did also measure the survival percentages and
case fatality rate by following up the fate of the cases
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over a 16-year period, 1990-2005.

1990-1991 1997-1998 2004-2005 Total

0-5 271 (58.6%) 415 (60.3%) 514 (59.5%) 1200 (59.6%)

Age 6-10 125 (27.0%) 213 (30.9%) 236 (27.3%) 574 (28.5%)

11-15 66 (14.3%) 60 (8.7%) 113 (13.2%) 239 (11.9%)

Gender Male 266 (57.6%) 398 (57.8%) 508 (58.9%) 1172 (58.3%)

Female 196 (42.4%) 290 (42.2%) 355 (41.1%) 841 (41.7%)

Total 462 (23%) 688 (34.1%) 863 (42.9%) 2013 (100%)

Table 1. Age and sex distribution of the cases in the 3 periods.
. 1990-1991 1997-1998 2004-2005
Disecase Total
05y | 610y | 11-15y | 05y | 6-10y | 11-15y | 0-5y | 6-10y | 11-15y

Leukemia 165 82 43 232 129 47 273 156 75 1202
NHL 14 11 6 87 59 5 96 42 4 324

HD 3 21 10 3 17 4 19 13 97
Solid tumors 69 5 82 7 0 127 17 21 332

Others* 20 6 3 11 1 1 14 2 0 58
Total 271 125 66 415 213 60 514 236 113 2013

"Others: Histiocytosis, Myelodysplastic syndrome, mediastinal mass and abdominal mass

Table 2. Distribution of cases according to age group and type of malignancy.
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Cases Population Cases | Population Crres Population

Governorate atrisk/1987 | Rate at risk/1997 | Rate at risk/2004 | Rate
(90-91) (millions) (97-98) (millions) (2004-05) (millions)

Baghdad 182 1.538 5.92 268 2.056 2.60 363 2.422 7.49
Babil 67 0.444 7.54 52 0.731 1.42 62 0.597 5.19
Anbar 27 0.327 4.13 47 0.504 1.86 53 0.531 4.99
Salahedeen 15 0.289 2.59 53 0.439 2.41 56 0.447 6.26
Diyala 16 0.382 2.09 41 0.574 1.42 33 0.567 291
Wasit 11 0.219 2.51 19 0.326 1.16 17 0.388 2.19
Najaf 22 0.233 4.72 34 0.408 1.67 47 0.391 6.01
Karbalaa 14 0.182 3.84 21 0.419 1.00 46 0.315 7.30
Qadisiya 5 0.224 1.11 16 0312 1.03 19 0.365 2.60
Meesan 12 0.200 3.00 8 0.274 0.58 17 0.305 0.28
Thigar 9 0.367 1.22 18 0.615 0.59 20 0.589 1.69
Muthanna 9 0.125 3.59 10 0.205 0.97 14 0.222 3.15
Basra 8 0.348 1.15 3 0.532 0.11 15 0.719 1.04
Ninawa 12 0.603 0.99 18 0.939 0.38 5 1.022 0.24
Arbil 4 0.297 0.67 8 0.440 0.36 10 0.557 0.89
Kirkuk 0.237 1.47 12 0.281 0.85 12 0.342 1.75
Sulaimaniya 3 0.377 0.39 11 0.440 0.50 21 0.686 1.53
Dohuk 0.117 0.85 6 0.260 0.46 8 0.188 2.12
Not reported 37 6.663 0.28 43 9.757 0.220 45 10.856 0.21
Total 462 6.663 3.46 688 9.757 3.52 863 10.656 4.04

Table 3. Rate of childhood malignancies/100000 population/ by governorate.

(in the records). The results revealed that there is an
increase in the survival percentage (9.9%, 25.5%, and
32.4%) and decrease in the case fatality rate (41.3%,
32.4%, and 27.9%) respectively over the three periods.

DISCUSSION

Although the causes of childhood cancer are largely
unknown, few conditions can be explained with specific
chromosomal and genetic abnormalities, and ionizing
radiation exposure. Environmental causes have long
been suspected by many scientists but have been
difficult to determine because it is difficult to identify
past exposure levels in children particularly during
potentially important periods such as pregnancy or even
the time prior to conception.’

In the light of the findings of this study, one can
notice that there is a progressive increase in the number
of patients diagnosed with childhood malignancy over
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the 3 periods of time considered for the study; there is
a 0.6 time increment in the number of patients in the
second period of time and more than 2 times in the third
period compared to the first. This could be part of the
overall increase in the incidence of malignancies in Iraq
following the two Gulf crises which might be explained
by the exposure to higher doses of radiation than the
background attributed to the use of huge amounts of
different weaponry (known and unknown) that are
thought to contain large amounts of Depleted Uranium.
Yet, we have no sufficient evidence that this increase in
the rate of childhood malignancy is causally related to
this factor.

The study shows that the majority of patients presented
at age less than 5, followed by age group 6-10 then age
group 11-15 years. This result agrees with many other
relevant studies.'”'* There is a male predominance for
all age groups (male: female ratio is 1.4:1). This result
again goes with what was cited by other authors.!!-1215-18
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It has been shown that in many developing countries,
the reported prevalence of childhood cancer in boys
is substantially higher than in girls. The ratio of boys
to girls registered with childhood cancer increases
especially with increasing economic disadvantages."

The study revealed that the most frequent childhood
malignancy is leukemia followed by lymphoma,
and solid tumors. Similar results were seen in many
studies'*!%2%> which cited that the most common
malignancies are leukemia followed by CNS tumors
(which are not included in our study as they are treated
in another special oncology center). Other studies from
Africa showed that the most frequent malignancy is
lymphoma especially Burkitt’s.!62¢7

There is an increase in the frequency of childhood
malignancies over the three periods of time in all age
groups especially the young (less than 5 years) which
is obvious in the second and third periods; in the age
group 6-10 years the elevation occurred in the second
period and sustained in plateau in the third period.
Al-Ali also noticed that the mostly affected age group
is children less than 5 (in Basra, 2005).22 UNICEF had
reported the same fact.””

Regarding leukemia; there is an increase in the
number of cases in all age groups for the three periods,
similar results were seen by other authors, ''3%3! and
for Non-Hodgkin lymphoma, there is an increase in
the number of cases in the under 5 and 6-10 years age
groups, and a decrease among the age group 11-15 years.
This result was also seen in Jordan,* and Kenya.** Solid
tumors generally increased in all age groups over the
three periods of time. In a study in Turkey, the authors
(Gunay et al) failed to find a significant increase in the
number of pediatric solid tumors in Bursa/Turkey after
Chernobyl accident.!

Regarding leukemia; there is a slight increase in
male: female ratio in the three periods of time; for
NHL, there is a slight decrease in male: female ratio.
For HD, the male: female ratio is nearly the same over
the three periods of time; for other tumors, there was a
slight decrease in the ratio. It is worth mentioning that
the study showed no significant change in the trend of
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childhood cancer regarding the types.

The study did also show that the majority of cases live
in the middle region of Iraq. The highest frequency was
from Baghdad. This can be explained by the fact that
the two centers included in the study are in Baghdad,
besides, Baghdad (as a capital) embraces the highest
population than the other governorates. It should be
made clear that these results do not accurately represent
the frequencies of the disease in different parts of the
country because it dose not represent the whole cases
of childhood cancer, where some patients are referred
to other centers, and others can not reach the hospitals
due to security and financial reasons in addition to the
morbid communications, or they may die before being
diagnosed or referred especially in the rural areas where
there is a severe shortage in the medical services.

The frequency of the cases referred from most
governorates (especially from the middle region)
increased over the three periods. Although, the frequency
of childhood cancer had increased seriously during the
years that followed the two Gulf wars in the southern part
of Iraq, * this fact was not clearly reflected in our study
due to the presence of pediatric oncology unit in Basra
which covers the southern region. The same concept can
be applied to the northern part. This study showed that
in the first period the annual rates of childhood cancer
range between 0.39 in Sulaimaniya to 7.54 in Babil,
in the second period the range was between 0.11 in
Basra to 2.60 in Baghdad, and in the third period it was
between 0.24 in Ninawa to 7.49 in Baghdad. The overall
rates were (3.46, 3.52, 4.04/100000) respectively with a
slight increase over the three periods.

We think that the number of cases was definitely
underestimated due to the well known unfavorable
security situation in Iraq after the 2003 war, it was
very difficult for most of the families to bring their ill
children to Baghdad although they were eager to do so,
on the other hand; sometimes it is easier to go outside
the country seeking medical treatment which was both
safer and more trusted, besides, most of the families were
ready to pay anything to not risk the life of their child.
The presence of sophisticated and well staffed oncology
centers in some governorates especially Ninawa and
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Basra drained most of the cases of the governorate itself
and the neighboring governorates. All these factors
thought to cause the (false) low number of cases referred
to Baghdad that led to this underestimation.

Several limitations exist with this study. Most
importantly the completeness and accuracy of the data
collected from the records taking in consideration that
the period is too long. Taking Baghdad as the main
source of data sounds logic, nevertheless, it can not
be representative for the whole country, yet, we were
obliged to do so as taking a complete sample of the
country hospitals under the current security situation
was practically not feasible.

CONCLUSIONS

There is an increase in the rates of childhood
cancer in Iraq after the two Gulf wars. The majority of
patients age less than 5 years with male predominance.
Leukemia is the most common, followed by lymphoma
and solid tumors. The majority of patients are from the
middle region of Iraq, and the highest frequency is from
Baghdad.
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EPIDEMIOLOGY OF BURN INJURY IN ERBIL
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ABSTRACT

Objective: The aim of this study was to find out the
burden of burn injury and identify the high risk groups
in Erbil city which could help in implementing effective
preventive measures.

Methods: The case records of patients with burn
injury admitted to the Emergency Management Center
in Erbil city from January I*' 2006 to December 31
2007 were reviewed. Data on age and sex of patients,

ke Lo Wialy duaa KA (35 ally 1LY

extent and aetiology of burn injury, and monthly and
seasonal variations of injury were extracted from the
case records.

Results: Out of 1920 burn patients admitted to the
hospital; 452 died with an overall mortality rate of
23.54%; 70 (15.49%) were children and 382 (84.51%)
were adults. The mortality rate was significantly higher
among adults than children, 35.30% and 8.35%,
respectively (p<0.001) and among females than males,
34.38% and 9.63% respectively (p<0.001), giving a
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male:female ratio of 0.22:1. The highest mortality rate
was among adult females (47.88%) particularly the 15-
29 years age group (53.07%). The trend of injury and
mortality showed fluctuation with increasing frequencies
during the summer months. Flame injury was the main
aetiology of burn (94.47%), which was significantly
more common than scald injury among adults compared
to children and among females compared to males.

Conclusions: The study reports a highrate of mortality
from burn injury with very high total body surface area
(TBSA) burned especially among young adult females,
and identifies the significance of burn injury as a public
health problem and a social concern.

INTRODUCTION

Burninjuries cause significant morbidity and mortality
in both developing and developed countries. Burn
injury claimed the lives of around 322.000 persons in
the world in 2002, the great majority of which occurred
in developing countries. More specifically, burn injury
is among the 15 leading causes of death and burden of
disease among children and young adults.'

Management of burn injury is a complicated process
that requires intervention at different levels including
pre-hospital care, intensive care units, surgical units,
highly specialised plastic surgery units and rehabilitation
facilities. Unavailability of many of these facilities in
addition to the high incidence of severe burns result
in high mortality rate among burn injured patients in
developing countries.'?

The role of public education in safety practices
for prevention of burn injuries is well documented.**
Epidemiological data on burn morbidity and mortality
can be of great help in designing strategies for
prevention of burn injuries.** Mortality is actually the
most important and most readily quantifiable outcome
in burn patients.” The main known risk factors for death
from burn injury are age, total body surface area (TBSA)
burned and inhalation injury. ®

Studies on the extent of the burn injury problem in
the Iraqi Kurdistan region are scarce,’ and no enough
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data are available at hand that are required to guide and
implement effective preventive measures. Therefore,
this study was designed to find out the burden of burn
injury, and to identify the high risk groups in Erbil city.
This could provide a baseline record for understanding
the magnitude and the trend of the problem and help in
implementing effective preventive measures.

METHODS

The case records of 1920 patients with burn injuries
admitted to the Emergency Management Centre in Erbil
city from January 1% 2006 to December 31* 2007 were
reviewed.

Data on age and sex of patients, extent and aetiology
of burn injury, and monthly and seasonal variations
of injury were extracted from the case records. Data
on extent and aetiology of injury were available only
for those who died. No records were available on the
circumstances that have lead to burn. Hence, this aspect
could not be studied thoroughly. Chi square test was
used for determining association between variable
and a p-value of < 0.05 was considered as statistically
significant.

The study population was classified into children
less than 15 years and adults 15 years and more; the
latter actually represents both adolescents and adults.
For simplicity, the second group will be referred to as
adults throughout this paper. Such a classification was
adopted as both age groups are associated with different
social and environmental risk factors and different
characteristics of burn injury.”!?

RESULTS

A total of 1920 burn patients were admitted to the
hospital during the study period; 838 (43.65%) were
children and 1082 (56.35%) were adults. Their ages
ranged between 2 months and 84 years (mean+S.D,
17.80+15.35 years) with a male:female ratio of 0.78:1.
Out of these, 452 died with an overall mortality rate of
23.54%; 70 (15.49%) were children and 382 (84.51%)
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were adults. Their ages ranged between 2 months and 84
years (mean+S.D, 21.98+12.2 years). The mortality rate
was significantly higher among adults than children,
35.30% and 8.35%, respectively (p<0.001), and among
females than males, 34.38% and 9.63% respectively
(p<0.001), giving a male:female ratio of 0.22:1. The
highest mortality rate was among adult females (47.88%)
particularly the 15-29 years age group (53.07%). These
findings are shown in Table 1.

The highest mortality rate was among the age group
15-29 years (38.25%), which accounted for 67.70% of all
deaths, and the lowest was among those less than 5 years
of age (4.59%) which accounted for 5.97%. Although
the mortality rate among those 45 years and more was
21.28%, they accounted only for 4.42% of all deaths.
The mortality rate was higher among females than males

in all age groups. The age-specific male:female ratio
of those who died ranged between 0.14 to 0.59:1. Sex
variations in the mortality rate of different age groups
were statistically significant (p<0.001). The frequency
of mortality among different age groups of both sexes is
shown in Table 2.

The average TBSA burned among those who died
was 69.90%; 75.66% of the deaths occurred in those
with more than 50% TBSA burned, and 51.55% in those
with more than 70% TBSA burned. More specifically,
27.65% of the deaths occurred among patients having
over 90% TBSA burned. The mean TBSA burned was
higher in adults than children, 72.45% and 56.01%,
respectively. The highest mean was recorded among
age group 15-29 years and 30-44 years (74.33% and
67.59%, respectively) with no significant sex variation.

b G Males Females Total
(years) No. No. Mortality No. No. Mortality No. No. Mortality

hospitalized | deaths | rate (%) | hospitalized | deaths | rate (%) | hospitalized | deaths | rate (%)
<5 311 11 (3.549) 277 16 (5.78) 588 27 (4.59)
5-14 131 15 (11.45) 119 28 (23.53) 250 43 (17.20)
Total (children) 442 26 (5.88) 396 44 (11.11) 838 70 (8.35)
15-29 295 38 (12.88) 505 268 (53.07) 800 306 (38.25)
30-44 69 10 (14.49) 119 46 (38.66) 188 56 (29.79)
>45 35 7 (20.00) 59 13 (22.03) 94 20 (21.28)
Total (adults) 399 55 (13.78) 683 327 (47.88) 1082 382 (35.30)
Grand total 841 81 (9.63) 1079 371 (34.38) 1920 452 (23.54)

Table 1. Mortality rate of hospitalized burn injured patients according to their age and sex.
Male Female Total

e EouP % TBSA% TBSA%
brears) No. & MZiS@sB) No. & Mean (£SD) | N i Mean (£SD)
<5 11 (13.58) | 46.64 (£29.71) 16 (4.31) 37.13 (£23.8) | 27 (5.97) 41.00 (£25.87)
5-14 15 (18.52) | 67.27 (£22.77) 28 (7.55) | 64.46 (£26.95) | 43 (9.51) 65.44 (£25.33)
Total (children) 26 (32.10) | 58.54 (£27.41) 44 (11.86) | 54.52 (£28.61) | 70 | (15.49) | 56.01 (£28.04)
15-29 38 (46.91) | 74.24 (£20.55) | 268 (72.24) | 7435 (£21.87) | 306 | (67.70) | 74.33 (+21.68)
30-44 10 (12.35) | 66.10 (£23.50) 46 (12.40) | 67.92(£23.61) | 56 | (12.39) | 67.59 (£23.39)
>45 7 (8.64) | 55.14 (£31.18) 13 (3.50) | 58.38 (+24.43) | 20 (4.42) 57.25 (£26.19)
Total (adults) 55 (67.90) | 70.33 (£23.10) | 327 (88.14) | 72.81 (£22.46) | 382 | (84.51) | 72.45(£22.54)

81 (100.00) | 66.54 (+25.01) | 371 | (100.00) | 70.64 (£23.97) | 452 | (100.00) | 69.90 (+24.18)

Table 2. Frequency of mortality among different age groups of both sexes by mean TBSA%.
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The mean TBSA burned for different age groups of both
sexes is shown in Table 2.

In terms of seasonal variation, the highest frequency
of burn injury occurred in summer and winter (28.28%
and 28.23%, respectively), while the highest frequency
of mortality occurred during summer (32.52%) and
autumn (24.78%). The mortality rates were similarly
higher in autumn and summer (28.87% and 27.07%,
respectively) as shown in Table 3. The trends of mortality
in comparison with the trends of hospitalization for burn
injury during the study period shows a fairly similar
pattern especially the parallel rising pattern during the
summer months of 2006 and 2007. However, a high
rate of burn injury occurred in winter months of 2006
and 2007 in comparison with low rates of mortality.

Mortality peaks in July 2006 and August 2007 (Figure
1).

Flame injury was the aetiology of burn injuries in
94.47% of cases whereas scald injuries were responsible
for 5.31% of cases and electrical burn for 1 case (0.22%).
In adults, flame injury was the aetiology for the vast
majority of cases (99.48%). In children flame injury was
responsible for 67.14% while scald injury for 32.86%.
These variations between children and adults in terms
of cause of burn injury were statistically significant
(p<0.001). In males, flame injury was responsible for
88.89% and scald injury for 9.88% while in females
flame injury was responsible for 95.69% and scald
injury for 4.31%. These sex variations were statistically
significant (p=0.012). These findings are shown in
Table 4.

Hospitalization Mortality
Season Mortality rate (%)
No. % No. %
Winter 542 (28.23) 86 (19.03) (15.87)
Spring 447 (23.28) 107 (23.67) (23.94)
Summer 543 (28.28) 147 (32.52) (27.07)
Autumn 388 (20.21) 112 (24.78) (28.87)
Total 1920 (100) 452 (100) (23.54)

Table 3. Seasonal variation of mortality during the study period.

) ) . Scald Flame Electricity
Demographic characterstics | Mortalities (No.)
No. % No. % No. %
<5 27 18 (66.67) 9 (33.33) 0 (0)
5-14 43 5 (11.63) 38 (88.37) 0 (0)
Age | Total for children 70 23 (32.86) 47 (67.14) 0 )
group | 15-29 306 1 (0.33) 304 (99.35) 1 (0.33)
(years) | 30.44 56 0 (0) 56 (100) 0 (0)
>45 20 0 0) 20 (100) 0 0)
Total for adults 382 1 (0.26) 380 (99.48) 1 (0.26)
qoy | Male 81 8 (9.88) 72 (88.89) 1 (1.23)
Female 371 16 (4.31) 355 (95.69) 0 0)
Total 452 24 (5.31) 427 (95.69) 1 (0.22)

Table 4. Age and sex variation of mortality by aetiology of burn injury.
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Figure 1. Trends of burn injury and burn mortality from January 2006 to December 2007.

DISCUSSION

While burn injury can affect people from both
sexes and from different age groups, its distribution
among different categories varies among different
countries depending on many cultural, socioeconomic
and aetiological factors in addition to the type of risk
factors. Mortality from burn depends on location of
burn in body, extent of burn, age of patient, associated
inhalation injury and quality of management of burn
including the availability of medical facilities.’

In terms of age and sex variations among patients
hospitalized for burn injuries, the study revealed a
slightly higher frequency among females than males
and among adults than children. Other studies from
similar settings showed similar variations.”*!> Studies
from different contexts showed a similar age variation
but with significant higher frequency among males than
females.>!* Such sex variation might suggests greater
exposure to burn agents and the not uncommon self-
inflicted burn injuries in females in our culture,®'>!
while the work related burn injuries affecting mainly
males are more common in other settings.>" It is
documented that women are usually at higher risk of
burn injury than men, especially in the younger age
group. Moreover, burn injury is one of the few types
of injuries that have a higher death toll among women
than men.!
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This study revealed a case fatality rate of 23.54%,
which goes with the findings of other studies from
middle east countries which reported rates ranging from
6.4% to 33%.7'"12 In this study the mortality rates from
burn injuries were significantly higher in females than
males. This mainly reflects the higher mortality rate
among adult females in comparison with adult males,
which can be attributed to the severity and greater
extend of burn injuries. Studies from similar cultures and
settings generally showed higher frequency of mortality
among females than males,"!*!5 while studies from
other cultures showed higher frequency of mortality
among males.!" A study from the Islamic Republic of
Iran reported also a very high case fatality rate among
adult females (64%).'4

The highest frequency of mortality was in the age
group 15-29 years, which accounted for 67.7% of all
deaths. Again studies from similar cultures reported
higher mortality among productive age 15-40 years ,'*!>
while studies from different cultures reported higher
mortality among older age group (71-80 years)."

Our findings that the mean TBSA burned of the dead
was 69.90% could be a reflection of high TBSA burned
in adults than children. Other studies from similar
cultures reported very similar findings where the mean
TBSA burned among those who died was 71-72%.'%
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They similarly showed a very high mortality among
those who had TBSA burned over 50%.

In this study the highest frequency of burn injuries
and associated mortality occurred in summer months of
the study period. Such a trend is actually a reflection of
the trend of mortality among female adults. The high rate
of burn injuries in summer 2007 raised an international
and human rights concerns focusing on noticeable rise
in the death tolls among females related to women’s
rights violation in the region.'® Such burn accidents
could also be attributed to car accidents, explosion of
stoves and gas. This could explain the severity of burns
that occur in summer and the observed higher mortality
rate particularly among women. Normally, we should
expect to have most burn accidents during winter and
early spring seasons due to excess use of heating, easy
accessibility of fuel and cooking at closed and living
areas.'

Flame injury was the main aetiology of burn injury
among those who died especially among adults. In fact,
flame injury is very common in our society due to the
unsafe use of kerosene and gas in cooking and heating
in association with very high TBSA burned. The latter
is mainly attributed to the unsafe cooking behaviour
like putting stoves low on the floor and cooking in the
living areas. The long and nylon made women clothes
and liability of stoves and gas cylinders to explode are
additional risk factors for burn injuries among women
in Kurdistan region.>*!” Scald injuries contributed to
a high rate of burn injury among children particularly
those less than 5 years, a finding which could be
attributed to exposure of children to hot liquids like
water, milk or oil. In other studies from similar culture,
flame was again the main cause of injury ranging from
86% to 98%.'%*15 In different settings, flame was again
the main acetiology but to a less extent, while scald injury
also being a significant aetiology."!

Intentional burn injuries are also common, but it is
often very difficult to determine especially in develop-
ing countries due to the associated social stigma and
possible police inquiry.” In this study, it was not pos-
sible to determine the proportion of mortality attribut-
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able to suicide since such information are usually not
recorded and not provided by victims or their families.
Studies from similar cultures and settings revealed
that a very high percentage of burn injuries especially
among young adult females were due to suicidal
behaviours.'>!*!* However, the rate of suicide attempts
as a cause of burn mortality in different cultures was
considerably low and ranged from 4.3% to 16%.71%!5

CONCLUSIONS

The study reports a high rate of mortality from burn
injury with very high TBSA burned especially among
young adult females and identifies the significance
of burn injury as a public health problem and a social
concern. While preventive measures including health
education and safety precautions should primarily
target the high risk groups identified by this study, the
problem of burn injuries needs wider social, economic
and psychological approaches.
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STUDY THE EFFECT OF ANTIBIOTIC COMBINATION OF BETA-LACTAM
AND AMINOGLYCOSIDE WITH ANOTHER GROUP OF ANTIBIOTICS
AND THEIR SYNERGISM EFFECT
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ABSTRACT

Objective: This study aimed to evaluate the effect of antibiotic combination between beta-lactams and aminoglycosids
with another group of antibiotics.

Methods: Fifty isolates of Pseudomonas aeruginosa were identified using different microscopic, cultural
characteristics and biochemical tests. Eight isolates (16%) were from burn infections, 20(40%) from urinary tract
infections, 16(32%) from burn infections and 6(12%) from otitis media cases. Antimicrobial susceptibility tests and
minimal inhibitory concentration MIC were performed.

Results: Pseudomonas aeruginosa exhibited (100%) resistance to amoxicillin, amoxicillin/clavulanic acid and
cefazolin. While percentages of resistance to carbenicillin, cefotaxime and ceftazidime were (84%), (80%) and (78%)
respectively. Resistance percentages to gentamycin, tobramycin, piperacillin, amikacin and ciprofloxacin were (52%),
(26%), (24%), (6%) and (4%) respectively. All isolates of Pseudomonas aeruginosa were highly sensitive (100%)
to aztreonam, cefepime, imipenem, peofloxacin and ofloxacin. Combinations of ciprofloxacin with gentamycin and
ceftazidime gave interesting results against the local bacterial isolates in reducing their MIC values. Gentamycin and
ceftazidime gave an obvious decrease in MIC values after combination of these drugs and used against Pseudomonas
aeruginosa.

Conclusions: The study shows that the combination of beta-lactams and aminoglycosids with ciprofloxacin is
highly effective in treatment of Pseudomonas aeruginosa infections.
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Medical Case

ABDOMINAL-WALL ABSCESS
ol jlas S8 Al

An 83-year-old man with hypertension presented with a 3-month history of a painful, progressively
enlarging mass in the right subcostal region. He reported no associated constitutional symptoms and
no history of abdominal surgery. Local examination revealed a tender, erythematous, fluctuant mass,

3 cm by 2 cm, with clinically significant surrounding induration and an underlying fixed mass (Panel
A). Computed tomography revealed that the mass was communicating with a large gall bladder mass
(Panel B, arrow). Ultrasonography-guided needle biopsy, along with histologic and immunocytochemical
examinations, confirmed that the mass was an adenocarcinoma of the gall bladder. The patient did not
agree to any further evaluation or treatment. He was discharged with plans for palliative care and died 5

weeks later.
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Sriram Rajagopalan, M.R.C.S; Malcolm Loudon, F.R.C.S
Aberdeen Royal Infirmary, Aberdeen, Scotland

N Engl J Med 2010;362:e24, February 25. Images in clinical medicine
Translated by Samir Aldalati, MD
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Case Report
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A CASE OF GLUCAGONOMA AND A REVIEW OF THE LITERATURE
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Abdel Hadi Breizat, MD, PHD; Amal S Al - Tahieneh, MD
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ABSTRACT

Glucagonoma is a rare islet cell tumor (alpha cell
tumor) of the pancreas, when active it produces a
syndrome characterized by necrolytic migratory
erythema, diabetes mellitus, weight loss, anemia,
glossitis, thromboembolism,  neuropsychatric
disturbances and hyperglucagonaemia.

We present a case of a large pancreatic head tumor
with diabetes mellitus (DM), anemia, weight loss
and muscle wasting. After complete resection of
the pancreatic tumor, the hyperglycaemia subsided.
Peviewing 120 cases of glucagonoma in the literature
the average tumor diameter was 3.6 cm. Most of the
tumors (90%) occurred in the body and the tail. Two

coaall gl Jalaall (65 38 oyl iy Liaal

thirds of the reported glucagonomas were malignant
and 53.3% metastasizes to other organs.

Necrolytic migratory erythema (NME) is not a
prerequisite for the diagnosis of Glucagonoma syndrome,
where anemia, hyperglycemia, muscle wasting and
weight loss may be the presenting features.

INTRODUCTION

Glucagonomas are very rare neuroendocrine tumors
that arise from alpha cell of the pancreatic islets.! These
tumors are often associated with a clinical syndrome
including increased hepatic gluconeogenesis and
hyperglycaemia, muscle catabolism, and associated
wasting and an unusual cutaneous eruption known

* Abdel Hadi Breizat, MD, PHD, Hepatobiliary and General Surgeon, Chief of The Surgical Specialty, Department of Surgery, Al- Bashir Hospital, Ministry of

Health, Jordan. E-mail :dr_a briezat@yahoo.com.
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as necrolytic migratory erythema, sometimes
associated with stomatitis or cheiliosis.? Diarrhoea and
gastrointestinal complaints are common, especially
when the tumor secrets other peptide hormones in
addition to glucagon such as vasoactive intestinal
peptide or gastrin.’ Glucagonomas are rarely benign and
often metastasize to the liver and lymph nodes but can
also metastasize to distant organs including bones in the
later stages of the disease.*

CASE PRESENTATION

A 50 year old male patient, who has been treated for
mild diabetes with oral hypoglycemic agents for the
last 11 years, presented on the 7% of September 2003,
to the endocrinologist with uncontrolled blood sugar,
easy fatigability, generalized weakness and weight
loss for the last 6 months. The patient was admitted
to the hospital started on insulin therapy and found to
be anaemic. During his stay an abdominal ultrasound
was done on the 11" of September 2003 and showed a
9.2X6.1cm homogeneously enhanced mass in the head
of pancreas with central necrosis and calcifications,
most likely a tumor.

Serum chemistry showed normal kidney functions,
low calcium, elevated liver enzymes, serum glutamic
oxaloacetic transaminase (SGOT) 165 U/L, serum
glutamic pyrovic transaminase (SGPT) 158 U/L, and
alkaline phosphatase 152 U/L. Stool for occult blood
was negative. Urine analysis showed 3 crosses of sugar
and a haemoglobin of 10 g/dl.

Plain abdominal X-ray was done and showed
calcification in the epigastric region. Computerized
tomography (CT) scan done on 15" September 2003
showed huge mass in the head of pancreas with
calcifications and central necrosis, liver, spleen and
kidneys was free (Figure 1).

The patient was then transferred to the surgical ward
on the 4™ of October 2003. He appeared wasted but not
cachectic (Figure 2). Vital signs were within normal.
No gross adenopathy was noticed. lungs and heart were
normal. The abdomen was not tender and there was no
palpable organomegaly but there was right epigastric
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fullness. Motor function and reflexes were normal.
There were no oral lesions, no skin rashes or fever.
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Figure 1. Computerized tomography scan showing
huge mass in the head of pancreas with calcifications
and central necrosis, liver, spleen and kidneys wer free.

On the 7™ of October 2003 an exploratory laparotomy
was done reveal a big mass occupying the head of
pancreas and encroaching upon the duodenum and
jejunum pushing them upwards and medially, stuck to
the posterior abdominal wall and inferior vena cava.
There were enlarged coeliac and sub pyloric lymph
nodes. The decision was made to proceed for Whippl’s
operation so that the tumor can be completely resected
(Figures 3 and 4).

Figure 2. Patient appears waste away

but not cachectic.
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Pathology reported an encapsulated mass inside the
pancreas, the cells formed solid nests as well as ribbon,
fetones and gyriform pattern with focal amyloid like
material. Lymph nodes showed reactive hyperplasia
only. Stomach, duodenum, adjacent pancreas was not
invaded, diagnosing it as islets cell tumor.

Figure 3. The tumor completely resected.

The immediate postoperative period was uneventfull.
The anemia and hyperglycemia were corrected.
Pancreaticography was done on the 6™ post operative
day showing free flow with no extravasation. On the
12" post operative day, upon removal of abdominal
drain, the patient developed massive internal bleeding
which necessitates immediate laparotomy and control
of bleeders from the mesentery of the jejunum.

On the 24" of October 2003 a whole body scan showed
solitary bone lesion on the 12™ left rib (Figure 5) which
disappeared in the follow-up scan 6 months later (Fig
6). Technetium-labeled imaging, Hepatobiliary Imido-
Diaacetic Acid (HIDA scan) showed good liver uptake,
no bile flow obstruction.

The patient was discharged in a good condition on
the 11" of November 2003 and referred to the oncology
department. The patient was followed for 5 years with
good general health and no loco-regional recurrence.

Figure 4. The tumor completely resected (opened).

Figure 5. A whole body scan showed solitary bone
lesion on the 12 left rib.
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DISCUSSION

Glucagonoma is a rare alpha cell tumor of pancreas.
The first presumed cases were reported in 1942 by
Becker and colleagues.>® The etiology was identified
only in retrospect. The first report of pancreatic
endocrine tumor secreting glucagon was reported by
Mc Gavran et al in 1966.° The first full description of
the clinical picture which comprised the glucagonoma
syndrome was made by Mallinson and his colleagues
in a series of 9 patients in 1974.%7 Estimated incidence
is 1 in 20 million,® male to female ratio is equal. The
youngest patient reported was 19 years and the oldest
was 73 years and it occurs usually between 40 and 60
years. Only between 100 and 200 cases were reported
worldwide. There is a close correlation between the size
and malignancy and 60-80% of glucagonomas which
are more than 5 cm were found to be malignant® as
demonstrated in our case.

Necrolytic migratory erythema occurs in the majority
of cases and considered as the most distinctive clinical
feature of the syndrome."!? It is a characteristic but not
pathognomonic of the disease (similar lesions seen in
pemphigus and zinc deficiency). It affects legs, lower
abdomen and perioral areas. It may be painful with
pruritis. Glucagonomas, which are usually malignant,
occur more frequently without the typical cutaneous
manifestations of the full syndrome,” as was the
condition in our case.

Diabetes mellitus is the most frequent component of
the syndrome and is usually mild.® Although our patient
was having mild diabetes throughout, it developed to
severe one in the last 6 months of his illness. Weight
loss, anemia, glossitis are other clinical manifestations.
For unknown reasons there is a marked tendency for
venous and arterial thrombosis in patients with this
malignancy.” Thromboembolic phenomena, occurs in
30% of cases, in the form of pulmonary embolism or
deep vein thrombosis,? and indeed pulmonary embolism
is one of the commonest causes of death in patient with
long standing glucagon secreting tumors.’

Other clinical manifestations include neuropsychatric
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disturbances and diarrhoea due to the vasoactive
intestinal peptide (VIP) effect.!" In our case the patient
developed mild post operative diarrhoea which was
thought to be the effect of surgery rather than a VIP
effect. One reported case presented with obstructive
jaundice.?

In the labrotary findings hyperglycemia is usually
mild, sometimes can be demonstrated only by abnormal
glucose tolerance test. Hyperglucagonemia in the
majority of cases has levels reaching more than 5000
pg/ml, but this is also noticed in other conditions such
as burns, trauma, sepsis, myocardial infarction and acute
pancreatitis,’ in our case the serum glucagone level
was not done because the diagnosis of glucagonoma
was not suspected preoperatively. Anemia, which was
well noticed in our case, is commonly normochromic
normocytic and resistant to treatment with iron,
vitamin B12 or folic acid but usually reverses after
tumor excision.” Hypoaminoacidemia due to marked
gluconeogenesis with increase amino acid clearance by

the liver>*#!? is also reported.

Localization studies mainly ultrasound and CT scan
can detect primary pancreatic tumor, and metastatic
disease,® which we detected by post operative whole
body scan. Arteriography usually shows prominent
tumor blush and hepatic metastases. Glucagonomas can
also be localized by transhepatic; portal or pancreatic
venous sampling.>*

By the time of diagnosis, however, the majority of
patients have been found to have glucagonoma with
metastasis to the liver and regional lymph nodes.>!° We
detected bone metastasis in the left 12™ rib which has
not been reported as a common site for secondaries.*
This bone metastasis disappeared in the follow-up bone
scan repeated 6 months later, and now after 5 years the
patient enjoyed a good general health with no detectable
disease activity whether local or systemic.

Patients with secondaries are usually too late in the
clinical course for cure, but successful palliation of
symptoms can be achieved with surgical and medical
intervention.'?
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Treatment in form of surgical resection often leads
to significant reversal of the clinical and labrotary
findings.'>!® They can be eminently curable if they are
single and benign or discovered before metastasis.'*

Characteristically the malignant tumor and
metastasis grow slowly. Thus palliative therapies like
surgical debulking, hepatic artery embolization, partial
hepatectomy, octeriotide therapy and chemotherapy

significantly add to the length and quality of life.2%!3!5

Chemotherapy is  getting promising.
Streptozotocin, alone or in combination with
S5-flurouracil, causes tumor regression while diamino
traizeno imidazol cabozamide (DTIC) has minimal side
effects and is highly effective.*

more

can be resected followed

long acting octeriotide and

Hepatic metastasis
by treatment with
radiotherapy."

Approximately 10% of patients with glucagonoma
syndrome may achieve surgical cure, as judged by
prolonged tumor-free survival. Even with no treatment,
one half of these patients survive more than 5 years,’
this must be born in mind when one contemplates
initiating chemotherapy or evaluating its effect. Plasma
glucagon levels are excellent marker for follow up and
tumor recurrence.’

CONCLUSIONS

Despite the importance of the presence of necrolytic
migratory erythema as a distinguished clinical sign in
the diagnosis of glucagonoma syndrome; nevertheless,
this syndrome can present without it, and a combination
of pancreatic mass, hyperglycaemia, anaemia and
weight loss should raise the suspicion of the diagnosis
of glucagonoma syndrome.
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Public Health
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Alcohol Consumption and Risk of Incident

Human Immunodeficiency Virus Infection

HIV (gl delall jgo Gugonds pajle o) ki jhdyg Jgasll gl

Baliunas D, et al.
Int J Public Health 2009 Dec 1.

Objective: To analyze the relationship between alcohol consumption and incident HIV infection.

Methods: Articles were identified via electronic and hand searches. Inclusion criteria were: incident HIV infection,
preceding alcohol consumption, and association relating the two. The DerSimonian and Laird random effects model
was used. For studies with more than one estimate of a given type, estimates were combined using the inverse
variance weighted method. Publication bias was assessed using Begg’s and Egger’s tests. Heterogeneity was assessed
using Q and I (2) statistics.

Results: Ten studies were included. Overall alcohol consumption (any of the three types identified) increased the
risk of HIV (RR 1.98, 95% CI 1.59-2.47). Alcohol consumers were at 77% higher risk (RR 1.77, 95% CI 1.43-2.19).
Those consuming alcohol prior to, or at the time of, sexual relations were at an 87% increased risk (RR 1.87, 95% CI
1.39-2.50). For binge drinkers, the risk was double that of non-binge drinkers (RR 2.20, 95% CI 1.29-3.74).
Conclusions: Alcohol consumption is associated with an increased risk of incident HIV infection. Additional research
is required to further investigate a possible causal role.
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Pediatrics
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Maternal IgG Anti-A and Anti-B Titres Predict Outcome
in ABO-Incompatibility in The Neonate

IgG g5 o Anti-B y Anti-A Jazy) e g0
ABO G5 ass <Nl 35l has die Aadlal) guiliilly suill) B oY) aic

Bakkeheim E, et al.
Acta Paediatr 2009 Aug 24.

Aim: To evaluate predictors for risk of severe hyperbilirubinaemia and kernicterus in ABO-incompatible neonates
with emphasize on maternal IgG anti-A/-B titres.

Methods: Blood group O women in labour at Oslo University Hospital, Ulleval, were included in the years 2004-
2006. Offspring with blood group A or B had direct antiglobulin test performed and IgG anti-A/-B levels measured
in maternal plasma. Blood group A or B infants developing severe hyperbilirubinaemia, received in addition to
phototherapy, immunoglobulin treatment and/or exchange transfusion (EXT).

Results: Of 253 neonates, 61.3% had blood group O, 29.6% blood group A and 9.1% blood group B. Twenty neonates
with blood group A or B received at least one immunoglobulin treatment. In multivariate analysis, maternal antibody-
titres were the only significant predictors for immunoglobulin treatment (p<0.0001), EXTs (p<0.05) and duration
of phototherapy (p<0.0001). The need for invasive treatment increased sharply for antibody titres >/=512. Receiver
operating characteristic analyses demonstrated that titres >/=512 had a sensitivity of 90% and a specificity of 72%
for predicting immunoglobulin treatment and thus severe hyperbilirubinaemia.

Conclusion: Maternal IgG anti-A/-B titres contribute to the prediction of risk of severe hyperbilirubinaemia in
ABO-incompatible neonates, in addition to blood-grouping and direct antiglobulin-testing, especially following early
discharge after delivery.
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Whole Blood Interferon-Gamma Assay For Tuberculosis in Children in Japan
O B JUkY) e Al sl Gasdids B Jalsl aal) B Lals g8 50Y) Aaulia aladiul

Higuchi R, et al.
Pediatr Int 2009 Feb;51(1):97-102.

Background: Whole blood interferon-gamma assay QuantiFERON-TB2G (QFT-2G), which is a new specific
method for diagnosing tuberculosis (TB), has been developed and used in the clinical field. The aim of the present
study was to assess the usefulness of QFT-2G as an indicator, both for diagnosing childhood TB and for assessing
therapeutic effectiveness.

Methods: The subjects were 61 children introduced to the TB outpatient department for the first time between June
2004 and March 2006. QFT-2G, the tuberculin test and chest computed tomography (CT) were performed for all
patients.

Results: Ten patients having typical characteristics of primary tuberculosis (PTB) on chest CT, and diagnosed as
having tubercle bacillus infections, all had positive reaction on QFT-2G. Of seven patients who had no abnormalities
on diagnostic imaging but who reacted positively on QFT-2G, one developed TB later, and no TB was detected over
the period of observation in 44 patients with negative QFT-2G at their first consultation. Moreover, four patients
with non-tuberculous acid-fast bacilli in which Mycobacterium avium or Mycobacterium gordonae was detected had
negative reaction on QFT-2G. In addition, all 10 patients with positive reactions on QFT-2G in whom the subsequent
course of the disease was observed had decrease on QFT after treatment.

Conclusions: QFT-2G is a powerful tool with a wide application both in diagnosis and in assessment of treatment
effectiveness in PTB.
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Measurement of Pulmonary Function with Body Plethysmograph in Infants
) e acad) anad Jadadl aladialy 45 Ciilliy uld

Rao XC, et al.
Zhonghua Yi Xue Za Zhi 2009 Sep 15;89(34):2432-4.

Objective: To observe the alterations of pulmonary function in infants with respiratory diseases.
Methods: A total of 900 infants with respiratory diseases were recruited and pulmonary function measured in 30
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healthy infants. The tests were performed in the sleeping infants with sedation. Tidal breathing flow-volume (TBFV)
loops were recorded when infants were breathing quietly. Passive flow-volume technique was used to obtain static
respiratory system compliance and resistance. Functional residual capacity was measured by body plethysmograph.
Results: The TBFV loop showed proximate round or oval curve in healthy infants. The shape and parameters of
TBFV loop had significant differences in infants with respiratory diseases as compared with healthy controls. The
TBFV loop displayed a concave expiratory curve and ratio of time to reach tidal peak flow to total expiratory time,
the expiratory volume till peak flow divided by the total expiratory volume significantly decreased in infants with
small airway obstruction. The expiratory or inspiratory curve showed a plateau and the ratio of mid-expiratory to
mid-inspiratory flow was less than 60% or over 150% in infants with upper airway obstruction. The TBFV loop
turned narrow and lung volume decreased in infants with restrictive diseases.

Conclusion: The TBFV loop show proximate round or oval curve in healthy infants. Pulmonary function has
significant differences between healthy controls and infants with respiratory diseases. Pulmonary function test is
useful in the assessment of respiratory diseases.
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Current Concepts on The Use of Glucocorticosteroids
and Beta-2-Adrenoreceptor Agonists to Treat Childhood Asthma

Lol 2Ly ORI cilaldig Ay Sad) 4 pddl) clandy piad) aladind Joa 4dlad) aaliall
JULY) sie g Apllaea B

Nino G, et al.
Curr Opin Pediatr 2010 Feb 15.

Purpose of Review: This article reviews current concepts regarding the clinical and scientific rationale for the
combined use of glucocorticosteroids and beta-2-adrenoreceptor (beta2 AR) agonists in the treatment of childhood
asthma.

Recent Findings: Several studies have demonstrated that inhaled corticosteroids (ICS) and beta2 AR agonists are
the most effective medications for the management of asthma in children. Given substantial evidence of an increased
clinical benefit when these agents are used together, new studies are being pursued to establish the efficacy and
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safety of this combinational therapy in infants and children. Ongoing research is also investigating the mechanisms
of beta2 AR and glucocorticosteroids signaling and their molecular interactions. This new knowledge will likely lead
to novel therapeutic approaches to asthma control.

Summary: There is increasing evidence demonstrating that the combination of long-acting beta2 AR agonists and ICS
may be more effective than high-dose ICS therapy alone in the management of children with uncontrolled asthma.
In addition, the use of a single inhaler containing ICS and a quick-acting beta2 AR agonist might be a convenient
alternative to prevent and treat asthma exacerbations. Future investigations should be designed to more specifically
evaluate the efficacy and safety of these therapies in the different asthmatic phenotypes of infants and children.
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Probiotics Reduce the Risk of Necrotizing Enterocolitis in Preterm Infants
gl aligall sie AL 0 leSlly o lad) Glgal) jghai jhd (e aadl & Aygal) aidlall g

Alfaleh K, et al.
Neonatology 2010;97(2):93-99.

Background: Necrotizing enterocolitis (NEC) is the most common serious acquired disease of the gastrointestinal
tract in preterm infants. Probiotic bacteria are live microbial supplements that colonize the gastrointestinal tract and
potentially provide benefit to the host.

Objective: To compare the efficacy and safety of prophylactic enteral probiotics administration versus placebo or no
treatment in the prevention of severe NEC and other morbidities in preterm infants.

Methods: A meta-analysis was performed in accordance with the Cochrane Neonatal Review Group methods.
Preterm infants <37 weeks> gestational age and/or <2.500 g birth weight were included. Literature searches were
made of MEDLINE, EMBASE, Cochrane Library Controlled Trials Register (CENTRAL), and abstracts of annual
meetings of the Society for Pediatric Research and the European Society of Pediatric Research.

Results: Nine eligible trials randomizing 1.425 infants were included. Included trials were highly variable with
regard to enrollment criteria, baseline risk of NEC in the control groups, timing, dose, formulation of the probiotics,
and feeding regimens. In a meta-analysis, enteral probiotics supplementation significantly reduced the incidence of
severe NEC [typical RR 0.32 (95% CI 0.17, 0.60)] and mortality [typical RR 0.43 (95% CI 0.25, 0.75)]. There was
no evidence of significant reduction of nosocomial sepsis [typical RR 0.93 (95% CI 0.73, 1.19)] or days on total
parenteral nutrition [weighted mean difference -1.9 (95% CI -4.6, 0.77)]. The statistical test of heterogeneity for
NEC, mortality and sepsis was insignificant. Data regarding extremely low birth weight infants (ELBW) could not
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be extrapolated. The included trials reported no systemic infection with the probiotics supplemental organism.
Conclusion: Enteral supplementation of probiotics reduces the risk of severe NEC and mortality in preterm infants. A
large randomized controlled trial is required to investigate the benefit and safety profile of probiotics supplementation
in ELBW infants.
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Obstetrics And Gynecology
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Prediction of Failed Labor Induction in Parous Women at Term
Jaall alady claglgll o ludll die Galiall (o ad Jady Gl

Park KH, et al.
J Obstet Gynaecol Res 2009 Apr;35(2):301-6.

Aim: To examine the predictive value of previous obstetric history, Bishop score, and sonographic measurement of
cervical length for predicting failed induction of labor in parous women at term.

Methods: This prospective observational study enrolled 110 consecutive parous women at term with singleton
gestations scheduled for the induction of labor. Transvaginal ultrasound for measurement of cervical length was
performed and the Bishop score was assessed using digital examination. Univariate and multivariate analyses were
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used for statistical analysis.

Results: Labor induction failed in 15 women (14%). In terms of previous obstetric history, women with only previous
mid-trimester loss or preterm delivery had a significantly higher risk of failed labor induction than those with at least
one previous term delivery. Logistic regression demonstrated that previous obstetric history and the Bishop score,
but not cervical length, were found to be significant and independent contributing factors for failed labor induction.
In the receiver operating characteristic curves, the best cut-off value of the Bishop score for the prediction of failed
labor induction was 3, with a sensitivity of 73% and a specificity of 44%.

Conclusions: The previous obstetric history (i.e., only previous mid-trimester loss or preterm delivery) and the Bishop
score independently predicted the failure of labor induction in parous women; however sonographic measurement of
the cervical length appeared to have a poor predictive value for the risk of failed induction.
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Comparison of Cytology, Colposcopy, HPV Typing

and Biomarker Analysis in Cervical Neoplasia
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Adamopoulou M, et al.
Anticancer Res 2009 Aug;29(8):3401-9.

Background: Cervical cancer is the leading cause of mortality among women worldwide, despite existing prevention
programs. In light of the recent development of anti-HPV vaccines, the aim of this study was to evaluate concurrently
the efficacy of four methods for risk assessment (cytology, colposcopy, HPV molecular typing and detection of
biomarkers in cervical biopsies) in an attempt to define the most efficient combination.

Patients And Methods: The studied group included 62 women with abnormal Pap tests and cervical lesions ranging
from cervicitis and condylomas to intraepithelial neoplasias and invasive cancer. All women underwent full colposcopy
assessment and colposcopically-taken biopsies were selected for histological examination, immunohistochemical
identification of p16, p53, Bcl-2 biomarkers, as well as molecular detection and typing of HPV genomes.

Results: Cytology and colposcopy showed very high sensitivity in detecting CIN and cancer (91.7% and 94.4%,
respectively), but low specificity (34.6% and 50%, respectively). The detection of the 3 biomarkers reached an
impressive sensitivity (83.3%) and a moderate specificity (65.4%). HPV detection and typing achieved 77.8%
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sensitivity, and the highest specificity of 80.8% in detecting CIN and cancer cases. HPV DNA testing had the highest
positive prognostic value (84.9%; confidence interval, CI: 67.4%- 94.3%) and cytology the lowest (66.0%; CI: 51.2%-
78.4%). Coupled HPV typing and colposcopy proved to be the most efficient combination, increasing sensitivity to
97.2% and negative prognostic value to 92.3%. The estimation of cervical neoplasia or cancer in women with high-
risk HPV types increased approximately 15-fold (odds ratio, OR: 14.70; CI: 4.30-50.09, p<0.001), ~23-fold in the
case of combined positive biomarkers (OR: 23.18; CI: 4.97- 104.23, p<0.001), and 35-fold in case of colposcopically
detected cervical neoplasia (OR: 35.00; CI: 5.16- 225.07, p<0.001).

Conclusion: The most efficient combination among all tested methodologies was found to be HPV typing with
colposcopy.
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Oral Hydration Therapy in Oligohydramnios
sl Jilud) A8 el A adl) e dgsailly Apdlaall

Ghafarnejad M, et al.
J Obstet Gynaecol Res 2009 Oct;35(5):895-900.

Aim: Oligohydramnios is a threatening condition to fetal health, for which some treatments are available, or are
under evaluation. We aimed to assess the effect of acute oral hydration on maternal amniotic fluid index (AFI).
Methods: An randomized controlled trial was conducted on 44 pregnant women diagnosed by sonography to have
oligohydramnios (2.1 <AFI <6 cm).

Results: The mean AFI before intervention was 50.8 in the intervention group and 52.1 in the control group. After
intervention, the mean AFI was 67.2 and 52.5 in the intervention and control groups, respectively, (P <0.001, t-test =
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3.827). The mean urinary specific gravity (USG) change was 13.4 after oral hydration in the intervention group and
1.68 in the control group (P < 0.001, t-test = 3.954).

Conclusion: Acute oral hydration is a noninvasive, easily accessible and cheap intervention, and an effective way of
increasing AFI.
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Increased Interaction Between Heat Shock Protein 27 and Mitogen-Activated Protein Kinase

(p38 and Extracellular Signal-Regulated Kinase) in Pre-Eclamptic Placentas
MAPK aldi¥) iy Jadall ¢piguall sy Hsp 27 4 adl Lasall ¢ign G Aaliial) cle i) 345
oY) 08 L clia e die Aapdial) dadl & (ERK LAY 74 §,LaYL aliial 5Ly p38)

Shin JK, et al.
J Obstet Gynaecol Res 2009 Oct;35(5):888-94.

Aims: Heatshock protein 27 (Hsp27) is a well-known stress response protein that is characterized by its phosphorylative
capacity. Hsp27 becomes phosphorylated in response to various stimuli through interaction with several different
kinases. The purpose of this study was to evaluate the interaction between Hsp27 and mitogen-activated protein
kinase (MAPK) (p38, extracellular signal-regulated kinase [ERK], and c-Jun N-terminal kinase) in the human
placenta derived from patients with pre-eclampsia.

Methods: Western blot analysis was used to examine the levels of expression of Hsp27 and MAPK (p38, ERK, and
c-Jun N-terminal kinase). Immunoprecipitation analysis was used to determine the interaction between Hsp27 and
MAPK (p38 and ERK).

Results: Western blotting analysis and immunohistochemistry showed that the expression of Hsp27 and p-Hsp27
in the placental tissues of the pre-eclampsia group were significantly higher than that in the normal pregnancy
group. Immunoprecipitation analysis showed that the interaction between Hsp27 and MAPK (p38 and ERK) was
significantly increased in the pre-eclamptic placenta tissues.

Conclusion: The interaction between Hsp27 and MAPK was increased, suggesting that phosphorylation of Hsp27
might be induced by p38 and ERK in placentas from patients with pre-eclampsia.
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Surgery
d| 0|

Colonoscopy and Computerised Tomography Scan
are Not Sufficient to Localise Right Sided Colonic Lesions Accurately

G J8a ) 0 alesl) B Y GlSa waadl S e Cuugaal) gy saall Audal) gl ¢ gleSl it aladiial

Solon JG, et al.
Colorectal Dis 2009 Nov 23.

Aim: Accurate pre-operative localisation of colonic lesions is critical especially in laparoscopic colectomy where tactile
localisation is absent particularly in screen-detected tumours. The study aimed to evaluate the accuracy of colonoscopy
and double-contrast computerised tomography (CT) to localise lesions treated by right hemicolectomy.

Method: A retrospective chart review was performed of patients treated by right hemicolectomy under the colorectal
service between July 2003 and October 2006. Pre-operative tumour location determined by CT scan and colonoscopy
were compared with the intra-operative and histopathologic findings.

Results: Of 101 patients, 73 (73%) were for adenoma or cancer, with a final diagnosis of adenocarcinoma in 59
(59%). Pre-operative localisation was inaccurate in 29% of lesions using both CT and colonoscopy. In the transverse
colon colonoscopy alone was only 37.5% accurate, increasing to 62.5% when information from the CT scan was
added.

Conclusion: Pre-operative localisation of right-sided colon cancers using colonoscopy and CT scanning is unreliable
in at least 29% of cases. Inaccurate localisation of transverse colon tumours risks inadequate lymphadenectomy with
an adverse cancer outcome. Pre-operative abdominal CT scan improves accuracy but endoscopic tattoo localisation
should be employed routinely especially in patients undergoing laparoscopic resection.
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Infectious Complications in Patients with

Chronic Bacteriuria Undergoing Major Urologic Surgery

500 Adgl Aualall COAINN ¢pmalal) Aiajall Aagiad) AL iage sl Adaadlall Acliny) coUBERY)

Casey JT, et al.
Urology 2009 Nov 19.

Objectives: To review our perioperative antibiotic management of patients with chronic bacteriuria who underwent
urological procedures, and the relationship to postoperative infectious complications.

Methods: Between January 2002 and January 2007, 77 patients with chronic bacteriuria underwent 94 major
open procedures, including ileocystoplasty (n=53), ileal conduit (n=19), and pubovaginal sling placement (n=18).
Admission urine cultures were classified as “sensitive” (sensitive to admission antibiotics or no growth), “resistant”
(resistant to admission antibiotics), and “unknown” (multiple unspeciated organisms present or no admission culture
data available).

Results: Our rate of multidrug resistance bacteriuria was 46.3%. There were 7 febrile urinary tract infections, 12
wound infections, 1 episode of sepsis, and no intra-abdominal abscesses, yielding an infectious complication rate of
20.2%. There was no statistical relationship between urine culture status and the rate of febrile urinary tract infections
or sepsis, but wound infections were less common in patients with «sensitive» urine cultures. Of the patients who
had urine cultures that demonstrated multiple unspeciated organisms, 32% were complicated by wound infections.
On multivariate analysis, gender, age, and body mass index were associated with the development of infectious
complications.

Conclusions: Inamedically complex population of patients, those with neurogenic bladder and frequent catheterization
undergoing major abdominal surgery, we demonstrate an infectious complication rate of 20.2%. Wound infections
were as common in patients whose urine cultures revealed multiple unspeciated organisms as those that were resistant
to the perioperative antibiotics, and in this population, further characterization may allow for more appropriate
perioperative coverage and a decreased rate of wound infections.
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The Effect of Nurse-Performed Preoperative Skin Preparation
on Postoperative Surgical Site Infections in Abdominal Surgery

dalall g8 alall judaad gkl ciliajeal) galai il
Lk Aol clles b dafal) adga & clilidy) e

Dizer B, et al.
J Clin Nurs 2009 Dec;18(23):3325-32.

Aim: To determine the effect of preoperative skin preparation procedures performed by nurses on postoperative
surgical site infection in abdominal surgery.

Background: Despite all interventions, postoperative SSIs still greatly affect mortality and morbidity.

Design: This is an experimental study.

Methods: Procedures developed for nurse application of preoperative skin preparations were tested on a control
group (n=39) and study group (n=43).

Results: Only clinical routines for preoperative skin preparation were performed on the control group patients. Control
group members> skins were mostly prepared by shaving with a razor blade (41%). For the study group members, the
researchers used the preoperative skin preparation procedure. Clippers were used to prepare 55.8% of study group
members while 44.2% of them were not treated with the clipper because their wounds were clean. As a requirement
of the procedure, all members of the study group had a chlorhexidine bath at least twice after being hospitalised and
at least once a night before the operation under controlled conditions. In the group where chlorhexidine bath was not
applied, the infection risk was found to be 4.76 times (95%CI = 1.20-18.83) greater even after corrections for age and
gender had been made. The difference between control group and study group with respect to surgical site infections
was also statistically significant (p<0.05).

Conclusion: Preoperative skin preparation using clipper on the nights before an operation and a 50 ml chlorhexidine
bath excluding head area taken twice in the pre-operative period are useful to reduce SSI during postoperative
period.

Relevance To Clinical Practice: We find that preoperative skin preparation using the procedures developed as a
result of findings of this study is useful in reducing surgical site infection during the postoperative period.
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Natural Orifice Surgery (Nos)-Toward a Single-Port Transdouglas Approach
for Intra-Abdominal Procedures

i) M) aladin) gad idahl) aad) clagd e da)adl
Laib) dalal) clelay) A ol & e

Stark M, et al.
Eur J Obstet Gynecol Reprod Biol 2009 Nov 17.

Objective: To describe a future method for abdominal surgical procedures in women using a single-port Transdouglas
Endoscopic Device (TED).

Methods And Description: The first successful laparotomy was performed in the 19th century, and the first endoscopic
operation in the 20th century. The 21st century started with experimental operations using the natural body openings.
Various abdominal procedures have already been performed through the stomach, but it seems that the transdouglas
pathway in women is the most promising access into the peritoneal cavity, for its safety and cost-effectiveness. The
TED is designed to perform operations in the upper and the lower abdomen. The New European Surgical Academy
(NESA) founded the first European based interdisciplinary working group in order to plan and design instruments
toward future gynaecological, urological and surgical applications.

Conclusion: The single-port TED is expected to replace many of today>s endoscopic procedures due to its probably
higher safety and better ergonomics.
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Cardiovascular Diseases
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Mannose-Binding Lectin as a Risk Factor for Acute Coronary Syndromes
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Pesonen E, et al.
Ann Med 2009 Aug 26:1-8.

Background: Mannose-binding lectin (MBL) is a multifunctional protein involved in innate immunity. We tested
whether MBL and elevated viral and bacterial antibodies were risk factors for acute coronary events.

Design: Controlled cohort study.

Methods: A total of 354 patients with unstable angina pectoris (UA) or acute myocardial infarction (AMI) were
compared with 334 paired controls.

Results: Enterovirus titres were associated with increased risk of UA (odds ratio 10.04, P<0.001) and AMI (odds
ratio 3.18, P=0.003), but titres did not correlate with either MBL concentration or genotype. Chlamydia pneumoniae
heat shock protein 60 IgG concentrations were also associated with increased risk of UA (odds ratio 1.63, P=0.049).
Compared to asymptomatic controls, patients had lower complement C3 serum concentrations (P<0.001), higher
MBL serum concentration, and more frequently had MBL genotypes that determined high MBL levels (P<0.001).
High MBL genotypes had odds ratios of 1.16 (P=0.010) for UA and 1.12 (P=0.007) for AMI. The elevation of MBL
concentrations in the acute phase correlated with MBL concentrations after recovery (r=0.85, P<0.001).
Conclusions: Elevated microbial titres, indicating an on-going inflammation, were associated with cardiovascular
events. MBL might have a dual role both decreasing susceptibility to infections and increasing the risk of acute
coronary syndromes.
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Effect of Exercise Therapy on Monocyte and Neutrophil Counts
in Overweight Women
Gosd i § pladl) die c¥aall g claa o) daad o o lailly Aadlaad) 50

Michishita R, et al.
Am J Med Sci 2010 Feb;339(2):152-6.

Introduction: It has been well known that physical inactivity is associated with a significantly higher incidence
of coronary artery disease. This study aimed to test our hypothesis that endurance aerobic exercise training has
cardiovascular protective effects as a result of inhibiting inflammatory processes.

Methods: Forty-two overweight women [age, 53.449.8 years; body mass index (BMI), 28.0+2.8] received electric
bicycle ergometer exercise therapy at the lactate threshold intensity for 30 to 60 minutes per day, 1 to 6 times per
week for 6 weeks. The exercise training was performed within the possible load (exercise duration and frequency)
for each subject.

Results: Leukocyte, monocyte, and neutrophil counts significantly decreased after the exercise therapy (P<0.05).
In simple regression analysis, percent changes in monocyte and neutrophil counts were correlated with percent
changes in fasting triglyceride levels, insulin sensitivity index, BMI, and maximal oxygen uptake (VO2max). In
stepwise multiple regression analysis, the percent change in monocyte counts was associated with percent changes
in fasting triglyceride and VO2max (r=0.368, P<0.001), and the percent change in neutrophil counts was associated
with percent changes in insulin sensitivity index and BMI (1=0.292, P<0.001).

Conclusions: Endurance aerobic exercise training can influence some inflammatory processes. Furthermore, increased
aerobic capacity may be antiinflammatory and have cardiovascular protective effects in overweight women.
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Pulmonary Diseases

&y yaall ol

Prevalence of Gastroesophageal Reflux Disease

in Patients with Idiopathic Pulmonary Fibrosis

) Jogaa gsid) il pdase die sal) garal) (udBl) gl L

Bandeira CD,et al.
J Bras Pneumol 2009 Dec;35(12):1182-9.

Objective: To determine the prevalence of gastroesophageal reflux disease (GERD) and to evaluate its clinical
presentation, as well as the esophageal function profile in patients with idiopathic pulmonary fibrosis (IPF).
Methods: In this prospective study, 28 consecutive patients with IPF underwent stationary esophageal manometry,
24-h esophageal pH-metry and pulmonary function tests. All patients also completed a symptom and quality of life
in GERD questionnaire.

Results: In the study sample, the prevalence of GERD was 35.7%. The patients were then divided into two groups:
GERD+ (abnormal pH-metry; n=10) and GERD- (normal pH-metry; n=18). In the GERD+ group, 77.7% of the
patients presented at least one typical GERD symptom. The pH-metry results showed that 8 (80%) of the GERD+
group patients had abnormal supine reflux, and that the reflux was exclusively in the supine position in 5 (50%). In
the GERD+ and GERD- groups, respectively, 5 (50.0%) and 7 (38.8%) of the patients presented a hypotensive lower
esophageal sphincter, 7 (70.0%) and 10 (55.5%), respectively, presenting lower esophageal dysmotility. There were
no significant differences between the groups regarding demographic characteristics, pulmonary function, clinical
presentation or manometric findings.

Conclusions: The prevalence of GERD in the patients with IPF was high. However, the clinical and functional
characteristics did not differ between the patients with GERD and those without.
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Androgens and Chronic Obstructive Pulmonary Disease
Oasall slad) gsil sl eNla B cliag i) g0

Svartberg J.
Curr Opin Endocrinol Diabetes Obes 2010 Feb 1.

Purpose of Review: To evaluate the recent literature on the effect of the use of androgens in men with chronic
obstructive pulmonary disease (COPD).

Recent Findings: Men with COPD have been found to have reduced endogenous testosterone levels in some studies,
and they also share several traits with hypogonadal men, such as loss of lean body mass and strength, suggesting that
substitution with androgens might be a rational therapy. There are, however, only a few published placebo-controlled
trials investigating the effects of androgens in men with COPD, and only one during the last 2 years. After a review
of these manuscripts they were summarized.

Summary: The effect of androgens in men with COPD is modest, and pulmonary function was in general not
improved in men using androgens. The use of androgens to increase muscle mass and strength in patients participating
in rehabilitation programs is promising, and also regarding the beneficial effects on sexuality. However, more research
is needed to determine if androgen therapy could be a treatment option for men with COPD.
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Gastroenterology
el e

Gastroscopy Following a Positive Fecal Occult Blood Test and Negative Colonoscopy
OoloSl) B g Shad) B ALY adl) SUER) eyl aasall die Banall it

Allard J,et al.
Can J Gastroenterol 2010 Feb;24(2):113-20.

Background: A sizeable number of individuals who participate in population-based colorectal cancer (CRC)

screening programs and have a positive fecal occult blood test (FOBT) do not have an identifiable lesion found at
colonoscopy to account for their positive FOBT screen.
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Objective: To evaluate the evidence and provide recommendations regarding the use of routine
esophagogastroduodenoscopy (EGD) to detect upper gastrointestinal (UGI) cancers in patients participating in a
population-based CRC screening program who are FOBT positive and colonoscopy negative.

Methods: A systematic review was used to develop the evidentiary base and to inform the evidence-based
recommendations provided.

Results: Nine studies identified a group of patients who were FOBT positive and colonoscopy negative. Three
studies found no cases of UGI cancer. Four studies reported cases of UGI cancer; three found UGI cancer in 1%
or less of the population studied, and one study found one case of UGI cancer that represented 7% of their small
subgroup of FOBT-positive/colonoscopy-negative patients. Two studies did not provide outcome information that
could be specifically related to the FOBT-positive/colonoscopy-negative subgroup.

Conclusion: The current body of evidence is insufficient to recommend for or against routine EGD as a means of
detecting gastric or esophageal cancers for patients who are FOBT positive/colonoscopy negative, in a population-
based CRC screening program. The decision to perform EGD should be individualized and based on clinical
judgement.
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Effects of a Single Dose of Rabeprazole 20 mg and Pantoprazole 40 mg
on 24-Hour Intragastric Acidity and Oesophageal Acid Exposure
5arall Llagas o (ils 40) pantoprazole s (i 20) rabeprazole (s 53)ka 4sja aladia) Ll
goall paaall ¢ gyall Gapd da g delu 24 DA

Miner P, et al.
Aliment Pharmacol Ther 2010 Feb 2.

Background: Nocturnal heartburn is common in patients with gastroesophageal reflux disease (GERD).
Aim: To compare the effects of single doses of rabeprazole 20 mg and pantoprazole 40 mg on 24-hour intragastric
acidity and oesophageal acid exposure (OAE).
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Methods: 52 subjects with GERD and a >/=6-month history of heartburn were randomised to a blinded, 2X2
crossover trial. Subjects> intragastric pH was monitored in two 48-hour study periods with 6- to 13-day washout
between periods. Patients received placebo on Day 1, a single dose of rabeprazole 20 mg or pantoprazole 40 mg on
Day 2, and standardised meals throughout.

Results: The mean percent time with intragastric pH >4 was significantly greater with rabeprazole vs pantoprazole
for the 24-hour postdose interval (44.0% vs 32.8%; P<0.001). Significant differences were observed in the daytime
(51.0% vs 42.2%; P<0.001) and nighttime (32.0% vs 16.9%; P<0.001). Rabeprazole was also significantly superior
in other intragastric pH parameters. There was no statistical difference for OAE between treatments.

Conclusions: In GERD patients with nocturnal heartburn, rabeprazole 20 mg was significantly more effective than
pantoprazole 40 mg in percent time with intragastric pH >4 during the nighttime, daytime, and 24-hour periods.
Differences between treatments in OAE were not demonstrated.
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Hematology And Oncology
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Anti-Livin Antibodies:

Novel Markers of Malignant Gastrointestinal Cancers
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Ali ZE, et al.
Pol Arch Med Wewn 2010;120(1-2):26-30.

Introduction: Livin represents apoptosis inhibitors and may be important in cancer.

Objectives: The aim of the study was to develop an anti-livin auto antibody assay and investigate its usefulness in
the clinical practice in relation to gastrointestinal cancers (GIC).
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Patients And Methods: We studied sera obtained from 36 patients with GIC and 59 healthy controls. A solid-phase
radioimmunoassay to detect anti-livin antibodies in serum was developed. Polipropylene tubes were coated with
recombinant human livin, and 100-fold dilutions of sera were incubated in these tubes. On the next day, the tubes
were decanted, washed and labeled 125-1 protein A was added. After 2-hour incubation, the tubes were washed and
radioactivity was measured using the gamma counter.

Results: We observed a statistically significant difference between the presence and levels of anti-livin antibodies in
sera of patients with GIC and in control subjects. Anti-livin auto antibodies were detected in 9 patients with GIC. Of
note, the level of anti-livin antibodies was significantly elevated in 25% of GIC patients. The presence of anti-livin
antibodies was confirmed with sodium dodecyl sulfate polyacrylamide gel electrophoresis and Western blotting.
Conclusions: A high prevalence of anti-livin antibodies in patients with GIC indicates that they may be useful in the
diagnosis of these malignancies.
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Chemotherapy-Induced Nausea and Vomiting:
Antiemetic Trials That Impacted Clinical Practice
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Trigg ME, et al.

J Oncol Pharm Pract 2010 Jan 19.

Objective: To review the scientific evidence related to serotonin and substance P and the clinical impact targeting
these two neurotransmitters have had managing chemotherapy-induced nausea and vomiting (CINV).

Data Source: A PubMed search (January 1968 to December 2008), restricted to English-language publications, was
conducted using the key words antiemetics, cancer chemotherapy, cisplatin, serotonin, substance P, NK1, and 5-HT3.
Abstracts emanating from the meetings of the American Society of Clinical Oncology and Multinational Association
of Supportive Care in Cancer during the period May 2000 to June 2008 were also reviewed.

Data synthesis: Two important outcomes emanated from well-conducted antiemetic clinical trials: first, evidence
that serotonin and substance P are major mediators of acute and delayed symptoms and second, improved, though
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not complete, control of CINV.

Conclusion: Serotonin-type 3 and neurokinin-1 receptor antagonists are the most effective agents currently available.
In most cases, these agents are used in conjunction with glucocorticoids. The use of these three types of agents is
incorporated into current clinical practice guidelines. Further understanding of the biological and biochemical basis
of nausea and vomiting may enhance management of this potentially debilitating adverse effect.
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Cavernous Angioma:
A Clinical Study of 35 Cases with Review of the Literature
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Ebrahimi A, et al.
Neurol Res 2009 Oct;31(8):785-93.

Background: Cavernous angioma is a vascular malformation which can be found in any region within the central
nervous system.

Objectives: There are few clinical and demographic cavernous angioma studies with large sample sizes. Therefore,
the present study was designed to provide further information on the clinical and demographic characteristics of
cavernous angioma using a relatively large sample of Persian patients.

Methods: Patients with cavernous angioma were recruited from the outpatient neurology clinics in Isfahan, Iran,
from October 2003 to October 2006.
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Results: In all cases, the diagnosis of cavernous angioma was based on brain magnetic resonance imaging. There were
35 patients (female/male: 17 : 18) identified with cavernous angioma. The mean age at presentation was 28.8 years.
Initial manifestations included seizures in 16, headache in 11 and intracranial hemorrhage in eight patients. During
follow-up, all patients experienced seizures and 19 developed headaches. Depression, vertigo, nausea, vomiting,
disequilibrium, loss of consciousness and sensorimotor symptoms were also observed.

Conclusion: Some of the findings of the present study were in accordance with previous studies. However, more
of our patients with positive family history had solitary rather than multiple lesions, and more of our patients had
generalized tonic-clonic seizures rather than partial seizures. Moreover, our data demonstrated that if there is a
history of cavernous angioma with intracranial hemorrhage in family members, the presenting cavernous angioma
patient is more prone to intracranial hemorrhage.
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Endocrinology, Metabolism, And Diabetes Mellitus
S S| slallg OMEwYlg el ol uab.a‘

Carotid Intima-Media Thickness and Its Relations
with the Complications in Patients with Type 1 Diabetes Mellitus

USEAN L Wi g Alall ) Any giall—Aildad) Aidal) ASlaw
@Sl plall J g1 Jaadl) oy dic

Gul K, et al.
Anadolu Kardiyol Derg 2010 Feb;10(1):52-58.

Objective: Atherosclerosis is the major cause of the morbidity and mortality in type 1 diabetes mellitus (DM).
Carotid intima-media thickness (CIMT) is the early sign of atherosclerosis and thereby, also the sign of macrovascular
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diseases. In this study, we aimed to evaluate the CIMT in patients with type 1 DM, and its association with diabetic
microvascular complications (nephropathy-retinopathy).

Methods: One hundred and thirteen consecutive patients with type 1 DM without macrovascular disease were
enrolled into this cross-sectional study. Age, gender, and body mass index matched 59 healthy subjects, were taken
as the control group. Microvascular complications in diabetic patients were scanned. Ultrasonographic analysis of
the carotid artery was performed with a high-resolution ultrasound scanner. Student’s t, Mann Whitney U, Chi-square
and Kruskal-Wallis tests, as well as multiple linear regression analysis were used for the statistical analysis.
Results: Patients with type 1 DM had significantly higher CIMT compared to control group (p<0.001). The CIMT of
the patients with microvascular complications (nephropathy and/or retinopathy) was significantly increased (0.70+/-
0.11 mm) compared with the patients without complications (0.63+/-0.09 mm) (p=0.001). The increase in CIMT in
type 1 DM in multiple regression analysis was dependent on the presence of proliferative retinopathy (beta=0.037,
95%CI 0.010-0.065, p=0.008), macroalbuminuria (beta=0.043, 95%CI 0.019-0.068, p=0.001), increased urinary
albumin excretion (beta=0.00003, 95%CI 0.00001-0.00005, p=0.005) and duration of diabetes (beta=0.002, 95%CI
0.001-0.003, p=0.009).

Conclusions: Increment of CIMT in type 1 diabetic patients was associated with microvascular complications,
suggesting that diabetic microangiopathy is related with macroangiopathy. Therefore, there is a need for prospective
studies to show the effect of increased CIMT on prognosis of type 1 DM.
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Urology And Nephrology

S9! slells LISIT (ol

=Y

Serum Creatinine, Cystatin C, and {beta}-Trace Protein in Diagnostic Staging
and Predicting Progression of Primary Nondiabetic Chronic Kidney Disease
Uajall paai A beta-trace ¢uigolly C Guilaad) ¢ il 1) Glyginsa
A Sad) 58 Aiad) Adajall 4gls) (i) (B Saiilly
Spanaus KS, et al.
Clin Chem 2010 Mar 11.

Background: Impaired baseline kidney function is a well-defined risk factor for progression of chronic kidney
disease (CKD). We evaluated measured glomerular filtration rate (GFR) and the serum markers creatinine, cystatin
C, and beta-trace protein (BTP) for diagnostic accuracy in defining the stage of kidney impairment and as risk
predictors of CKD progression.

Methods: We measured serum marker concentrations in 227 patients with primary nondiabetic CKD and various
degrees of renal impairment and followed 177 patients prospectively for up to 7 years to assess progression of
CKD.

Results: At baseline, creatinine, cystatin C, and BTP were strongly correlated with GFR as measured by iohexol
clearance. Concentrations of all 3 markers increased progressively with decreasing GFR, and their diagnostic
performance for the detection of even minor deteriorations of renal function (GFR <90 mL/min/1.73 m(2)) was
similar. Sixty-five patients experienced progression of CKD, defined as doubling of baseline creatinine and/or
terminal renal failure during prospective follow-up. These patients were older and had a lower GFR and higher
serum creatinine, cystatin C, and BTP values at baseline (all P<0.001) compared with the patients who did not reach
a predefined renal endpoint. Cox proportional hazard regression analysis revealed that all 3 clearance markers were
equally strong predictors of CKD progression, even after adjustment for age, sex, GFR, and proteinuria.
Conclusions: The diagnostic performance of serum creatinine, cystatin C, or BTP for detecting even minor degrees
of deterioration of renal function is good, and these markers provide reliable risk prediction for progression of kidney
disease in patients with CKD.
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Allergic And Immunologic Diseases

el g s Uig)l o lsal

Serum Adiponectin Levels in Patients with Seasonal Allergic Rhinitis
alll AN ) Gl e sie 4ladl adiponectin b giva

Ciprandi G, et al
Int Immunopharmacol 2010 Feb 25.

Background: A few studies have outlined a possible relationship between an increased body mass index and allergic
rhinitis. A single study reported that males with seasonal allergic rhinitis (SAR), evaluated outside the pollen season,
had increased serum adiponectin levels.

Objective: The aim of this preliminary study was to evaluate the serum adiponectin levels in a cohort of SAR normo-
weight patients evaluated during the pollen season, comparing them with SAR patients evaluated out of pollen season
and a group of healthy controls.

Methods: The study included 137 subjects; 62 SAR patients evaluated in their pollen season, while symptomatic, 41
SAR patients studied out their pollen season, while they were without symptoms, and 34 normal subjects. All subjects
were consecutively evaluated. All of them were normo-weight. A skin prick test and blood sampling for assessing
serum adiponectin levels were performed in all subjects.

Results: After analysing genders separately, symptomatic male patients had significantly higher levels than both
symptomless and normal males (p=0.0041 and 0.0001 respectively), symptomatic female patients showed significantly
higher levels than both symptomless and normal females (p=0.0001 and 0.0071 respectively).

Conclusion: This study provides the preliminary evidence that adiponectin serum levels might depend on allergen
exposure in SAR normo-weight patients.
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Rheumatology And Orthopedics
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Does Stride Length Influence Metabolic Cost and Biomechanical
Risk Factors for Knee Osteoarthritis in Obese Women?
Al Aygaad) Jalgally DL Ngiul) o Bghadl) (uld il

ciliad) sludll o Al Juaba B Ladall aliadl cilgatdU

Russell EM, et al.
Clin Biomech (Bristol, Avon) 2010 Mar 1.

Background: Obesity is the primary modifiable risk factor for knee osteoarthritis. The goal of this study was to
develop a walking protocol for obese individuals that supported weight loss while minimizing biomechanical risk
factors for knee osteoarthritis. We tested the hypotheses that walking with short, quick strides at a preferred walking
speed requires more energy expenditure in obese women and reduces biomechanical risk factors for knee osteoarthritis
at foot-ground impact relative to walking at the preferred stride length.

Methods: Ten obese (BMI=33.09(4.22)kg/m(2)) and 10 healthy-weight (BMI=22.66(0.86)kg/m(2)) women
volunteered. VO(2) was measured while subjects walked on a treadmill at their preferred walking speed at a preferred
stride length and a 15% shortened stride length (increased stride frequency). Peak impact shock, peak external knee
adduction moment, and knee adduction angular impulse were measured during the two gait conditions.

Findings: Decreasing stride length 15% significantly increased metabolic cost by 4.6% (P<0.01; effect size=0.24) and
decreased the adduction angular impulse (P=0.046; effect size=0.203), but did not significantly affect the adduction
moment (P=0.196; effect size=0.100) or impact shock (P=0.698; effect size=0.605).

Interpretation: The small, but significant, increase in metabolic cost when walking with short, quick steps may be
beneficial for weight reduction or maintenance in obese populations. The results of this study suggest that a 15%
decrease in stride length is not sufficient to decrease the peak values of two of the biomechanical variables that may
predispose obese women to knee osteoarthritis but does elicit benefits over the course of a stride.

) A yall o aagd A 8 sl alaal) LY a e die Juaeill ALGH Al 5 ) ghadll Jal s anl Dlad) a3 sdand) dl8
Gl sl Saall 4 goall 5 ) shaall Jal se (g s i gl 8 SIS )50 Gallil e 3 a3 i) al Al (sal e Ayl shai
o ST AaS LY (535 padd JS Aliatall Ao jually 5 jpaal day o Sl shady i) o A i JLa) o5 AS ) Jeate 8 Leatall alall
(il g 5 5laally Gl g A8 I 3 Ladall adiell LU ASS0all 4y sl Sladl) Jal se (e 4 Jliy o) 2 1) 8 il Ll ool ddlal)

Agalie V) @l shaally
U jria) 05l Glada elaill (e 105 (0/8S (4.22)33.09=BMI avall &K jaie) Glinadl eluill e [0 A ol caled sda) 3k
Aoy el o (A copilla (b patidl Blall o (o jall (e 2L VO(2) 6 sise G 3 (/68 (0.86)22.66=BMI sl
Loscall i3 Jane ol 3 (<l shaal) 53l 553345 51) %15 Janar 3 shdll uld (i) (sl 4l 5 (Jundal) (5aliie V) 5 shadll (uld g dliaial)

101



Journal of the Arab Board of Health Specializations Vol.11, No 1, 2010

a5 paall el e Anailly A8 50 (o gl 30 ) g Lol AS U adae W) jaldall o LAl c ) AS e ¢ alac Y

(0.24=L510 aas <0.01>p) %4.6 iy ELY) DY) & Al 3305 ) 63 %15 Jamas 3 shadll (b Julis o a5l cila g gal)
aa <0.196=p) il A 5a Lo da U< e i ol 4l Y] ¢(0.203=041) aaa <0.046=p) 551 il planl b (il ae
((0.605= 88 aas <0.698=p) Lernall 4l e 4l (0.100=4

agle Aadladl 5 ()5l Caiad 8 Baka day pus b ypead ) glady el e DMLY DY) 8 Al 815 Alanad) 8ol 31 () S5 08 3 yeadill
Aol il il (e (Y Analie 1wl (aliy WS ud 0515 s 3 shadl) (b S5 (o A jall w38 il 55 i) el 891 gl
Lasa () ks s e ke Ll V) el bl (G A8 50 (8 85 il padiall LB L a1y 50 s 3 30 4SS0

Diagnostic Radiology
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Present and Future of PET and PET/CT in Gynaecologic Malignancies
uagaall Adal) jgeailly A siisal) Sl Al juseail) 93 Jsa Abiially Ailal) cilideal)
Tl LAY B gl Jlaayly

Musto A, et al.
Eur J Radiol 2010 Jan 28.

Objectives: To review the published data in literature on patients affected by gynaecological malignancies to establish
the role of (18)F-FDG positron emission tomography (PET) and PET/CT in comparison to conventional imaging
(CD.

Materials And Methods: All papers specifically addressed to the role of (18)F-FDG PET and PET/CT in
gynaecological malignancies published on PubMed/Medline, in abstracts from the principal international congresses,
in the guidelines from national Societies that had appeared in literature until November 2009 were considered for the
purpose of the present study.

Results And Conclusions: The use of (18) F-FDG PET, and even more of (18)F-FDG PET/CT, is increasing in
the follow up of patients with gynaecologic malignancies and suspected recurrent disease: there is evidence in the
literature that (18)F-FDG PET/CT has a higher sensitivity than CI in depicting occult metastatic spread. An interesting
issue is represented by patients with ovarian cancer with an increase of the specific biomarker, CA-125, and negative/
inconclusive findings at CI. The use of (18)F-FDG PET in differential diagnosis and staging is more controversial,
but there is some evidence that a baseline PET examination performed before commencing therapy, for staging
purpose, is also useful to evaluate the response to chemoradiation treatment. In several papers it has been suggested
a relevant role of (18)F-FDG PET/CT in evaluating the entity of response to treatment and therefore to plan the
subsequent therapeutic strategy.
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Psychiatry
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A Prospective Open-Label Trial of Extended-Release Carbamazepine
Monotherapy in Children with Bipolar Disorder

Saall adl 53 carbamazepine Jls aladic) Jea Al A
JUkY) sie quall) AU Ghhd) ¥l A 3ka gilas

Joshi G, et al.
J Child Adolesc Psychopharmacol 2010 Feb;20(1):7-14.

Objective: The aim of this study was to evaluate the safety and efficacy of extended release carbamazepine (CBZ-
ER) monotherapy in the treatment of pediatric bipolar disorder (BD).
Method: This was an 8-week, open-label, prospective trial of CBZ-ER monotherapy (788+£252 mg/day) to assess the
effectiveness and tolerability of this compound in treating pediatric bipolar spectrum disorders. Assessments included
the Young Mania Rating Scale (YMRS), Clinical Global Impressions-Improvement scale, Children’s Depression
Rating Scale, and Brief Psychiatric Rating Scale. Adverse events were assessed through spontaneous self-reports,
vital signs weight monitoring, and laboratory analysis.
Results: Of the 27 participating children with BD, 16 (59%) completed the study. CBZ-ER treatment was associated
with statistically significant, but modest, levels of improvement in mean YMRS scores (-10.1+10.2, p<0.001) with
end-point mean YMRS score (21.8+12.2) suggesting a lack of complete resolution of mania. CBZ-ER treatment
also resulted in significant improvement in the severity of depressive, attention-deficit/hyperactivity disorder, and
psychotic symptoms. With the exception of 2 participants who discontinued due to skin rash, CBZ-ER was well
tolerated with marginal increase in body weight (0.84+2.5 kg, p=0.04) and was not associated with any abnormal
changes in laboratory parameters.
Conclusions: Open-label CBZ-ER treatment was beneficial for the treatment of BD in children. Future controlled
trials are warranted.
aadll c.e"L‘:’ Gl Y aVls ‘éﬁ R GM (CBZ_ER) 2aall il g carbamazepine e ehiim\ 3:18< 5 Aadl ?~'~'~'~’33 cduand) Cdaa
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Dermatology
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Infliximab for the Treatment of Psoriasis in Greece

Olisd B Adaall £ dallaa B Infliximab aladial

Antoniou C, et al.
Br J Dermatol 2009 Nov 10.

Background: Infliximab, a chimeric monoclonal antibody, has been shown to be effective for moderate to severe
psoriasis. Clinical experience with long-term Infliximab therapy for psoriasis is accumulating, and it is therefore
important to share our experience with its use in real-life clinical practice.

Objective: To report our experience with Infliximab (Remicade((R)) - Schering Plough) for the treatment of moderate
to severe plaque psoriasis (and/or arthritis) from a single clinic in Greece. From August 2004 to March 2008, 62
patients presenting to our Clinic with moderate to severe psoriasis were treated with infliximab. Disease phenotype,
clinical course, disease severity and adverse events were assessed throughout the treatment period.

Results: Infliximab resulted in a reduction of median Psoriasis Area and Severity Index (PASI) of 70% at week 6
and 84.4% at week 14. Nineteen patients who have completed 1 year on infliximab treatment experienced sustained
efficacy with a median PASI improvement of 92.16% and a Physician’s Global Assessment (PGA) of «clear» or
«almost clear», while 9 patients have reached approximately 20 months of continuous therapy. All patients with
psoriatic arthritis showed marked improvement in their clinical symptoms following the 1st infusion. Eight patients
(12.9%) experienced adverse events that required discontinuation of treatment. There were no statistically significant
differences in PASI and Dermatology Life Quality Index (DLQI) scores between patients with arthritis and those
with only skin lesions, or between those who received methotrexate, either from the beginning or during infliximab
therapy, and those who did not receive methotrexate at all. Selected cases of interest are discussed.

Conclusions: The above data confirm previous reports that treatment with infliximab is an efficacious and safe
option for patients with moderate to severe plaque psoriasis (and/or arthritis). Long-term follow-up, continued
pharmacovigilance, and controlled comparative studies will be required to fully evaluate its use in psoriasis.
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Rupatadine and Its Effects on Symptom Control, Stimulation Time,
and Temperature Thresholds in Patients with Acquired Cold Urticaria

ball dge (L adl) cdy (palel) o slasdl B 4y Rupatadine e

Metz M, et al.
Ann Allergy Asthma Immunol 2010 Jan;104(1):86-92.

Background: Patients with acquired cold urticaria (ACU) show itchy wheals during cold exposure. This disturbing
condition involves histamine and platelet-activating factor in its pathogenesis. Rupatadine is a dual antagonist of both
histamine and platelet-activating factor.

Objective: To assess rupatadine efficacy in preventing reactions to cold challenge in patients with ACU.

Methods: A crossover, randomized, double-blind, placebo-controlled study in which 21 patients with ACU received
rupatadine, 20 mg/d, or placebo for 1 week each is presented. The main outcome was the critical stimulation time
threshold (CSTT) determined by ice cube challenge. Secondary outcomes included CSTT and the critical temperature
threshold assessed by a cold provocation device (TempTest 3.0), as well as scores for wheal reactions, pruritus,
burning sensations, and subjective complaints after cold challenge.

Results: After rupatadine treatment, 11 (52%) of 21 patients exhibited a complete response (ie, no urticaria lesions
after ice cube provocation). A significant improvement in CSTT compared with placebo was observed after ice
cube and TempTest 3.0 challenge (P=0.03 and P=0.004, respectively). A significant reduction of critical temperature
threshold (P<0.001) and reduced scores for cold provocation-induced wheal reactions (P=0.01), pruritus (P=0.005),
burning sensation (P=0.03), and subjective complaints (P=0.03) after rupatadine treatment were also found. Mild

105



Journal of the Arab Board of Health Specializations Vol.11, No 1, 2010

fatigue (n=4), somnolence (n=1), and moderate headache (n=1) were reported during active treatment.
Conclusion: Rupatadine, 20 mg/d, shows high efficacy and is well tolerated in the treatment of ACU symptoms.
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Perichondrium/Cartilage Composite Graft for Repairing Large
Tympanic Menbrance Perforations and Hearing Improvement
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Chen XW, et al.
Chin Med J (Engl) 2010 Feb;123(3):301-4.

Background: The main risk factors for postoperative failure in tympanoplasties are large perforations that are difficult
to repair, annular perforations, and a tympanic membrane (TM) with extensive granular myringitis that require middle
ear exploration and mastoidectomy. The aim of this study was to investigate a novel technique of perichondrium/
cartilage composite graft for repairing the large TM perforation in the patient of otitis media.

Methods: Retrospective chart reviews were conducted for 102 patients with large tympanic membrane perforations,
who had undergone tympanoplasty from August 2005 to August 2008. Tympanoplasty or tympanomastoidectomy
using a perichondrium/cartilage composite graft was analyzed. The tragal or conchal perichondrium/cartilage was
used to replace the tympanic membrane in patients.

Results: Patients aged from 13 to 67 years were followed up in average for 24 months (10-36 months). Seventy-
four ears (72.61%) were used the tragal perichondrium/cartilage as graft material and 27 ears (27.39%) were used
the conchal perichondrium/cartilage. Graft take was successful in all patients. Postoperative complications such as

106



Journal of the Arab Board of Health Specializations Vol.11, No 1, 2010

wound infection, hematoma, or sensorineural hearing loss were not identified. Nine patients (8.82%) had the partial
ossicular replacement prosthesis, 14 patients (13.72%) using the autologous curved incus and 79 patients (77.45%)
without prosthesis. Successful closure occurred in 92% of the ears. A total of 85.8% patients achieved a postoperative
hearing improvement.

Conclusions: The graft underlay tympanoplasty using perichondrium/cartilage composite is effective for the majority
of patients with large perforation. The hearing was improved even if the mastoidectomy was required in the patients
with otitis media with extensive granulation.
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Intravitreal Injection of Triamcinolone Combined with Bevacizumab for Choroidal Neovascularization
Associated with Large Retinal Pigment Epithelial Detachment in Age-Related Macular Degeneration
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El Matri L, et al.
Graefes Arch Clin Exp Ophthalmol 2010 Feb 19.

Purpose: To discuss the effect and outcome of a combined intravitreal triamcinolone acetonide (IVTA) injection

with intravitreal bevacizumab (IVB) in treating choroidal neovascularization (CNV) associated with large retinal
pigment epithelial detachment (PED) in age-related macular degeneration (AMD).
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Methods: Seven eyes (five patients) with CNV associated with large PED in AMD were treated by IVTA (4 mg/ 0.1
ml), followed by aIVB (1.25 mg/0.05 ml) 1 week later. Patients were evaluated for best-corrected visual acuity (BCVA)
and optical coherence tomography (OCT) at baseline, at 1 week and every 6 weeks. Fluorescein angiography (FA)
and indocyanine green angiography (ICG) were performed at baseline and every 3 months afterwards. Indications for
retreatment by combined injection were defined as persistent PED with subretinal and/or intraretinal fluid on OCT.
Patients with flattening of the PED and activity leakage demonstrated by OCT underwent subsequent [VB.

Results: The mean duration of follow-up was 11 months (range 9-14 months). BCVA at baseline averaged 20/125,
and 20/80 at the end of follow-up. FA showed no leakage from the lesion in four eyes at the end of follow-up, and
three eyes showed a decrease in leakage. Average central foveal thickness was (CFT) 325.7 microns at baseline
and 209.2 microns at the end. The average size of the PED was 2.34 disk diameters (range 1.33-3.25) at baseline,
and the PED disappeared in four eyes, while it decreased in size at the end in the remaining three. The subretinal
fluid disappeared in all patients at the end. The combined treatment (IVTA with IVB 1 week later) was repeated in
four eyes, and the number of [VB after combined injection ranged from one to three. No RPE tear appeared during
follow-up. Two eyes developed glaucoma controlled by topical medication. There were no other ocular or systemic
complications

Conclusion: Combined [VB and IVTA therapy seems to be an effective and safe procedure to treat CNV associated
with large PED in AMD.
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Anaesthesia & Intensive Care Medicine
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Intraoperative Administration of Dexmedetomidine Reduces the Analgesic

Requirements for Children Undergoing Hypospadius Surgery
cilabiay) Julis L8 da)al) JMA dexmedetomidine sUse) 513
il JdaY) maal dafad cpraldl) JUY) sie cliSaal) ga daSU)

Al-Zaben KR, et al.
Eur J Anaethesiol 2009 Nov 30.

Background: The present study was designed to assess whether an intraoperative administration of dexmedetomidine
would decrease the intraoperative and postoperative analgesic requirements for paediatric patients undergoing
hypospadius surgery.

Methods: Forty-eight children (American Society of Anesthesiologists-1) aged 1-12 years undergoing hypospadius
repair under general anaesthesia were randomly assigned into dexmedetomidine or placebo groups, D and P,
respectively. Group D received a loading dose of dexmedetomidine 1 mug kg after induction of anaesthesia, followed
by a continuous infusion at a rate of 0.7 mug kg h. Group P received a volume-matched 0.9% saline. Both groups
received fentanyl for intraoperative analgesia and intravenous morphine and oral paracetamol for postoperative
analgesia. For both groups, heart rate, blood pressure and fentanyl requirements were recorded intraoperatively.
During their stay for 2 h in the recovery room, heart rate, blood pressure, pain scores, behaviour scores and total
morphine requirements were recorded. After discharge from postanaesthesia care unit, paracetamol requirements
over 24 h were also recorded.

Results: Intraoperatively, the dexmedetomidine-treated group had significantly fewer fentanyl requirements, slower
heart rate and lower mean arterial blood pressure (P<0.001). In the postanaesthesia care unit, this group also consumed
significantly less morphine, had lower pain scores, lower behaviour score in the immediate postoperative period,
lower heart rates and mean arterial blood pressures when compared with the placebo group (P<0.001). Group D
consumed significantly less paracetamol than group P in the ward over 24 h.

Conclusion: Intravenous administration of dexmedetomidine intraoperatively during hypospadius repair in children
reduces intraoperative and postoperative analgesic requirements and lowers heart rate and blood pressure.
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