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Letter from the Editor

I just want to remind our readers that this journal appears every 3 months. We are receiving many scientific papers
for publication and short after sending the papers some authors contact us requesting a letter of acceptance.

I want to clarify the procedure we are following to publish any article in our journal.

Soon after we receive the paper, we select 2 and sometimes 3 referees to review the article. We ask the referees to
send their comments not later than 4 weeks after receiving the article, unfortunately some of the referees take much
longer time before they send us their comments and some referees do not even respond.

Sometimes one referee sends his comments in favour of publication, the other referee sends against publication,
which makes us to send the article to a third referee and based on his comments we accept or do not accept the article
for publication. This means that in order to accept any paper two referees must give favourable comments. On the
other hand if two referees give unfevourable comments then this paper is not going to be published.

Many of the comments we are receiving are concerning with the weakness of language and the style, and therefore
I would like to ask those who want their papers to be accepted for publication to write their papers according to the
instructions to the authors, which we publish in each issue and to write the article in good English or Arabic language
without mistakes.

The next step is to send the comments to the author, so that he or she can correct some of the writing according to
what the referees suggest.

I know that the procedure is lengthy, but we consider our journal as a scientific journal and consequently the
articles must be of good scientific quality.

Our aim, as I said in previous issues, is to make this jouranl registered in the index medicus and unless we publish
good quality papers free of mistakes we can not do that.

Based on that and due to the fact that this journal is published every three months, it is impossible to give a letter
of acceptance in less than three months and to publish the article in less than three to six months.

We are trying our best to make the whole procedure faster by using the E-mail in our correspondence with the
authors and the referees, and therefore I am asking the authors to send their articles through the E-mail when they
send the hard copies, and to provide us with their E-mails so that we can communicate with them much faster.

From this issue onwards you will notice that we have changed the cover page to the better I hope. You will
also notice that the name of Arab Board of Medical Specializations has been changed to the Arab Board of Health
Specializations. The change of the name was decided in the last Arab Health Ministers Meeting held in Damascus in
March 2009.

The Arab Board will deal in the future not only with medical specializations, but also with postgraduate programs

in nursing and other health specialities.

I want to thank all our authors for their input and our readers for their comments and last but not least all our
referees for their efforts.

Professor M. Hisham Al-Sibai
Editor-in-chief
Secretary General of the Arab Board of Health Specializations
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CLINICAL AND LABORATORY PREDICTORS OF ACUTE
BACTERIAL DIARRHEA
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ABSTRACT clinicians make appropriate diagnostic and therapeutic

decisions and diminish the burden of these illnesses. The

Objective: Diarrhea is one of the most common aim of this work is to determine the predictive utility

childhoodillnesses worldwide and exerts major financial
impact. The presence of gross blood or an inflammatory
response in the stool (leukocytes or lactoferrin)
significantly increases the chance for isolation of
invasive enteric bacteria. Improved knowledge of the
microbiologic etiology of childhood diarrhea could help

of certain clinical and stool parameters in diagnosing
bacterial diarrhea.

Methods: A prospective oneyear study was conducted
on 142 patients, below 5 years of age, with acute
diarrhea, in Babylon Maternity and Children Teaching
Hospital (Outpatient and Emergency department)

*Jasim M. Al-Marzoki, CABP, Department of Pediatrics, Babylon Medical College, Babylon University, Hilla-Iraq, Iraq.

E-mail: jasim_20042001@yahoo.com
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during the months of January to December 2007.

Results: The positive stool culture was yield in
64 patients (45.07%). The isolated pathogens were
Escherichia coliin 44 patients ( 68.7%), Shigella spp. in
14 patients (21.6%), and Salmonella spp. in 6 patients
(9.3%). The best predictive variable for a stool culture
positive for a bacterial pathogen was the presence of
fecal leucocytes, with a sensitivity of 92%, a specificity
of 75%, and positive and negative predictive values of
75% and 92%, respectively, with odd ratio of 36.6. The
next predictive variable was the presence of both fecal
leucocytes and fecal blood with a sensitivity of 88%, a
specificity of 82%, and positive and negative predictive
values of 76% and 91%, respectively, with odd ratio
of 36.1. The best historical factors for predictive
accuracies were abrupt onset, fever>38°C, abdominal
pain, frequent bowel motions and no vomiting before
the onset of diarrhea.

Conclusions: FExamination of stool for fecal
leukocytes and fecal blood is a rapid, reliable, and
inexpensive way to be the best method of predicting a
positive stool culture, while detecting a blood in the
stool only had high specificity with low sensitivity.

INTRODUCTION

Diarrhea is one of the most common childhood
illnesses worldwide and exerts major financial impact.'
Every child encounters at least one diarrheal episode.**
In the developed countries, the incidence of intestinal
infections ranges from 1.2 to 1.9 episodes per person
annually in the general population, and is higher in
the first 2-3 years of life. The incidence is greater in
developing countries, and in some tropical areas may
reach even 6—10 episodes per child annually in children
<3 years of age.*’

In vast majority of cases, acute diarrhea in children
is the sign of infection of the gastrointestinal tract.
In developed countries, most episodes, especially in
young children (<5 years of age), result from enteric
viral infections.®*’” The second prevalent group are
bacterial infections: Salmonella spp., Campylobacter
Jejuni, Shigella spp. and E. coli.3’ In developing world,
bacterial pathogens are more frequent in young children

(<5 years age), although rotavirus is also a major cause
of acute diarrhea.'’

Rapid onset of liquid stools with or without accom-
panying symptoms or signs such as nausea, vomiting,
fever and abdominal pain comprise a clinical picture of
acute diarrheal disease. The presence of gross blood or
an inflammatory response in the stool (leukocytes or
lactoferrin) significantly increases the chance for isola-
tion of invasive enteric bacteria.'"!?

The majority of episodes of acute infectious diarrhea
in children are mild and resolve spontaneously without
any specific antimicrobial treatment, hence no in-depth
diagnostic testing is usually required in acute, watery
diarrhea for the immunocompetent patient. Routine
stool cultures in acute diarrhea have a very low yield
(1.5-5.6%) and relatively high cost."

Improved knowledge of the microbiologic etiology
of childhood diarrhea could help clinicians make
appropriate diagnostic and therapeutic decisions and
diminish the burden of these illnesses. Here we describe
the results of a prospective study designed to determine
factors associated with identifying a pathogen on
evaluation of stools of children with diarrhea in inpatient
and outpatient settings.

AIMS

To assess the value of presenting history, physical
examination, and screening laboratory tests in predicting
whether diarrhea in a young child is associated with a
positive stool culture for a bacterial pathogen.

METHODS

Study population: A prospective one year study
was conducted on 142 patients below 5 years of
age with acute diarrhea in Babylon Maternity and
Children Teaching Hospital (Outpatient and Emergency
department) during the months of January to December,
2007.

Data collection: A standardized questionnaire,
designed to characterize the patient’s illness, addressed
the age, gender, type of diarrhea (watery or bloody),
vomiting, abdominal pain as well as diarrhea duration and
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the number of bowel motions in 24 hours. Questionnaires
were in arabic language. The questionnaires were
self-administered or, when the patient’s literacy level
necessitated, by an interpreter. The temperature was
checked by the interpreter, and the patient was regarded
to be febrile if the temperature was > 38°C.

Laboratory methods and data management:
Stool specimens were collected in escrow cap or by
rectal swabs and sent to the Babylon Maternity and
Children Teaching Hospital laboratory immediately and
inoculated on the susceptible available media.

Detection ofbacteria: Established culture techniques
were used to isolate bacterial enteric pathogens.
On receipt, stools were plated on MacConkey agar,
Salmonella-Shigella agar, Tetrathionate broth, Hekto
agar, and a swab from the stool was inoculated in alkaline
peptone water, then after 4-6 hours transmitted to TCBS
agar (for Vibrio cholera). All media were incubated at
37°Cinaerobic condition. These techniques are adequate
to identify and isolate Escherichia coli, Salmonella spp.,
and Shigella spp. Biochemical tests (Kliglar iron agar,
Simmon citrate, urease indole), were used to diagnose
genus of enterobacteria. Anti sera for shigella spp. and
Salmonella spp. were used also. There was no media for
detection and isolation for Campylobacter or Yersinia in
all the laboratories of Babil province, where the study
was done.

Additional laboratory investigation: Laboratory staff
recorded the presence of red blood cells by wet mount,
white blood cells by wet mount and Gram stain.

Statistics: A standard (2x2) table was constructed
according to the results of stool culture to calculate
the sensitivity, specificity, positive predictive value
(PPV), negative predictive value (NPV), and odd-
ratio. Chi-square test was applied to detect the level of
significance, where the 5% level was chosen as a level
of significance.

RESULTS

From the total 142 patients with acute diarrhea,
who were enrolled in this study, the male children
were 85, and the females were 57, with male:female
of 1.49:1. The positive stool culture was yield in
64 patients (45.07%), where it is positive in 40
male patients (47%), and 24 females (42.1%). One

hundred twenty seven patients had watery diarrhea,
and their stool cultures were positive in 54 patients
(42.5%). The bloody diarrhea was demonstrated in 15
patients, and their stool specimens were positive in 10
patients (66.6%). The isolated pathogens were E.coli
in 44 patients (68.7%), Shigella spp. in 14 patients
(21.6%), and Salmonella spp. in 6 patients (9.3%).
The age of patients was ranging between (1-48) months,
with mean+SD=24.5+£12.2 months, and most of them
were below two years (85.2%), and the positive stool

120 -

No. of patients with
100 - positive stool culture

m Total No. of patients

17
I :

13-24 25-36 37-48

36
80 -
60 -
40
20 -
0 J
1-12

Figure 1. Age distribution of patients.

Patients No.

Age (months)

culture was detected in (82.8%) of them, as shown in
Figure 1.

The duration of diarrhea was ranging between (1-12
days) with meantSD=4.78+2.27 days, and most of the
patients had diarrhea of less than one week duration
(80.2%), with positive stool culture in (79.6%), Figure
2. The frequency of passing stool per day was ranging
between 1-16 days with mean+SD=6.20+2.77/day,
where 80% of patients had a frequency of 1-8 times/
day with positive stool culture in (73.4%), Figure 3. The
best predictive variables for a stool culture positive for a
bacterial pathogen was the presence of fecal leucocytes,
with a sensitivity of 92%, a specificity of 75%, and
positive and negative predictive values of 75% and 92%,
respectively, with odd ratio of 36.6; and presence of
both fecal leucocytes and fecal blood with a sensitivity
of 88%, a specificity of 82%, and positive and negative
predictive values of 76% and 91%, respectively, with
odd ratio of 36.1. Temperature equal or greater than
38°C had sensitivity of 71% and specificity of 38%,
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1 No. of patients with 1 No. of patients with
100 - positive stool culture 100 - positive stool culture
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2 9
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0 - 0 - -
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Duration of diarrhea (days) Frequency of passing stool / day
Figure 2. Distribution of patients according Figure 3. Distribution of patients according to the
to the duration of diarrhea. frequency of passing stool per day diarrhea.
No . of patient
. Total No. of | 0, O PEICNS | g sitivity | Specifity | PPV | NPV | 0Odd
Characteristics . with positive . p-value
patients % % % % ratio
stool culture
Fecal leucocytes
Yes 78 59 92 75 75 92 36.6 <0.001
No 64 5
Fecal blood
Yes 52 38 60 82 73 72 7.05 >0.05
No 90 25
Fecal leucocytes and
blood
Yes 50 38 88 82 76 91 36.1 <0.001
No 62 5
Vomiting
Yes 65 27 42 51 41 53 0.7 >0.05
No 77 36
Fever
>38°C 94 46 71 38 48 62 1.59 <0.001
<38°C 48 18
Abdominal pain
Yes 87 46 71 47 52 67 2.3 <0.001
No 55 18

Table 1. History and examination at presentation and microbiology results
with their predictive variables.
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and positive and negative predictive values of 48% and
62%, respectively, with odd ratio of 1.59. Abdominal
pain had sensitivity of 71% and specificity of 47%, and
positive and negative predictive values of 52% and 67%,
respectively, with odd ratio of 2.3. The least predictive
variable for a positive stool culture was vomiting with
a sensitivity of 42%, a specificity of 51%, and odd ratio
of 0.7, Table 1.

DISCUSSION

There are no published studies from Iraq on this
subject. This study was conducted to assess the
value of history, physical exami-nation, and screening
laboratory tests in predicting whether diarrhea in a
young child is associated with a stool culture positive
for a bacterial pathogen. There was no media for
detection and isolation for Campylobacter or Yersinia
in all the laboratories of Babil province, where the study
was done. Enteropathogens were isolated from 45.07%.
Escherichia coli was the commonest (68.7%) followed
by Shigella spp. (21.6%) and Salmonella spp.(9.3%),
while in other study, the commonest pathogens were
Escherichia coli followed by Salmonella typhi murium,
Vibrio cholerae and Shigella flexneri.'*

The best predictive variable for a stool culture positive
for a bacterial pathogen in this study was the presence
of fecal leucocytes, which is about to be similar to other
studies with a sensitivity of 85%, a specificity of 88%,
and positive and negative predictive values of 59% and
97%, respectively.'>'® A study done on children below
five years with bloody diarrhea, showed that fecal
leucocytes had (sensitivity = 55.3%, specificity=92.4%,
positive predictive value = 41.3%, negative predictive
value =95.5%, p=0.0000)."” The next predictive variable
was the presence of both fecal leucocytes and blood in
the stool. The presence of blood in the stool only had
high specificity and low sensitivity, which was similar
to other study.'® The best historical factors for predictive
accuracies were abrupt onset, fever>38°C, abdominal
pain, frequent bowel motions and no vomiting before
the onset of diarrhea. Improved knowledge of the
microbiologic etiology of childhood diarrhea could help
clinicians make appropriate diagnostic and therapeutic
decisions and diminish the burden of these illnesses.

CONCLUSIONS

Examination of stool for fecal leukocytes and fecal
blood is a rapid, reliable, and inexpensive way to be
the best method of predicting a positive stool culture,
while detecting a blood in the stool only had high
specificity with low sensitivity. Abrupt onset, fever
>38°C, abdominal pain, frequent bowel motions and
no vomiting before the onset of diarrhea are the best
historical factors for predictive accuracies of a positive
stool culture.

ACKNOWLEDGMENT

The author greatly thanks Mr. Hamza Al-Awadi
(Babylon maternity and children teaching hospital
laboratory, microbiological unit), for his cooperation in
this study.

REFERENCES

1. Avendano P, Matson DO, Long J, et al. Costs associated
with office visits for diarrhea in infants and toddlers.
Pediatr Infect Dis J 1993,12:897-902.

2. World Health Organization. World Health Report 1997:
conquering suffering, enriching humanity. Report of the
Director-General. Geneva: World Health Organization,
1997.

3. Bern C, Martines J, de Zoysa I, et al. The magnitude
of the global problem of diarrhoeal disease: a ten year
update. Bull WHO 1992;70:705—14.

4. Glass Rl, Lew JE Gangarosa RE, et al. Estimates of
morbidity and mortality rates for diarrhoeal diseases in
American children. J Pediatr 1991;118:527-33.

5. Kotloff KL, Winickoff JP, Ivanoff B, et al. Global
burden of Shigella infections: implications for vaccine
development and implementation of control strategies.”.
Bull WHO 1999;77:651-66

6. Phavichtir N, Catto-Smith AG: Acute gastroenteritis in
children. What role for antibacterials?. Pediatric Drugs
2003;5:279-90.

7. Kapikian AZ. Viral gastroenteritis. JAMA 1993;269:
627-30.

8. Cohen MB. Etiology and mechanisms of acute infectious
diarrhea in infants in the United States. J Pediatr 1991;
118:534-39.



_ Journal of the Arab Board of Health Specializations Vol.10; N_

9.

10.

11.

12.

13.

Mrukowicz JZ, Krobicka B, Duplaga M,
Epidemiology and impact of rotavirus diarrhoea in
Poland. Acta Paediatr 1999;426:53—60.

Chalmers RM, Salmon RL. Primary care surveillance for
acute bloody diarrhea, Wales. Emerg Infect Dis 2000;6:
412—-14.

Talan DA, Moran GJ, Newdow M, et al. Etiology of bloody
diarrhea among patients presenting to US emergency

et al.

departments: prevalence of E.coli O157:H7 and other
enteropathogens. Clin Inf Dis 2001,32:573-80.

Huicho L, Campos M, Rivera J, et al. Fecal screening
tests in the approach to acute infectious diarrhea: a
scientific overview. Pediatr Infect Dis J 1996;15:486—
94.

Guerrant RL, van Gilder T, Steiner TS, et al. Practice
guidelines for the management of infectious diarrhea.
Clin Inf Dis 2001,32:331-50.

14.

15.

16.

17.

18.

Jindal N, Arora S. Role of faecal leucocytes in the
diagnostic evaluation of acute diarrhea. Indian J Med
Sci 1991 Oct;45(10):261-4.

DeWitt TG, Humphrey KF, McCarthy P Clinical
predictors of acute bacterial diarrhea in young children.
Pediatrics 1985,76(4):551-6.

Ascher DP, Edusada-Corpus R. Clinical and laboratory
predictors of bacterial diarrhea in a tropical environment.
Mil Med 1991 Feb;156(2):74-6.

Patwari AK, Deb M, Dudeja M, et al. Clinical and
laboratory predictors of invasive diarrhea in children
less than five years old. J Diarrhoeal Dis Res 1993
Dec;11(4):211-6.

Bardhan PK, Beltinger J, Beltinger RW, et al. Screening
of patients with acute infectious diarrhoea: evaluation
of clinical features, faecal microscopy, and fecal occult
blood testing. Scand J Gastroenterol 2000 Jan;35(1):54-
60.



-: Journal of the Arab Board of Health Specializations Vol.10,"No _

Original Article Jeo! £ 5590

PREVALENCE OF NUTRITIONAL RICKETS AMONG CHILDREN
PRESENTING TO SAM HOSPITAL IN SANA’A CITY, YEMEN
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ABSTRACT

Objective: To study the prevalence, treatment and
prevention of nutritional rickets among children
presenting to Sam hospital in Sana’a city.

Methods: Record-based descriptive study was done
in Sam hospital in Sana’a city during one year from
1 May 2007 to 31 April 2008. Out of 10800 patients
seen for different causes through that period, 114

(1.05%) had one or more symptoms and/or signs of
rickets such as wide fontanel, delayed teething, rosary
rickets, bow legs,...etc. Those patients subjected to
radiological investigations (wrist X-ray), and few of
them to laboratory investigations (alkaline phosphatase,
calcium and phosphorus). Data about age and sex were
also collected.

Results: Age group of the patients was 0-3 years.
Total patients were 10800, (6060 males, 4740 females).

*Mabrook Aidah Bin Mohanna, MD, (DCH, FICMS) Assistant Professor, Department of Pediatrics, Faculty of Medicine and Health Sciences, Sana’a Univer-

sity. P.O.Box 18660. E-mail. mabrookmohanna@yahoo.com.
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Patients who had one or more symptoms and/or signs
of rickets were 114 (1.05%) (78 males, 36 females),
of those 80 (70.2%) confirmed diagnoses as rickets
by radiological, and laboratory investigations. Thirty
two patients out of 88 were in age group between 6-12
months, in addition to 32 patients in age group between
1-1.5 years.

Conclusions: The majority of the patients were
males, the prevalence of nutritional rickets was very
high, common in age 6-18 months.
problem among children in Sana’ a city, hence immediate
treatment, by sufficient dose of vitamin D and calcium,
while prevention is throughout encouragement of
mothers, children and infants to exposed to sunlight and
to take diet rich in vitamin D and calcium.

It is a common

INTRODUCTION

Nutritional rickets remains prevalent among infants
and young children in many areas of Asia, North
America, and northern Europe, despite the availability of
sufficient sunlight. The disease persists to be problematic
among infants in many communities, particularly
among infants who are completely breast-fed, infants
and children of dark-skinned, infants and their mothers
in the Middle East, and infants and children in many
developing countries in the tropics and subtropics areas.
Vitamin D deficiency leftovers the main cause of rickets
among young infants in most countries, since breast
milk is low in vitamin D and its metabolites, and social
and religious customs and/or climatic conditions often
prevent enough ultraviolet light exposure.!?

Nutritional rickets is considered to be the most
common non-communicable disease of children. Over
one billion humans have inadequate circulating levels
of vitamin D, and dietary insufficiency of calcium is
common in developing countries. Rickets can be owing
either to primary lack of vitamin D or calcium or to
combined deficiencies of both elements. Even without
laboratory and radiologic resources, the diagnosis of
rickets is considered clinically when a child presents
with limb deformities and has beaded ribs and broadened
wrists and ankles. Apparently healthy children living
in areas where rickets is common have risk factors for
rickets and a small percentage will have evidence of

biochemical rickets.!?

Nutritional rickets is a multifactorial condition.
Among these, lack of exposure to sunlight, long-
standing breast feeding without supplementation and
insufficient weaning practices are important. Maternal
education is important as it can influence all of the above
factors.* Avoidance is probable throughout increased
sun exposure and dietary improvement. Treatment of
nutritional rickets through sufficient vitamin D and
calcium. Further research is needed to clarify the precise
epidemiology of vitamin D and calcium deficiencies in
developing countries, to determine the roles of additional
pathologic factors contributing to the development and
morbidity of rickets, to improve reasonable and feasible
means of diagnosing rickets in resource-limited areas,
to recovered target at-risk populations for preventive
interventions, to identify accurate dosing and delivery of
therapeutic interventions, and to evaluate the long-term
consequences of vitamin D and calcium deficiencies in
childhood.?

Rickets in children has been well-known as a persistent
worldwide health concern largely through published case
series, retrospective chart reviews at local institutions
and cross-sectional studies.>® Reports have noted cases
not only from regions with more limited sunshine, such
as New Zealand,'® the United Kingdom' and the United
States,” but also from sunnier regions such as Africa,'?
Saudi Arabia’® and Australia.'® Lack of sunlight exposure
(even at low latitudes), breast-feeding, darker skin and
recent immigration are the most common risk factors in
these reports.

Nutritional rickets seems to be a common problem
among infants in Jordan. Further studies at national
level are needed to determine the prevalence of rickets
in Jordan. Rachitic infants are commonly hospitalized
due to lower respiratory tract infections, thus there is a
high index of suspicion for rickets among hospitalized
infants with lower respiratory tract diseases.'

Nutritional rickets was epidemic among infants and
young children in many areas of Asia, North America,
and northern Europe. With the detection of the role
of ultraviolet light (sunlight) in curative vitamin D,
deficiency rickets,'> efficient economical methods of
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preventing and treating nutritional rickets became
available. Despite these developments, rickets remains
a major public health problem in many developing
countries'?® and its prevalence is accounted to be
increasing in several developed countries.?'?

The aim of the study to determine the prevalence,
treatment and prevention of nutritional rickets among
children presenting to Sam hospital in Sana’a city,
Yemen.

METHODS

Record-based descriptive study was done in Sam
hospital Sana’a city during one year from 1/May/2007
to 31/April/2008. The hospital provides services to the
community through outpatient clinics and admissions
and receives patients from Sana’a city, surrounding areas
and sometimes from other governorates, beside referred
cases from private clinics. Out of 10800 patients seen
for different causes through that period 114 (1.05%) had
one or more symptoms and/or signs of the rickets, such
as wide fontanel, delayed teething, rosary rickets, bow
legs, and widened wrists and ankles, etc. Those patients
subjected to radiological investigations, and a few of
them to laboratory investigations according to the ability
of the family to pay for the investigations, to the doctor
who received the patients. Sometimes, many children
even without laboratory and radiologic resources, but
the diagnosis of rickets was considered clinically when
a child presented with limb deformities and had beaded
ribs and broadened wrists and ankles. Radiological
investigations such as left wrists X-ray which were
considered positive when there were a manifestations
of rickets (widening, fraying and cupping). Laboratory
investigations considered positive when alkaline
phosphatase was high, calcium was normal or low, and
phosphorus was low. Data about age and sex were also
collected.

RESULTS

Age group of the patients was 0-3 years. Total number
of patients were 10800, (6060 males, 4740 females).
Patients that had one or more symptoms and/or signs
of rickets were 114 (1.05%) (78 males, 36 females),
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of those 80 (70.2%) confirmed diagnoses as rickets
by radiological examinations (left wrist X-ray), and
laboratory examination (alkaline phosphatase, calcium
level, and phosphorous level). Thirty two patients aged
between 6-12 monthes years, and another 32 between
1-1.5 years, see Table 1.

Age group Males Females Total
<6 months 7 2 9 (11.25%)
6-12 months 21 11 32 (40%)
1-1.5 years 22 10 32 (40%)
1.5-3 years 5 2 7 (8.75%)
Total 55 (68.75%) | 25 (31.25%) | 80 (100%)

Table 1. Frequency of nutritional rickets
according to ages.

DISCUSSION

In this study, presenting males with nutritional rickets
were more than females. This can be attributed to the
fact that many families in Yemen prefer males than
females, so they bring them early for medical advice.

Age group of the patients was 0-3 years. This is the
age of breast feeding, and the majority of the infants
in Yemen are on breast feeding. The breast milk is low
in calcium and vitamin D. Breast milk is indisputably
the ideal food for infants; however, breast milk typically
contains about 25 IU or less vitamin D per litre,**?” which
is insufficient for rickets prevention. Although there is
evidence that limited sun exposure may prevent rickets
in some breast-fed infants,”®* concern over the health
risks of sun exposure have led to the recommendation
that all breast-fed infants receive supplemental vitamin
D (400 1U/d). It is recommended that breast-fed infants
who reside above the 55th latitude in Canada or in
areas at lower latitudes that have a high incidence of
vitamin D deficiency receive 800 [U/d during the winter
months.3

In this study, the prevalence of nutritional rickets,
which was confirmed by radiological and/or laboratory
investigations, was very high, although not all children
who were clinically suspected to have rickets had
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confirmed diagnoses through radiological or laboratory
investigations. This may be due to multifactorial causes,
cold weather (Sana’a city 2100 meters above sea level),
the mothers are completely covered by cultural use of
protective clothing, minimal exposed to sunlight, many
of them had closely spaced pregnancies, prolonged
lactation, and took poor diet in vitamin D and calcium. An
infant born to a vitamin D deficient mother may develop
hypocalcemia from vitamin D deficiency within the first
week of life. Tetany and nutritional vitamin D deficiency
are rare now, but the latter occasionally develops in a
breast-fed infant whose mother was unaware of human
milk’s vitamin D deficiency and does not provide
supplementary vitamin D.3!** Dietary calcium intake
depends on the consumption of dairy products, almonds
and sardines and leafy green vegetables. The primary
method of prevention is to ensure maximum peak
bone mass by providing optimal calcium intake during
childhood and adolescence.?!

In this study, the children who were clinically had
manifestation of rickets radio logical examination, and
a few of them laboratory investigations, that many
families were poor and unable to pay for investigations,
and sometimes the diagnosis of rickets was considered
clinically when a child presented with limb deformities
and had beaded ribs and broadened wrists and ankles.

The current study revealed that nutritional rickets was
more in age 6-18 months. This can be explained by the
fact that many parents search for medical advice only
when there are frank clinical manifestations of rickets
such as wide fontanel, delayed teething, rosary rickets,
bow legs, and widened wrists and ankles ...etc.

CONCLUSIONS

In conclusion, the prevalence of nutritional rickets is
very high and it was more in age 5 to 18 months. Itisa
common problem among children in Sana’ a city, hence
immediate treatment, by sufficient dose of vitamin D and
calcium, while prevention is throughout encouragement
of mothers, children and infants to exposed to sunlight
and to take diet rich in vitamin D and calcium, in
addition to attention to maternal vitamin D status
during pregnancy and lactation, are warranted. Further
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studies at national level to determine the prevalence of
nutritional rickets in Yemen are needed.
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CHANGING PATTERNS OF THYROID PATHOLOGY
AND TRENDS OF SURGICAL TREATMENT
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ABSTRACT

Objective: To give an idea about thyroid diseases in
Iraq and the change in the behavior of the diseases and
the trends of the surgeons toward more radical surgery.

Methods: Two hundred and twenty four patients were
operated upon by the same surgeon during 15 years
period. Those patients were divided into two groups
(group I from June 1990 up to June 2000) and (group I1
from June 2000-June 2005).

Results: Female to male ratio was 3.3:1. The
most common presentation among both groups was
Multinodular goiter (MNG) 76.8%. Toxic goiter was
recorded in 24% of patients with increase among group

1l patients. A significant effect of stress on the increasing
incidence of thyrotoxicosis was elicited in more than
50% of patients with thyrotoxicosis. Malignant thyroid
tumors constituted 8.5% of the diseases and they were
mostly papillary carcinoma. There was an increase in
the incidence of malignant thyroid tumors among group
11 patients (2.65% in group I versus 13.5% in group
1l). The trend toward more radical surgery was evident
among group Il patients.

Conclusions: Thyroid malignancy and thyrotoxicosis
are increasing in our country and stress factor might
play a role in this rise. Due to the previous changes,
the surgeon attitude had changed toward more radical

surgery.

*Tharwat 1. Sulaiman, FRCSI, CABS, Department of Surgery, Baghdad University, Baghdad, Iraq. E-mail: tharwatsulaiman@yahoo.com.
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INTRODUCTION

Thyroid diseases are common allover the world,
but the incidence of different pathologies was variable
depending on many factors like iodine deficiency or
replacement. It was evident that there were changes
in the pathology in developing countries where there
is a definite increase in the incidence of differentiated
thyroid cancer.! Papillary carcinomais the most prevalent
endocrine malignancy, and the reported incidence of
papillary carcinoma has more than doubled in many
countries during the past half century.??

In recent years, there have been also many reports
about the possible association between stressful life
events (SLEs) and onset of Grave’s disease (GD).**

Surgery for differentiated thyroid malignancy should
be more radical, but controversy remains regarding the
best surgical approach for toxic Multinodular goiter®
(MNG) or for bilateral benign MNG.”

In this study, we tried to outline some features of
thyroid diseases in Iraq, and elucidate whether there
was a change in the behavior of the diseases and
clinical types. The effect of stress on the incidence of
thyrotoxicosis was studied and compared to the effect
in other countries. Subsequently, we tried to find the
change in surgical management trends during this period
of 15 years.

METHODS

This is a prospective review involving 224 patients
with thyroid diseases operated upon by a single surgeon
during 15 years period from June 1990 till June 2005.
The patients were seen in a private clinic and operated
upon either in Baghdad teaching hospital or Hammad
Shihab teaching hospital or in private hospitals. About
thirty patients were dropped from the study due to
incomplete data. The patients were divided into two
groups; group I (GI) included (105) patients managed
during the period from June 1990 till June 2000, and
group II (GII) included (119) patients managed between
June 2000 till June 2005.

For each patient, a special form was filled with
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information including age, residency, personal history,
family history of thyroid disease, history of thyroid
problem, results of physical examination, investigations,
and the type of surgery performed with the results of
histopathology. Special attention was given to the age,
sex, history of stress in thyrotoxic patients, type of
surgery and complications. Stressful life events (SLEs)
were investigated as those events which put the patient
under high stress like the death of one of the relatives, job
loss, or severe psychological trauma. Hormonal assay
including T3, T4, TSH was done, while thyroid scan
was done for few patients due to unavailability. Ultra
sound study with Doppler (very late cases) was done to
most patients in GII and few patients in GI because it
was not available at the early years of the study.

RESULTS

The total number of patients was 224 patients with
females constituted the majority of patients (172
patients, 76.8%) as compared to male patients (52
patients, 23.2%), with more females in GII as compared
to GI which was not statistically significant (Table 1).

Group [ Group II Total
No. % No. % No. %
Male 32 | 30.5% | 20 | 16.8% | 52 | 23.2%
Female | 73 | 69.5% | 99 | 83.2% | 172 | 76.8%
Total 105 119 224

Male: female=1:3.3, p=<0.005

Table 1. Distribution of thyroid diseases
according to sex.

The majority of patients in both groups were resi-
dents in Baghdad and central governorates of Iraq, as
97 patients (92.4%) in GI and 100 patients (84%) in GII
were from these parts of the country.

Clinically the most common presentation was
multinodular goiter (MNG), which was the presenting
type in 172 patients (76.8%) followed by clinically
solitary nodule in 34 patients (13.2%) (Table 2). There
was less cases of Solitary Nodule (SN) in GII as
compared to GI while the opposite was true for MNG.
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Group | Group 11 Total
No. % | No. % | No. %
Solitary | oy | 51 | 12 | 101 | 34 | 152
nodule
Diffuse goiter | 8 | 7.6 | 10 | 84 | 18 | 8
Multinodular | 25 | 714 | 97 | 815|172 | 768
goiter
Total 105 119 224

Table 2. Clinical presentations of goiter by study
groups.

Thyrotoxicosis was present in 54 patients (24%)
being more frequent among GII patients (Table 3). In
GI, thyrotoxicosis was present in 21% of the patients,
while in GII it constituted about 27% of the patients,
this difference was not statistically significant. Toxic
MNG was present in 18 patients (82.2%) in GI, while it
was less common in GII found in 21 patients (65%). On
the other hand, toxic Diffuse Goiter (DG) was higher
in GII, as it was found in 9 patients (28.2%) compared
to 3 patients (13.65%) in GI. There was no difference
between the two groups regarding the occurrence of
toxic SN as it was found in only one patient (4.5%) in
GI and in two patients (6.2%) in GII. (Table 4).

Group I Group II Total

No. % No. % No. %

Toxic 22 21 32 27 54 24
Non toxic 83 79 87 73 170 76
Total 105 119 224

Table 3. Thyrotoxicosis among GI and GII.

The occurrence of thyrotoxicosis in GI was
comparable in males (10 patients, 45.5%) and females
(12 patients, 54.5%), while in GII it was much higher

in females (28 patients, 87.5%) as compared to male
patients (4 patients, 12.5%). In general, male:female
ratio was about 1:3, most of the patients with toxic
goiter were below 40 years of life (46 patients, 82.1%)
with no much difference between the two groups (GI
and GII).

Definite history of stressful life events was linked
to the establishment of thyrotoxicosis in 7 out of 22
patients with thyrotoxicosis (31.2%) in GI, as compared
to the much higher prevalence in GII as it was present
in 15 out of 32 patients with thyrotoxicosis (46.9%) in
GIL.

Thyroid malignancy was diagnosed in 19 patients
(8.5%). The majority of whom were females (13
patients, 68.4%). Most of malignant tumors were
papillary carcinomas (17 patients, 89.5%). Malignant
tumors of thyroid were much more common among GII
patients (Table 5) (p=<0.005). All the malignant tumors
in GI were papillary carcinomas and all of them were
diagnosed postoperatively because there was no facility
to do FNA at that time. One patient in GI presented with
solitary nodule with no lymph nodes metastasis while
the other two patients presented as MNG and one of
them had lymph nodes metastasis.

Other types of malignant tumors were diagnosed in
GII. Follicular carcinoma was recorded in one patient
and non Hodgkin’s lymphoma in other patient and two
patients had follicular variant of papillary carcinoma.
Metastasis of papillary carcinoma to the cervical lymph
nodes in GII was recorded in seven patients; four of
them presented primarily with palpable cervical lymph
nodes which were proved to be metastatic papillary
carcinoma. In one patient with follicular carcinoma the

Male Female Multinodular Goiter | Solitary Nodule Diffuse Goiter Total
No. % No. % No. % No. % No. % No. %
GI | 10 | 455 12 54.5 18 82.6 4.5 3 13.6 22 21
Gl | 4 12.5 28 87.5 21 65.6 2 6.2 28.2 32 27

Table 4. Distribution of thyrotoxicosis by sex, type of goiter and groups.
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metastasis was to the pelvic soft tissue as he presented
with large gluteal soft tissue mass and FNA yielded
adenocarcinoma. Thorough investigations proved the
mass to be metastatic follicular carcinoma of thyroid
origin.

Type of GI=105 GII=119 Total=224
tumor No. % | No. % No. %
Papillary 3 (265 14 | 118 | 17 | 7.14
carcinoma
Follicular 1 _ 1168 | 1| 044
cacimoma
Lymphoma - 1 1.68 1 0.44
Total 3 | 265| 16 | 13.44 | 19 | 85

Table 5. Types of malignant thyroid tumors by groups.

Cases of malignant tumors in both groups were
equally distributed between central part of Iraq and
southern parts as there were 9 patients from the central
part of Iraq and another nine patients from the southern
part of Iraq. Only one patient with malignancy was
from the northern part. All the patients involved in
this study underwent surgical treatment and the types
of surgery were either subtotal thyroidectomy, near
total thyroidectomy, or total thyroidectomy. The most
common operation was subtotal thyroidectomy in both
groups (80.75%), more commonly used in GI (93.3%).
Near total thyroidectomy was more common in GII
(29.9%) (p=<0.005), while total thyroidectomy was
used only in 4 patients (3.4%) in GII (Table 6).

GI GII Total cases
Procedure
No. % | No. % No. %
Subtotal 98 | 93.3 | 83 | 69.75 | 181 | 80.8
thyroidectomy
Near total 7 166 | 32| 269 | 39 | 174
thyroidectomy
Total
thyroidectomy ) ) 4 34 4 1.8

Table 6. Types of surgical operations in GI and GII.

The incidence of complications varied between the
two groups (Table 7). Simple wound haematoma was
the commonest complication and it was more common
among GII patients. Other mild complications like
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stitch abscess or granuloma were less common. Serious
complications in the form of recurrent laryngeal nerve
palsy occurred in five patients; four of them were
in GII. Two of those in GII had bilateral recurrent
laryngeal nerve palsy following surgery for third time
recurrent goiter in one patient and following near total
thyroidectomy for non Hodgkin’s lymphoma in the
other patient. Both patients were managed by temporary
tracheoastomy for few weeks with eventual cure.

Temporary hypocalcemia was detected in 6 patients;
five of them were among GII. They were managed by
supplementation of calcium for few days. Only two
patients required one Alpha tab (alphacalcidol) for few
weeks with resultant cure. Three of those with temporary
hypocalcemia developed symptoms of hypocalcemia
following surgery for toxic goiter.

Recurrent goiter was seen mostly in GI, while it
could not be assessed in GII because many patients
failed to show for follow up. Recurrent thyrotoxicosis
was equally distributed among the two groups.

. GI GII Total
Complications
No. | % No. % | No. | %
 Wound 1095 | 9 75 | 10 | 45
aematoma
Unilateral
recurrent 1| 095 2 17 13 13
laryngeal
nerve palsy
Bilateral
recurrent -] - 2 17 | 2 |09
laryngeal
nerve palsy
Superior
laryngeal - - 4 34 4 1.8
nerve injury
Hypocalcemia | 1 | 0.95 5 4.2 6 |27
Stitch 4 | 38 1085|522
granuloma
Recurrent 3 | 2.85 | unknown - - -
goiter
Recurrent 5 | 19 2 17 | 4 |18
thyrotoxicosis
Keloid 2 1.9 2 1.7 4 |18

Table 7. Distribution of postoperative complications by
groups.
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DISCUSSION

In the present study thyroid diseases were more
common in females as compared to males; a finding
consistent with many previous studies.®!* This female
preponderance did not change during the study period.
The possible explanation for this result is the increase
need for iodine by females especially during puberty,
pregnancy and lactation, and possibly the dietary iodine
deficiency which is the case in many countries among
which is Iraq.

The most common clinical presentation was
Multinodular goiter (MNG) in the form of colloid MNG
or toxic MNG in both groups, although in recent years
there was a slight increase in the occurrence of diffuse
goiter especially diffuse toxic goiter (Grave’s disease),
but there was also increase in the occurrence of MNG.

This high occurrence of MNG in Iraq is nearly similar
the neighboring countries like Turkey.!* In South Korea,
as a representative of Asia, a national study adopted
WHO classification revealed adenomatous goiter as
the most common followed by follicular adenoma and
lastly carcinoma.'®!" These findings were not supported
by the European figures, a higher incidence of solitary
nodules (about 50%) was registered as compared to
MNG (40%).°

In Africa, different studies revealed different results.
In a study carried in Uganda, diffuse colloid goiter was
twice as common as nodular goiter,'> while in Guinea
the studies showed solitary nodule to be the most
common clinical diagnosis."" In Ethiopia, MNG made
up the majority of thyroid diseases (54.2%)."® These
differences can be explained by different levels of iodine
in the diet which might play a role in the pathogenesis
of nodular goiter.

Thyrotoxicosis was common among patients in
the present study; in addition, there was a significant
increase incidence of thyrotoxicosis over the years
of the study especially among female patients. A
similar increase in thyrotoxicosis was also detected
in other countries especially in Africa like Nigeria,'
Ethiopia,' and Uganda.”® The increasing occurrence of
thyrotoxicosis in these countries was attributed to the
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increasing use of iodized salt to combat endemic goiter,
a cause which might play a role in Iraq where iodized
salt was introduced during the last two decades.

Despite that, we feel that stressful life events (SLEs)
might be a more significant trigger for thyrotoxicosis
especially among patients who already had goiter.
This study was carried over a very stressful period in
the history of Iraq, characterized by war and economic
sanction. These events put a severe burden on Iraqi
people, so we propose, as suggested by previous workers
in the field from different countries also subjected to
the stress of similar events as in Serbia, Nigeria, or
Portugal that stressful life conditions might be the cause
of increase incidence of thyrotoxicosis.*>!>14

The current study demonstrated that increase
occurrence of thyrotoxicosis was mainly among
patients with diffuse goiter (Grave’s disease), a fact
that was stressed upon by Matos —Santos et al*® in
two studies proving a relationship between Systemic
Lupus Erythematosus (SLEs) and diffuse goiter. They
attributed the association between Grave’s disease and
stress to the effect of SLEs on immune system of the
patients. They also demonstrated that SLEs do not seem
to have any conclusive relationship with the onset of
toxic MNG.

In Serbia which had passed through similar war
conditions and stress, Panskovic N, et al also reported
increase incidence of Grave’s disease and he also put
SLEs as one of the provoking factors.

Another finding in the present study, which we
couldn’t detect in other studies, the fact that most of the
patients with thyrotoxicosis were below the age of 40.
This finding might also support the assumption of the
effect of stress on the development of thyrotoxicosis, as
people in this age group are usually suffer more than
other age groups from the stress of life events.

The increasing occurrence of thyrotoxicosis in
female patients in the present study might also support
this assumption. Due to the situation of war and military
action, women became increasingly responsible for
daily life activities which put them under higher stress



-HS: Journal of the Arab Board of Health Specializations Vol.10, No:23 2_

as compared to the normal situation where they had a
more relaxed life style.

The second important finding of the current study
was the changing incidence of malignant tumors of
thyroid gland. Papillary thyroid carcinoma (PTC) is the
most prevalent endocrine malignancy, and the recorded
incidence of PTC has been more than doubled in many
countries, especially in the West, during the past half
century.>*#

In Ireland, studies showed a breakdown of thyroid
carcinoma over a 10 year period in which also
papillary carcinoma was the most common thyroid
malignancy.”? In Ukraine, the results of studies
following Chernobyl accident showed an increase in
papillary microcarcinoma."

The present study had shown a statistically significant
rise in the cases of thyroid malignant tumors over the
period of the study and papillary carcinoma was the
most frequently detected type.

In other Asian countries as in Sirelanka,' a similar
preponderance of papillary carcinoma was reported with
decreasing incidence of anaplastic carcinoma which
was attributed to the use of iodized salt, but a similar
conclusion can not be made from the present study as
anaplastic carcinoma was not reported .

The occurrence of thyroid carcinoma in Korea was
reported to be high and the most common type was
papillary carcinoma accounting for about 80% of cases
of thyroid carcinomas.'**

In Africa, the picture is different as in Nigeria where
the overall occurrence of malignant thyroid tumors is
similar to the results of this study, but the most common
type was the well differentiated follicular carcinoma.?!

In Ethiopia, the incidence of malignant thyroid tumors
was about 21% and papillary carcinoma was the most
common type in one study,** while in another study the
incidence of differentiated thyroid carcinoma was much
less (2.7%)."

In countries neighboring to Iraq, as in Turkey, an
increased prevalence of carcinoma was reported after
Chernobyl disaster.’ In Saudi Arabia, which is another
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neighboring country to Iraq, they reported a similar
incidence of thyroid carcinoma to ours and again
papillary type was the commonest, but they reported
a higher incidence of other types of carcinoma. Their
results also showed malignant tumors to be more
common in male patients rather than females.'*

For patients included in the present study there was
no difference in the distribution of malignant thyroid
tumors related to Iraqi governorates. The lower
frequency in patients from the northern parts of Iraq
is not factual because during that period of the study
the political situation did not permit free movement of
patients from the northern parts to Baghdad.

During the last decade there was a change in the
behavior of surgery towards more radical surgery as
near total thyroidectomy (NTT) or total thyroidectomy
(TT) especially for toxic MNG and even for large non
toxic MNG.? It was found that TT and NTT are safe and
effective approach in these conditions and in thyroid
carcinoma.’

Due to the changes of the pathologies of thyroid
gland, and the change in the behavior of surgeons
allover the world toward more radical surgery, there was
a real change in the extent of surgical excision of the
gland. During the early period of this study the surgery
most commonly conducted was subtotal thyroidectomy
(STT), but with time there was a significant increase in
the use of more radical procedures especially near total
thyroidectomy and to lesser extent total thyroidectomy.

This change in the attitude towards more extensive
surgery was mostly due to the increase in the incidence
of thyroid carcinoma among the second group. It was
also observed that although recurrent MNG was not very
common among the first group, the more radical surgery
for GII patients was associated with no recurrence at
least during the study period.

In fact, the increasing use of TT and NTT in our
practice was following the changing practice in
the west,'>? but in the developing countries, the most
common surgical procedure employed is still STT.'

This change in the behavior does not seem to be
associated with rise in the complications,'>? as it is also
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evident in the present study through the comparison of
complications in both groups.

CONCLUSIONS

In conclusion, the definite rise in the incidence
thyrotoxicosis could be due to increasing stressful life
conditions affecting Iraqi population, but this should be
studied more thoroughly well in future studies involving
more patients to be more representative.

The rise in the number of malignant thyroid tumors
especially papillary carcinoma may also be due to stress,
or changing type of diet, or to exposure of Iraqi people
to depleted uranium or other pollutes. This again needs
further studies to prove.

The changing behavior toward more extensive
surgery is safe and better for managing carcinoma, toxic
goiter and large MNG.

REFERENCES

1. Ranmtatunga PC, Amarasinghe SC, Ratnatunga NV.
Changing pattern of thyroid cancer in Sri Lanka:
Has iodine programme helped?. Ceylon Med J 2003;
48(4):125-8.

2. Burgess JR, Tucker P. Incidence trends for papillary
thyroid carcinoma and their correlation with thyroid
surgery and thyroid fine needle aspirate cytology. Thyroid
2006 Jan;16(1):47-53.

3. Burgess JR. Temporal trends for thyroid carcinoma in
Australia: An increasing incidence of papillary thyroid
carcinoma (1982-1997). Thyroid 2002 Feb,12(2):141-9.

4.  Santos AM, Nobre EL, Garcia e Costa J, et al. Graves
disease and stress. Acta Ned Port 2002;15(6).:423-7.

5. Matos Santos A, Nobre EL, Garcia e Costa J, et al.
Relationship between the number and impact of stressful
life events and the onset of Graves disease and toxic
nodular goiter. Clin Endocrinol (Oxf) 2001,55(1):15-9.

6. Alimoglu O, Akdag M, Sahin M, et al. Comparison
of surgical techniques for treatment of benign toxic
multinodular goiter. World J Surg 2005;29(7):921-4.

7. Delbridge L, Guinea Al, Reeve TS. Total thyroidectomy
for benign multinodular goiter: Effect of changing
practice. Arch Surg 1999;134(12):1389-93.

8. Deasi G, Islam R. The changing pattern of surgical
pathology of the thyroid gland in zambia. Cent Afri J
Med 1992;38(6):240-2.

19

9.

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21

22.

23.

24.

25.

Taneri F, Kurukahvecioglu O, Ege B, et al. Prospective
analysis of 518 cases with thyroidectomy in Turkey.
Endocr Regul 2005 Sep;39(3):85-90.

Sinha SN, Sengupta SK. Surgical thyroid disease in Papua
New Guinea. Aust NZ J Surg 1993 Nov;63(11):878-82.
Qari FA. Pattern of thyroid malignancy at university
hospital in Waestern Saudi Arabia. Saudi Med J 2004
Jul;25(7):866-70.

Zubovic I, Mikac G, Biukovic M, et al. The frequency
of thyrotoxicosis in war time period. Med Pregl 1993;
Suppl 1:85-6.

Ameh EA, Nmadu PT. Thyrotoxicosis in Zaria, Nigeria:
An update. East Afr Med J 1997 Jul;74(7):433-4.
Paukovic N, Paukovic J, Paviovic O, et al. The significant
increase in incidence of graves disease in estern serbia
during the civil war in the former Yugoslavia (1992-
1995). Thyroid 1998 Jan;8(1):37-41.

Hong EK, Lee JD. A national study on biopsy confirmed
thyroid diseases among Koreans: An analysis of 7758
cases. J Korean Med Sci 1990 Mar;5(1):1-12.

Serra M, Mandez MA, Baxarias J, et al. Thyroid
pathology in health center. Aten Primaria 1995 Apr
30,15(7):457-60.

Messele G, Tadesse B. Changes in the pattern of thyroid
surgical diseases in Zewditu Hospital, Addis Ababa.
Ethiop Med J 2003 Apr;41(2):179-84.

Avestisian IL, Gulchiy NV, demdiuk AP, et al. Thyroid
pathology in residents of The Kiev Region, Ukrane,
during pre- and post- Chernobyl periods. J Environ
Pathol Toxicol Oncol 1996,15(2-4):233-7.

Cardozo LJ, Viegas OA. Thyroid diseases in Uganda.
Trop Geogr Med 1974 Sep;26(3):261-4.

Edino ST, Mohammed AZ, Ochicha O. Thyroid gland
diseases in Kano. Niger Postgrad Med J 2004 Jun;
11(2):103-6.

O’Hanlon DM, Litle MP, Given HEF et al. Thyroid
diseases in the west of Ireland: An atypical incidence of
neoplasia. Ir Med J 1997 Mar,;90(2):70-1.

Park SH, Suh EH, Chi JG. A histopathological study on
1095 surgically resected thyroid specimens. Jpn J Oncol
1988 Dec; 18(4):297-302.

Tsegaye B, Ergete W. Histopathological pattern of thyroid
diseases. East Afr Md J 2003 Oct;80(10):525-8.
Al-Rkabi AC, Al Omran M, Cheema M, et al. Pattern
of thyroid lesions and the role of fine needle aspiration
cytology (FNA) inthemanagement of thyroid enlargement:
A retrospective study from a teaching hospital in Riyadh.
APMIS 1998 Nov, 106(11):1069-74.

Caditello A, Bartolotta M, Sturniolo, et al. Solitary and
multiple thyroid nodulular pathology (Results of 1300
surgical intervention). Chir Ital 1989 Apr-Jun;41(2-
3):137-44.



_: Journal of the Arab Board of Health Specializations Vol.10,"No _
Original Article Jool 5550

SCREENING OF HEPATITIS “B” AND “C” IN HEMODIALY SIS UNIT IN
AL-THAWRA GENERAL MODERN HOSPITAL, SANA’A 2005
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ABSTRACT patients in hemodialysis unit of Al-Thawra General
Modern Hospital and 20 staff of this unite in the period
Objective: To evaluate the prevalence of hepatitis starting from February 2005 till the end of October
B and C infection among hemodialysis unit patients 2005.
and staff. Furthermore, to study the characteristic of Results: The ratio of men to women in this study was
patients and risk factors of exposure. 2:1, while men to women ratio who got infection was
Methods: Cross-sectional descriptive study of 123 2.2:1. The mean age was 39 years with high incidence
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inthe age group of 30-50 years. Thirty nine percent of the
patients were positive for hepatitis C virus antibodies,
while 8% were positive for hepatitis B surface antigen,
and 17% were positive for both. Thirty eight percent of
the patients were in active stage have raised (SGPT)
enzyme as a marker. The percentage among staff
members in this department was 15%. All of them were
positive for hepatitis B surface antigen (two doctors
and a nurse), non were positive for hepatitis C virus
antibodies. This study sh21owed that hemodialysis is a
risk factor for contracting viral hepatitis with increase
in the frequency of exposure and duration of the dialysis.
There were other risk factors like blood transfusion,
injections, level of education, exposure to surgery, but
with lesser risk than hemodialysis per se.

Conclusions: Increase percentage of infection with
hepatitis C by 10 folds and double that one with hepatitis
B of the general population. Reevaluation of regulations
and rules must be reconsidered. Staff must be well-
trained and educated about measures to avoid infection
and to be vaccinated against hepatitis B infection.

INTRODUCTION

Hepatitis is by far one of the major health problems
in Yemen and considered to be the ninth of common ten
endemic diseases that play a significant role in morbid-
ity in Yemen.!

Hepatitis is a big and serious problem because it
is responsible for long term complications where an
estimated 1 million people die annually from hepatitis
B virus related to chronic liver disease or primary
hepatocellular carcinoma, furthermore there is no
definite measure that may stop the progression and
prevent the complication of this disease.? Hepatitis C
virus infection is emerging as a major public health
problem worldwide. It is a blood born pathogen that is a
major etiology of post transfusion hepatitis. The major
mode of hepatitis C virus morbidity associated with
its infection is related to chronic infection. In contrast
hepatitis B virus where only about 5-10% develop
chronic infection, most hepatitis C virus infected person
85% develop chronic infection. Estimations derived
from regional data on prevalence of infection in the
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general population indicate that 360 million people
worldwide have chronic hepatitis B virus infection, 75%
in Asia, 16% in Africa, 3% in Europe, North America
and Oceania combined.” In 1998, a seroepidemiologic
survey of 879 volunteers in different areas of Yemen
indicated that 12% of the adult population had evidence
of chronic hepatitis B virus infection.? In study of Yemeni
adults living in Saudi Arabia, 14% had chronic hepatitis
B virus infection.’ Data from screening of blood donor
in Sabeen hospital indicate that 13% were hepatitis B
surface antigen (HBsAg) positive compared to 7-8%
of patients in Al-Thawra General Modern Hospital
(GMH) and 15-20% of blood donors screened at the
Central Laboratory.® The prevalence of hepatitis C virus
infection in Yemen was 6%.* Since the first introduction
of hemodialysis in 1960s°, the prognosis and quality of
life of patients in end stage renal failure have greatly
improved, but in the last few years a general believe has
been developed stating that there is strong association
between hemodialysis and hepatitis B and C infection.
Hepatitis C viral infection seems to be important
cause of chronic liver disease in dialyzed patients®
The depressed immunity, frequent instrumentation and
needs for blood transfusion are the main factors that
predispose to viral hepatitis in patients with end stage
renal failure. Prevalence of hepatitis C viral infection is
very high among patients with end stage renal failure.
There are 6 centers for hemodialysis in Yemen; two
centers in Sana’a, one in Al-Thawra GMH that was the
first and only referral one in Yemen for long time; the
second one is the Military Hospital; and the rest are in
Taiz Center, Al-Hudaida, Hajja, Aden and Al-Mukalla.

METHODS

This is a cross sectional study carried out in
hemodialysis unit in Al-Thawra GMH in Sana’a starting
from February till the end of October 2005. This study
included 123 patients who are known to have chronic
renal failure and programmed on hemodialysis. We
excluded everyone who is known to be hepatitis B or C
positive before dialysis in order to keep the subject of
studying the duration of hemodialysis as a risk factor of
infection valid. We also included 20 health workers (8
doctors and 12 nurses) who are working in the dialysis
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unit in the hospital and are negative for hepatitis B
and C markers before starting to work in this unit or
before joining the hospital. Data were collected from
the candidate by direct interview during his presence for
dialysis. The interview included questionnaire, which
include personal history, age, sex, occupation, residence,
duration of the disease, frequent of dialysis, history of
previous blood transfusion, surgery and education level.
Then everyone was subjected to full clinical exam.
Blood samples were examined to investigate Alanine
aminotransferase (ALT), (HbsAg) and hepatitis C virus
antibodies (HCVAD), and in certain patients; hepatitis
B core antibodies (HbcAb) to cover the window time.
It is a routine in this hospital to screen all patients for
hepatitis B surface antigen, hepatitis C virus antibodies
and HIV. The hospital lab used Axsym system Abbot
Kit,® with sensitivity of 100% and specificity of 99.98%
to detect hepatitis markers.

RESULTS

A total of 123 patients were involved in this study, 85
men and 38 women. The mean age was 39 years with
high percentage in the age group of 30-50 years.

Table 1 demonstrates that most of the patients (40%)
were from Sana’a, 51% were illiterate; while 3.3% were
highly educated, 64.2% of'the patients were non smokers
and non Qat chewers, 22% were farmers, 19% were
employee and 25% were house wives. Table 2 shows
that 40% of the patients present in the age group 30-39
years, 28% in the age group 40-49 years and 18.72% in
the age group above or equal 50 years. Anti hepatitis
C virus was detected in 39% (48 patients), HBsAg was
detected in 8% (10 patients), while 17% (21 patients)
were positive for HCVAb and HBsAg, Table 3.

Feature No. %
Male 85 69%
Sex
Female 38 31%
Sana’a 49 40%
. Al-Hudaida 20 16%
Residence
Ibb 15 12%
Others 39 32%
Farmer 27 22%
Employer 23 19%
Occupation House wife 31 25%
Unemployed 10 8%
Others 32 26%
Illiterate 63 50.806%
Read and write 27 21.774%
Level of -
. Basic 20 16.129%
education
Secondary 9 7.368%
University 3.225%
Smoker 3 2.4%
t 16 13%
Habit Qa °
Both 25 20.3%
Non 79 64.2%

Table 1. Characteristics of patients undergoing

hemodialysis.
Age in years Male Female Total

<20 7 1 8

20-29 20 4 24
30-39 22 18 40
40-49 19 9 28
>50 17 6 23
Total 85 38 123

Table 2. Number of patients according to age

and sex.
HBV | HCV | HBV+HCV | Negative Total
Number 10 48 21 44 123
Percentage | 8% 39% 17% 36% 100%

Table 3. The results of serological tests among patient on hemodialysis.
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Tables (4 a,b) demonstrate that 27.2% of the patients
had got HCV, 18.1% HBYV and 9.1% for both (HCV and
HBV) in a period of 6 months to 1 year of dialysis, com-
pared to 63% of HCV, none of HBV and 14.8% of both
in a period more than 5 year.

Table 5 reveals that 51.3% of the patients who
underwent surgical interference were positive for
HCVAD, 20.5% for hepatitis B and C, but none for
HBsAg, whereas and 28.2% were negative for both. In
spite that about 11.9% of the patients had no past history
of surgical interference and developed HBsAg, 33.3%
developed HCVAD 15.5% developed both, and 39.3%
were negative for both.

Tables (6 a,b) show that the highest incidence of HCV
infection is in the age group 40-49 years; (11) 57.9% for
men and (5) 55.6% for women. The men to women ratio
of viral hepatitis in this department was 2.2:1; 36% of
the women got HCV infection, 13% got HBV infection
and 18.4% got both hepatitis B and C infection and the
rest were negative for either, comparing to 40% for
HCV, 5.9% for HBV and 16.5% for both among men.
Among newly detected HCV cases, 38% have raised
ALT levels as shown in Table 7.

Table 8 demonstrates that 4 of the staff in the hospital
worked for less than 1 year, while 8 of them worked for

Duration of HBV HCV HBV+HCV Negative
dialysis No. % No. % No. % No. % Uizl
1 -<6 months 5 12.8% 15.4% 1 2.6% 27 21.8% 39
6-12 months 18.1% 3 27.2% 1 9.1% 5 4.1% 11
>1 year 3 4.1% 39 53.4% 19 26% 12 9.8% 37
Total 10 48 21 44 123
Table 4a. The relationship between duration of dialysis and risk of infection.

Duration of HBV HCV HBV+HCV Negative Total

dialysis No. % No. % No. % No. %

1 - <3 years 1 4.1% 13 54.1% 7 29.1% 12.5% 24
3 -5 years 2 9.1% 9 40.9% 8 36.3% 13.6% 22
> 5 years 0 0 17 63% 4 14.8% 22.2% 27

Total 3 39 19 12 73

Table 4b. Duration greater than one year and risk of infection.

With Without
Type of infection previous surgery previous surgery
No. % No. %
HBV 0 0 10 11.9%
HCV 20 51.3% 28 33.3%
HBV + HCV 8 20.5% 13 15.5%
Negative 11 28.2% 33 39.3%
Total 39 100% 84 100%

Table 5. Percentages of HBV, HCV or both among patients underwent
previous surgical operations for other reasons.
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Male (85) Female (38)
HBV HCV | HBV+HCV | Negative | HBV HCV | HBV+HCV | Negative
No. 5 34 14 32 5 14 7 12
% 5.9% 40% 16.5% 37.6% 13.16% | 36.8% 18.4% 31.6%
Table 6a. The results of serological tests according to sex.
Male Female
AEE Positive . Positive ) Total
in years Negative | Total Negative
HBV | HCV | Both HBV | HCV | Both
<20 No. 2 3 0 2 7 0 0 1 0 1
% 28.6 | 42.9 0 28.5 100 0 0 100 0 100
20-29 No 0 6 5 8 19 0 1 1 2 4
% 0 31.6 | 263 42.1 100 0 25 25 50 100
30-39 No 2 6 4 11 23 3 5 5 5 18
% 8.7 26.1 17.4 47.8 100 16.6 | 27.8 | 27.8 27.8 100
40-49 No 1 11 4 3 19 2 5 0 2 9
% 53 57.9 21 15.8 100 222 | 55.6 0 22.2 100
50 No 0 8 1 8 17 0 3 0 3 6
% 0 47 6 47 100 0 50 0 50 100
Table 6b. Results of serological tests according to age and sex in numbers
and percentages.
Normal SGPT High SGPT
49 30
62% 38%
Table 7. The result of serum glutamic pyruvic
transaminase SGPT among infected patients.
. . Imm atio .
Occupation Duration of work aga.l; r:[ZHB\I; Result of serological tests
Doct N <1 1-5 >5 YU N HBsAg HCV Ab
octor urse year | years | years es 0 Positive Negative | Positive | Negative
3
8 12 4 8 8 7 13 17 0 20
2 doctor | 1 nurse

Table 8. Risk of hepatitis in medical and paramedical staff in dialysis unit.
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more than 5 years. They are 8 doctors and 12 nurses; 7
of them were actively immunized against HBV infection
before starting working in this department. Serological
studies show that two doctors and a nurse were HBsAg
positive. There is no information to tell who of the
three positives as regards immunization, job and years
of work. No one of the medical staff was infected with
HCV.

DISCUSSION

The present work shows that HCV infection
percentage in hemodialized patients is 10 folds of that
of general population in which the percentage is 6%.*
The percentage of HCV infection among the staff of the
hemodialysis unit is nil. The prevalence of hepatitis C
virus infection is very high among patients with end stage
renal failure particularly those under hemodialysis.” !
The prevalence of HCV infection worldwide ranges from
10-44%, for example it was 26% in Sultanate of Oman;
40%' in Kuwait,'' 44% in Saudi a Arabia,'? 10.5% in
the USA," 22.8% in TItaly,'* 17% in Japan,"” 38% in
Serbia,'® and 21% in South Africa.'” So from all of the
above we can see that the percentage of HCV infection
is 4 folds than that of the USA, while it is similar to that
of Arab countries and it is double of that of European
countries. The above result is explained by the fact that
most patients are poorly health educated, the health
workers are also poorly trained with ignorance toward
methods of infection, and the system of screening of
HCYV infection only started in 1996 in the renal units
in Yemen, and the same is applied to the most Arabic
countries. It is strongly enough and we did not find an
explanation why HCV infection among the staff is nil.
The prevalence of hepatitis B viral infection (HBV) in
the hemodialysis unit was 8% which is lesser than that
of general population which was 12%.! On the other
hand, the percentage of infection by both hepatitis B
and C infection is 17%. Several studies showed decrease
in the prevalence of hepatitis B infection from 13% in
early 1985 to 4% in 1993,"%2! The percentage of hepatitis
viral infection among the staff in the dialysis unit in Al-
Thawra GMH is 15% which is more than that of general
population, and this can be explained that most health
workers are poorly educated and are ignorant of the
methods of infection by viral hepatitis and no previous
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studies or screening were conducted before the 2005,
in addition to the frequent contact of staff with patients
and hemodialysis machines more than the patients
themselves. Other studies conducted in other countries
showed very low incidence of contracting viral hepatitis
among health workers which even dropped with time
to 1%.'%* There was no relationship between sex and
percentage of viral hepatitis and this was similar to a
study conducted in Italy.” On the other hand, a study
was carried out in the United Arab Emirates showed
that the incidence of viral hepatitis is more in men
than women in hemodialysis unit.* There was a strong
relation between increase of age and infection, where
the most affected age group in male was 40-49 year and
in female 30-35 years. This relation has been proved
in other studies worldwide.**?¢ There was no relation
between frequency of dialysis -which is 2 times per
week- and increase risk of infection in contrast to other
studies.?”®

CONCLUSIONS

Increase percentage of infection with hepatitis C by
10 folds and double that one with hepatitis B of the
general population. Reevaluation of regulations and
rules must be reconsidered. Staff must be well-trained
and educated about measures to avoid infection and to
be vaccinated against hepatitis B infection.
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A CYTOMORPHOLOGIC STUDY OF THE DIFFERENT MANIFESTATIONS SEEN
FOR THE AMASTIGOTE FORM IN CUTANEOUS LEISHMANIA
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ABSTRACT

Objective: Although the specificity of the microscopic
method by identifying the LD bodies within the infected
macrophage from the skin lesion was very high, its
sensitivity (30%) remains limited. The purpose of
our study is to work on elevating the sensitivity of the
microscopic method by not only identifying the LD

bodies within the macrophage, but by checking the
amastigote presence in its different cytomorphologies
in both the intra cellular macrophage and the extra
cellular fluid of the infected area.

Methods: Thirty seven cases of clinically diagnosed
cutaneous Leishmaniasis were studied after staining
the microscopic slides taken from the presumed infected
area with Wright stain. The study was divided into two

*Mohammed Wael Daboul, DDS, MSc, Biology, MT (ASCP), Laboratory Medicine Specialist, Damascus, Syria. E-mail: idaboul@scs-net.org.
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parts: Part one: Defining the different microscopic
cytomorphologies of the amastigote forms and later,
classifying the amastigote forms according to their
common microscopic features into specific classification.
Part two: Studying and calculating the appearance of
the amastigote forms in each and every case in either
the intra or extra cellular fluid and comparing them.

Results: The oval in shape and spindle in shape
amastigote types are found in the same rate (43% of the
cases referred), whereas the round shape amastigotes are
present only in 5 % of the cases referred, and the overall
amastigote presence of any type was at about 49% of
all the 37 cases referred to us. Fourty nine percent of
the cases referred show the presence of a smooth and
spreading type of chromatin inside the amastigotes, and
other 49% show the amastigotes with a condensed and
or polarized chromatin in one pole of the amastigote. A
third type of the amastigote is seen with only condensed
chromatin and total absence of the cytoplasm (candle
flame-shape). Overall, the appearance of the amastigote
of any of the mentioned above features constitutes 49%
of the cases referred to us. The amastigote is seen at
41% of the cases referred inside the macrophage, and
46% of the cases referred are having the amastigote
present in the outer cellular compartment. In 38% of the
cases referred to us, the amastigote is shown sharing
both the intra and extra cellular compartments, while
an overall appearance of the amastigote in the cases
referred was 49%.

Conclusions: Our data showed that an additional
20% sensitivity and more specificity is gained by the
microscopic method making the method more competitive
with other procedures and to be considered as the gold
standard method for such leishmaniasis diagnosis.

INTRODUCTION

Since 1996, we followed up the microscopic method
for cutaneous leishmania identification in both Ministry
of health hospitals at Saudi Arabia and later here in
Syria. Although the specificity of the above mentioned
method by identifying the LD bodies within the infected
macrophage from the skin lesion was very high, its
sensitivity (30%) remains limited.'

The purpose of our study is to add more impulse to
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the microscopic method by not only identifying the
LD bodies within the macrophage, but by checking the
amastigote presence in its different cytomorphologies in
both the intra cellular macrophage and the extra cellular
fluid of the infected area.

LITERATURE REVIEW

Leishmaniasis is an infection caused by a protozoan
parasite belonging to genus Leishmania. The majority
of infections with Leishmania are of the cutaneous
type. Other types include visceral, and mucocutaneous
Leishmania.?

Cases of Leishmaniasis have been reported on every
continent except for Australia. The disease is endemic
in areas in the tropics and subtropics such as Central and
South America, southern Europe, Asia, the Middle East,
and Africa. It is estimated that approximately 10% of the
world’s population or approximately 350 million people
are at risk of contracting this infection. Worldwide there
are 2 million new cases of Leishmaniasis reported
annually. Moreover, worldwide incidence has increased
over recent years, thought to be related to the AIDS
epidemic, global warming, and other environmental
factors.’

Two forms of'the parasite are present, the promastigote
form found in the insect vector and the intracellular
amastigote form found in the vertebrate host.

Amastigotes are spherical in shape, only about
2.5 to 5 um in diameter, and are contained within a
parasitophagus vacuole within a macrophage. When
seen in a stained blood smear the amastigotes within the
macrophages are referred to as LD bodies (Leishman-
Donovan bodies).

Considering cutaneous leishmania, in peripheral
blood smear the amastigotes are seen inside the
circulating monocytes and neutrophils. Histological
examination of the lesion revealed
subcutaneous lymphohistiocytic inflammation with
clusters of amastigote within histocyte.

extensive

Definite diagnosis of cutaneous leishmaniasis is based
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on the isolation of the causative organism by smear and
culture or its identification in tissue section.’

Due to lack of sensitivity of such traditional diagnostic
tests,*> some researchers have adopted different
techniques to enhance finding the L.D bodies by the
traditional microscopic smear method, an example
for that: 1-Thick film, by producing a single straight
leukocyte edge when making a peripheral smear. 2-
By centrifuging citrated blood and withdrawing the
sediment, which then is smeared, dried, and stained.®

Going through the literature above, all the studies
assume the presence of the amastigotes in the intra
cellular space of the macrophage, while our approach
to the smear method presumes the amastigote presence
not only in intra cellular macrophage but in the extra
cellular fluid as well.

METHODS

Thirty seven cases of clinically diagnosed cutaneous
Leishmaniasis were sent by consultant dermatologists to
the laboratory for confirmation. All the cases obtained
were numerated and couple of slides were taken from
each patient from the infected area.

Samples were collected as follows:

-Slit skin smears: The area was cleaned with 0.9%
saline or 70% alcohol. We squeezed the edge of the
lesion between thumb and forefinger and made shallow
1 mm slits through skin to dermis with a scalpel then
scraped the edges to make slide smears, then smears are
made as thin as possible, air dried, fixed in methanol,
and stained with Wright stain.

-Dermal scrapings: We obtained 2-4 scrapings from
different areas of the lesion. We scraped dermis along
the necrotic lip with a scalpel, obtaining as much tissue
as possible, then making thin smears on slide, air dried,
fixed in methanol, and stained with Wright stain.

Microscopic photos were taken for the causing
factor featured (the amastigote) in each related case for
confirmation and documentation.
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The study was divided into two parts:

Part Defining the different microscopic
cytomorphologies of the amastigote forms by identifying
them first and then describing the differences in the
cytomorphology of the amastigotes noticed among all
the cases and later, classifying the amastigote forms
according to their common microscopic features into
specific classification which is shown later in two
tables prepared for that purpose, taking into accounts
the following criteria:

A- The general microscopic shape of the amastigotes
as a whole. (round, oval or spindle) where the round
ones are globular in shape and the oval amastigotes are
wider than the spindle in shape-ones, which are thinner
and usually have more dense chromatin inside.

B- The microscopic shape, localization and the
density of the amastigote chromatin.

one:

Part two: Studying and calculating the appearance of
the amastigote forms in each and every case in either the
intra or extra cellular fluid and comparing them.

RESULTS

Table 1 reveals the total count of the amastigotes
appearance in all the cases referred according to each
of the cytomorphologic categories: (oval, spindle,
round). We see that the oval in shape and spindle in
shape amastigote types are the most predominant in our
samples and they are found in the same rate (43% of
the cases referred), (photos 1,4,5). Whereas the round
shape amastigotes are less found, (photos 2,6), they are
present only in 5 % of the cases referred, and the overall
amastigote presence of any type was at about 49% of all
the 37 cases referred to us.

Table 2 reveals the total count of the amastigotes
appearance in all the cases referred according to each
of the chromatin morphologic categories: (a-Chromatin
smooth and spreading, b-Chromatin condensed and
or polarized, c-Chromatin condensed with cytoplasm
disappearance (candle flame shape).

From table 2 we find that the chromatin by itself is
another feature to be considered when looking to the
amastigote cytomorphology, 49% of the cases referred
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show the presence of smooth and spreading type of
chromatin inside the amastigotes (see photo 3,4,5), and
other 49% show the amastigotes with condensed and
or polarized chromatin in one pole of the amastigote
while the cytoplasm remains in the other pole (see
same photos). A third type of the amastigote is seen
with only condensed chromatin and total absence of
the cytoplasm (photos 3,4), we called it (candle flame-
shape). Overall, the appearance of the amastigote of any
of the mentioned above features constitutes 49% of the
cases referred to us.

Table 3 shows the Amastigote form presence in the
intra cellular macrophage or extra cellular fluid. The
amastigote is seen at 41% of the cases referred inside the
macrophage (photos 1,6), and 46% of the cases referred
are having the amastigote present in the outer cellular
compartment (photos 2,3.,4,5). In 38% of the cases
referred to us, the amastigote is shown sharing both

the intra and extra cellular compartments, while overall
appearance of the amastigote in the cases referred was
49%.

DISCUSSION

Most of the investigators for Leishmaniasis have
mentioned in their papers the microscopic method of
diagnosing the leishmania disease. They related on the
presence of the LD bodies within the macrophage as
the standard method for assuming the infection with
the disease. In fact, referring to table 3, we found that
in the extra cellular compartment, the amastigote type
of leishmania is noticed in 46% of the cases referred,
which exceeds the 41% of the cases where we found
the LD bodies within the macrophage. By that,
obviously, researchers missed a considerable number of
cases being considered as falls negative. Our attached
photos (2,3,4,5) approve clearly such an amastigote
presence. The amastigote presence in the extra cellular

Amastigote form . Round in shape Amastigote of any of
1 sh le sh
presence Oval shape Spindle shape (Globular) the three kinds
# Of cases 16/37 16/37 2/37 18/37
Percentage % 43% 43% 5% 49%

Table 1. Amastigote appearance in reffered cases according to cytomorphologic categories.

Amastigote form

Chromatin smooth

Chromatin
condensed and

Chromatin condensed with .
. Amastigote of any of
cytoplasm disappearance

d di the three kind

R B or polarized (Candle flame shape) © Hiree Knes
# Of cases 18/37 18/37 15/37 18/37
Percentage % 49% 49% 40% 49%

Table 2. Amastigote appearance in reffered cases according to chromatin morphologic categories.

Amastigote form

Intra cellular

Extra cellular

Amastigote presence in the intra
cellular or extra cellular fluid or in

Amastigote Present in
both intra and extra cel-

amastigote amastigote both locations lular fluid similtinuasly
# Of cases 15/37 17/37 18/37 14/37
Percentage % 41% 46% 49% 38%

Table 3. Amastigote appearance in the intracellular macrophage or extracellular fluid.
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compartment can be easily identified by normally
trained technician and does not require a big effort or
sophisticated instruments to locate it. Identification of
the amastigotes in the extra cellular fluid not only will
add to the method sensitivity but to its specificity as well.
Due to our confirmation of the 38% of the cases where
the amastigote has been found both in the intra and extra
cellular compartments, the specificity is elevated, (go
back to table 3).

In our research above, identification of the amastigote
in the extra cellular fluid has added 5% more to the
microscopic test sensitivity and even more to its
specificity.

Going back to table 1 and photos (1,2,3,4,5,6,7)
attached, it is obvious that there are three different shapes
of the amastigote form, the round, the spindle, and the
oval forms. When locating the amastigotes, whether
inside the macrophage or outside in the fluid, we should
consider the presence of any one of those forms. Our
data in the table declares that the oval and the spindle
shape forms are more present in both the intra and the
extra cellular areas of the infected skin at (43%) rate.
Occasionally at 5% rate we come through the round
type of the amastigotes in or outside the macrophage
(see photo 2). Being able to differentiate and identify
the different forms will add more to the sensitivity of
our microscopic procedure.

Image 1. See the intra cellular amastigotes within the
macrophage with (1) the oval shape appearance. (X 1000).
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Depending on the chromatin appearance within the
amastigote, (Table 2) and photos (3,4,5) we classified
the chromatin manifestations into the three mentioned
in the table above. Photos (3,4,5) reveal the smooth,
thin chromatin usually spreading in the central location
of the amastigotes, while once the chromatin becomes
more condensed, it assumes a polar position. Both the
shapes are found at the same rate 49% of the cases.
Another interesting feature shown is the chromatin
condensation alone with the cytoplasm disappearance.
It is restricted to the outer cellular fluid and we could
not locate it in side the macrophage. We called it (candle
flame shape) as a general name, (Photos 3,4)

g — -

Image 2. See the extra cellular amastigote
in the round shape (X 1000).

Image 3. See the three different shapes of the amastigotes
according to the chromatin features: (1) The chromatin is
centrally localized smooth and spreading in an oval shape
amastigote. (2) The chromatin is condensed, polarized in
spindle shape amastigote. (3) the candle flame condensed

chromatin with the cytoplasm loss. (X 1000)
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It seems that such chromatin manifestation has parasite’.
something to do with the amastigote life cycle. But On applying a new method to the laboratory work
with the amastigote appearance at 46% rate in the outer some of the most important roles are:
cellular fluid which is more than the 41% rate of its 1- It should be easy to be performed by the general

personal working in the field.
2- It should be cost effective.’

Image 4. See the extra cellular amastigotes according
to their A- shapes: (1) Oval shape. (2) Spindle shape. B-
Chromatin features: (1) Smooth uncondensed and spreading. Image 6. See the round shape intra cellular
(2) Condensed and polarized. (3) Candle flame shape. amastigote (1) (X 1000).

(X1000).

Image 5. See the extra cellular amastigotes according to Image 7. See the amastigote distribution and density in
their A- shapes: (1) Oval shape. (2) Spindle shape. extracelluler fluid (X 400).
B- Chromatin features: (1) Smooth uncondensed
and spreading. (2) Condensed and polarized. (X1000).
Our add to the microscopic method fulfilled both the

presence in the intracellular macrophage (see table ~ roles in the best manner.

3). It is absolutely clear that such presence in the outer

cellular fluid for the amastigote is beyond the original We recommend the following considerations
facts and all the previous studies indicating that the to be added to the microscopic procedure and be
leishmania in human is an obligatory intracellular implemented:
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1- Consider looking for the amastigote form not only
within the macrophage or the intracellular area but in
the extra cellular fluid as well.

2- Familiarize  yourself with the different
cytomorphologies of the amastigote forms and look for
them in the intra and extra cellular space.

3- Be familiar with the chromatin distribution within
the amastigote and the (candle flame shape).

By those recommendations, our data showed that
an additional 20% sensitivity and more specificity are
gained by the microscopic method making it more
competitive with other procedures and to be considered
as the gold standard method for such leishmaniasis
diagnosis.

CONCLUSIONS

Previous studies on Leishmaniasis in general and
cutaneous Leishmania in particular revealed that,
identification of the parasite by microscopic smear is
limited to only 30% of the infected cases. The method
microscopically investigates the presence of only
LD bodies (leishmania Donovan Bodies) within the
infected macrophage. Our protocol in defining the
different shapes of the amastigotes and localizing them
in both the intra and extra cellular fluid of the infected
skin has added almost an additional 20% sensitivity and
more specificity for the traditional microscopic method
and made the diagnosis of cutaneous Leishmania at
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almost 50% rate of the infected cases that are clinically
diagnosed, making the smear method more competitive
with other diagnostic procedures.
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A PROTECTIVE EFFECTS OF ZN-METALLOTHIONEIN
ON EXPERIMENTALLY INDUCED MYOCARDIAL INFARCTION
AND ARRHYTHMIA IN RABBITS
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ABSTRACT

Objective: Zinc-metallothionin is a low molecular weight, zinc binding protein (600-700 Dalton). Metallothionin
has been proposed to participate in the transport, accumulation, and compartmentation of zinc in the biological
system. In addition to its role as a storehouse for zinc, metallothionin acts as a free radical scavenger and protects
against cadmium toxicity. The present work aimed to investigate the possible role of metallothionin in providing a
myocardial protection against isoprenaline-induced myocardial infarction and arrhythmias in rabbits.

Methods: The experiment was performed with 36 male albino rabbits weighing about 1500 g. The animals
were housed in metal cages and provided with breads, vegetables and water. To induce metallothionin formation,
zinc sulfate was injected intraperitoneally 50 mg/kg for three consecutive days. To induce myocardial infarction,
isoprenaline was injected subcutaneously 300 mg/kg, in addition, verapamil was injected intravenously 0.18 mg/kg.
All myocardial infarction indices were evaluated (lactate dehydrogenase (LDH), aspartate aminotransferase (AST)
creatine phosphokinase (CPK)), comparing all groups and ECG was performed.

Results: It was found that metallothionin protected against myocardial infarction as indicated by the lower levels
of creatine kinase, aspertate aminotransferase and lactate dehydrogenase enzymes and improve ECG. It hase also
potentated verapamil effect to protect against tachyarrhythmias.

Conclusions: Injection of zinc sulphate increases Zn-metallothionein and decreases free radicals, so regards as an

antioxidants and improve myocardial infarction.
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CLINICAL FEATURES OF NASOPHARYNGEAL CARCINOMA IN SUDAN:
A STUDY OF 103 CASES
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ABSTRACT study conducted at the Institute of Nuclear Medicine,

Molecular Biology and Oncology (INMO), University

Objective: Nasopharyngeal carcinoma (NPC) is of Gezira;, Wad Medani, Sudan. Hospital records of all

the second leading cancer among men in Sudan. The
objective of this work is to study the demographic and
clinical features of NPC in Sudanese patients and to
compare the results with international series.

Methods: This is a retrospective hospital-based

patients with NPC who presented during the period
from January 2000 to December 2005 were reviewed.
Parameters analyzed were age, sex, ethnic group,
residence and clinical presentation.

Results: The total number of case records reviewed
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was 103. Most cases were Gezira State inhabitants
(61.2%). Age distribution ranged from 11 to 82 years
with a mean age of 45.5 years. The male to female
ratio was 2:1. The average duration of symptoms was
16.1 weeks. The most common clinical presentations
in the order of frequency were cervical lymph node
enlargement (73.2%), nasal obstruction (33.9%),
hearing impairment (27.7%), epistaxis (22.3%), ear
pain (18.8%) and palatal paralysis (14.3%). The most
affected ethnic group was Sudanese Arabs (74.8%).
The histological types were WHO-type 11l in (73.8%) of
patients and WHO-type Il in (26.2%) of patients, WHO
type-1 was not encountered in this study.

Conclusions: Nasopharyngeal cancer is a common
cancer in Sudan and affects men more than women.
Patients usually present late mostly with cervical
lymphadenopathy and nasal symptoms like obstruction
and epistaxis.

INTRODUCTION

Nasopharyngeal carcinoma (NPC) has remarkably
distinctive ethnic and geographical distribution.! NPC
highest incidence in the World is in South-East China,
Hong Kong and Mediterranean basin; on the other
hand, it has low incidence in Europe, Japan and North
America.>?® It is a disease with great racial and ethnic
variation and this is obvious in Chinese immigrants in
States and UK. In China, the incidence is significantly
different between different regions.*

The etiology of NPC is associated with genetic and
environmental factors®. Most of nasopharyngeal cancer
is Epstein-Barr virus related, salted fish is advocated by
Chinese as a risk factor.>*%” NPC predominately affects
males and most of the patients are in their forth or fifth
decades.® Histopathologically, NPC is classified into
three types by the World Health Organization (WHO):
Type I which is keratinizing squamous-cell carcinoma,
WHO-type II which is non-keratinizing epidermoid
carcinoma and WHO-type III which is undifferentiated
carcinomas referred to as lymphoepithelioma or
Schminke tumors.*!"°

NPC is characterized by non-specific presentation.
Most cases present with local disease and/or cervical
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lymphadenopathy, approximately 60-90% of patients
present with cervical nodal metastasis.>!'>!3 Patients
with nodal metastasis have higher rates of treatment
failure. Symptoms related to primary tumor include
ear pain, nasal speech, hearing loss, trismus and cranial
nerves involvement.'* Larger tumors may cause nasal
obstruction and bleeding. In Sudan, NPC is the leading
cancer in men."

METHODS

This study was carried out in the Institute of Nuclear
medicine, Molecular Biology and Oncology (INMO)
which is the second cancer center to be established
in Sudan. This center is affiliated to the University of
Gezira in Wadmedani.

A retrospective review of all patients with
nasopharyngeal carcinoma treated at INMO during
the period from January 2000 till December 2005 was
carried out. Parameters reviewed were age, sex, ethnic
group, residence, clinical presentation, histological
types, stage and type of treatment given. SPSS software
was used for data entry and analysis. Results were
tabulated and presented in simple percentage form.

All Sudanese patients who had positive biopsy of
nasopharyngeal cancer during the period of the study
were included. All patients with nasopharyngeal
lymphoma were excluded from this review.

RESULTS

Total number of patients studied was 103, male to
female ratio was 2:1. Age ranged from 11-82 years, with
a mean age of 45.5 years. The main age group affected
was 40-60 years old (45%) (Figure 1). There was no
obvious difference in age specific groups affected and sex
of the patients (p-value=0.86). Most cases were Gezira
State inhabitants (61.2%). The commonest ethnic group
affected was Sudanese of Arab origin (74.8%), other
ethnic groups of African origin constitute (25.2%).

Clinical presentation: The mean duration of symptoms
was 16.1 weeks, with a range of 4-110 weeks. The
most common clinical presentations in the order of
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frequency were cervical lymphadenopathy (73.2%),
nasal blockage (33.9%), hearing impairment (27.7%),
epistaxis (22.3%), ear pain (18.8%) and cranial nerves
involvement. Cranial nerves involved in the order of
frequency were; glossopharyngeal (14.3%), abducent
(9.8%), trigeminal (8.0%), facial (8.0%), hypoglossal
(8.0%), occulomotor (6.3%), vagus (3.0%), and optic
nerve (1.0%). Table 1 shows the different symptoms
and the average duration of symptoms before diagnosis.
All cases of positive cervical lymphadenopathy
were diagnosed clinically. Imaging was not a routine
procedure for neck node assessment.

Symptom % Mean (weeks)
Neck swelling 73.2 47.0
Nasal obstruction 33.9 10.0
Hearing impairment 27.7 24.7
Epistaxis 223 32.8
Ear pain 18.8 16.0
Trismus 15 4.0
Squint 9.2 22.0
Nasal speech 8 4.0
Facial palsy 4.0
Nasal regurgitation 4.0
Total 16.1

Table 1. Percentage of symptoms
and mean duration.

Clinical staging: Locally advanced and metastatic
disease was observed in 85.4% of patients. Locally
advanced disease included all cases with bulky cervical
lymphadenopathy or T4 lesions. All patients with T4
and N3 disease were considered as stage IV according
to the American Joint Committee on Cancer (AJCC),
Figure 2.

Four patients presented with distant metastasis. The
sites of metastasis were the lungs in two patients, the
liver in one patient and bony deposits in one patient. All
patients received radical treatment except those with
distant metastasis.

Histopathology: The dominant histology was WHO
type 111 (73.8%) and WHO type II (26.2%). No single

case had the WHO type 1. No significant correlation was
found between sex and the disease histology (p=0.87).
All patients of less than 20 years age had WHO-III
histology (15.5%).
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Figure 1. Age group and percentages of NPC patients.
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Figure 2. Clinical staging and percentages with NPC.

DISCUSSION

The diagnosis of NPC is often difficult because of
the nonspecific nature of its clinical symptoms and
difficulty in visualizing the nasopharynx.

The incidence of NPC is low in most parts of the world
(less than 1 per 100,000).” In Sudan, NPC accounts for
5.8% of all cancer cases according to Sudan cancer
registry and 7.2% of all cancer cases treated at Radiation
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and Isotopes Center, Khartoum (RICK).'* RICK is the
first cancer center to be established in Sudan (1967).
Although literature from Sub-Saharan Africa is scares,
it is has not been reported that nasopharynx is a common
disease in this region, but Sudan may have high rate of
the disease similar to endemic areas in North Africa.!”
NPC is more prevalent in Sudanese males. Higher
incidence rates in males were reported in Denmark and
in North-East of India.®!81920

The pattern of age distribution of NPC wvaries in
different parts of the world. In Tunisia, bimodal peaks at
the age group of 10-19 years and the age group of 50-59
years were reported. Similar patterns are seen in areas
of intermediate risk like Uganda, Kenya and Sudan.?' In
this study no bimodal peaks were noticed. The disease
incidence usually increases at the age group of 13-20
years and reaches a plateau between the age of 40 to 55
years. Such a pattern was reported by Hirayama in India
and Prasad in Malaysia.®*>?* We couldn’t demonstrate
the previously reported results by Hidayatalla in Sudan,
who demonstrated a first peak at the age of 10-19 years.
This may be due to the difference in time and place of
the two studies.'

The types of histology in this series were WHO-II and
WHO-III which is similar to reports from other endemic
areas. High risk populations have larger proportion of
poorly differentiated carcinomas (WHO type IIT).2* On
the other hand WHO types II and III were not common
in non-endemic areas. It has been reported in United
States, that the majority of NPC in North America are
WHO type-I keratinizing squamous cell carcinoma
(75%).2 No single case in this series presented with
WHO type-I. In this series the neck nodes metastasis is
the commonest presentation, and this is consistent with
international incidence of 60-90%."

It is believed that a number of etiological
environmental factors along with genetic/host factors
may be responsible for the causation of NPC. Ho JH,
suggested that at least three etiological factors which
are EBV infection, genetically determined susceptibility
and other associated environmental factors are possibly
contributing for the high incidence of NPC in Chinese
populations.” Hidayatalla suggested a role of ethnicity
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and geographic distribution in causation of NPC, this
series showed no difference between different ethnic
groups or different regions of Sudan. Arabs are the
dominant inhabitants of Gezira region where this study
was conducted. This suggests a possibility of genetic
and environmental factors in the etiology of NPC in
Sudan.

CONCLUSIONS
RECOMMENDATIONS

AND

Nasopharyngeal cancer is a common cancer in
Sudanese and affects men more than women. Sudanese
Arabs are the most affected ethnic group and usually
present late with cervical lymphadenopathy, nasal and
ear symptoms and cranial nerves palsies. The commonest
histological types were WHO type II and III. No single
case of the WHO type I was encountered in this study.

Improving awareness of the public and medical
personnel in Sudan about early symptoms and signs of
NPC would help picking up early stages of the disease.
Cancer-registry is essential for cancer prevention and
control in Sudan. Encouraging studies for screening for
potential risk factors should help in setting preventive
measures for the disease. Further studies to evaluate
treatment modalities, morbidity and mortality are also
recommended.
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ABSTRACT

Objective: Epley maneuver is a common procedure in
treating benign paroxysmal positional vertigo (BPPV).
This study is carried out to assess the effectiveness and
the safety of a modified form of Epley maneuver (The
Particle Repositioning Maneuver) in treating unilateral
benign paroxysmal positional vertigo (BPPV).

Methods: This prospective study was done over

one year period (from March 2006 until February
2007). Fifty seven (57) patients, with age between (26-
82) years, complaining of unilateral BPPV randomly
allocated into two groups. The first group (28 patients)
underwent The Particle Repositioning Maneuver.
The second (control) group (29 patients) was treated
conservatively with anti-vertigo medication without
performing the maneuver. All patients were followed

one week after the presentation.

*Basil M.N.Saeed, MD, E.N.T Specialist and Lecturer, Department of Surgery, College of Medicine,University of Mosul, Iraq. E-mail: bnathir71@yahoo.com.
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Results: In the first group, 24 out of 28 patients
had improvement of symptoms and disappearance of
nystagmus on immediate post maneuver Dix-Hallpike
test, withimmediate success rate of 85.7%. Reassessment
one week later showed similar results. In the control
group, only 11 patients out of 29 had symptoms improved
and negative Dix-Hallpike test after one week, with
improvement rate of 37.9%, p-value<0.001 which is
highly significant in favor of the maneuver group. No
complications were reported in the maneuver group.

Conclusions: We conclude that this repositioning

maneuver is an effective method to treat BPPV.

INTRODUCTION

Benign paroxysmal positional vertigo (BPPV) makes
up about 25% of cases of vertigo, and is considered the
most common cause of vertigo of peripheral origin. It is
generally seen in individuals age 40 years and older, with
the highest age distribution between 40-70 years. The
symptoms include sudden attacks of vertigo precipitated
by sitting up, lying down, or turning in bed.'*

The canalithiasis theory was introduced by Hall,
Ruby and McClure in 1979; they proposed that the
signs and symptoms observed in BPPV were the result
of free-floating endolymphatic densities in the posterior
semicircular canal.’ This canalith mass move to a more
dependant position when the orientation of the posterior
semicircular canal is modified in the gravitational plane,

like in head hanging position.®

Vestibular suppressant and antiemetic medication
is generally ineffective in BPPV.” In recent years,
treatment has been greatly enhanced by the introduction
of physical treatment which disperses the canal debris.
The Epley maneuver entails a sequence of movements of
head and trunk to rotate the posterior semicircular canal

in a plane that displaces the plug of debris from the canal
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into the utricle of the inner ear, where it is inactive. The
original Epley maneuver is performed with the patient
sedated, with mechanical skull vibration is routinely
used and the patient head is moved sequentially through

5 separate positions.?

One modified form of Epley maneuver is the particle
repositioning maneuver (PRM), which is a three
position maneuver that eliminates the need for sedation
and mastoid vibration. It is thought to be the procedure

used by most clinicians today.*!%!!

The objective of this study is to assess the effectiveness
and the safety of the particle repositioning maneuver in
treating patients with BPPV, and to be the first study
which evaluates this method in our locality.

METHODS

This prospective study was done over one year
period (from March 2006 until February 2007). Fifty
seven (57) patients were treated at the Department of
Otorhinolaryngology in AL-Jamhori Mosul Teaching
Hospital, and in the private clinic. Their ages were
between 26-82 years with mean of (52.8) years. Thirty
seven (37) patients were females and twenty (20)
patients were males. Table 1 shows the age distribution
of patients, with the highest number is in the fifth

decade.
Age (years) Number of patients
21- 30 1
31-40 6
41- 50 15
51- 60 19
61-70 14
71- 80 1
>80 1
Total number 57

Table 1. Age distribution of patients.
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All the patients complaining of unilateral BPPV with
positive Dix-Hallpike test with the typical nystagmus
of latency, duration, direction and fatigability. Atypical
cases complaining of positional vertigo with no visible

nystagmus were excluded from the study.

Patients were randomly allocated into two groups,
the first group of 28 patients underwent the particle
repositioning maneuver. This maneuver was done in the

following manner:

Step 1: The patient with positive Dix-Hallpike test
was moved from the sitting to lying position with the
head hanging similar to the position of Dix-Hallpike
test and the affected ear was undermost. After the
nystagmus produced during this stage had ceased, the
head was kept for 2 minutes.

Step 2: The head was turned 90 degrees to the
opposite Dix-Hallpike position with the neck was fully
extended.

Step 3: The body and head was rotated 90 degrees
in the same direction of rotation so the head was facing
diagonally parallel to the first Dix-Hallpike position.
The transition from step 2 into step 3 took no longer
than few seconds, and the head was kept in this position
for one minute. After finishing the procedure, the
patient was seated back again and allowed to rest for a
few minutes. Figure 1 describes the maneuver adopted
in our patients.

A: Head is in the Dix-Hallpike position of the affected ear.
C: Further turning of the head and body 90 degrees.

Dix-Hallpike test was done immediately after the
procedure to assess the effectiveness of the maneuver.

Cinnarizin 25 mg was given twice daily to the failed
group.

The second group of 29 patients were given
medications in the form of cinnarizin 25 mg twice daily

and this group served as control.

All patients were instructed to avoid sleeping on
their backs or on the affected side for one week, and
instructed to be seen after one week. During the next

visit, all patients underwent Dix-Hallpike test.

RESULTS

BPPV
and positive Dix-Hallpike test were divided into a test

Fifty-seven (57) patients with unilateral

group of 28 patients who underwent the repositioning
maneuver, and a control group of 29 patients who were
treated conservatively with anti-vertigo medications. In
the test group, immediate post-maneuver re-testing with
Dix-Hallpike showed the test was negative in 24 patients,
while it was positive with vertigo and nystagmus in 4
patients. The immediate success rate of the procedure
is 85.7%. Four patients (14.3%) failed to improve, and
they were prescribed cinnarizin 25 mg twice daily.

B: Head in the opposite Dix-Hallpike position.

Figure 1. The steps of particle repositioning maneuver.
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A: Particles in the posterior canal. B: Movement during step 1 and 2, away from the ampulla toward the crus.
C: When the patient is in step 3: Particles are moving into the vestibule through the crus.

Figure 2. The proposed pathway of the particle movement in PRM.

No complications, like unsteadiness or neck spasm,
were reported. The control group of 29 patients was
treated conservatively without performing the maneuver
and patients were prescribed cinnarizin 25 mg twice
daily.

After one week, 23 patients of the test group came for
follow up including three patients who failed to respond
to the procedure in the first attempt. Twenty patients
who had successful procedure in the first attempt were
symptom free with negative Dix-Hallpike test, while
the remaining 3 patients had positive positional test,

and they underwent another repositioning maneuver.

Immediate check by positional testing revealed decrease
in the severity of vertigo and nystagmus in all of them,
they were kept on the same previous medication for 2
weeks. They were reassured and instructed to be seen

on need.

In the second group, all patients came for follow up
after one week. Dix-Hallpike test was still positive in
18 patients. Only eleven (11) patients had improvement
of the vertigo with negative Dix-Hallpike test after one

week with improvement rate of 37.9%.

The symptomatic patients (18 patients) were subjected

to the repositioning maneuver and were kept on anti-

vertigo medications for another week. After one week
only 12 patients of them came for follow up and only
two patients had positive Dix-Hallpike test who were
kept on medication for another 2 weeks. Table 2 and 3
show the clinical summary and results of the test and
control groups respectively.

Number of patients 28
Female: male 1.8:1
Mean age 26-82 years (mean 51.9 years)

Success rate 85.7% (24 patients)

No complications reported

Complications

Table 2. Clinical summary and results
in the test group.

Number of patients 29
Female: male 1.9:1
Mean age 34-70 years (mean 53.7 years)

Improvement rate | 37.9% (11 patients)

62.1% (18 patients, underwent the
maneuver). One week follow up (12
patients) 10 patients improved.

Failure

Table 3. Clinical summary and results
in the control group.

Statistical Analysis: It is a randomized trial in
which the success of the maneuver in the test group
(28 patients) is compared to a control (29 patients), and
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these results represent the improved patients after on

week of the presentation.

The success rate in the test group is 85.7% (24 out
of 28 patients), while the patients who improved in the
control group is only 37.9% (11 out of 29 patients). p-
value after statistical evaluation is found to be less than
0.001, which means highly significant results in favor

of the maneuver group.

DISCUSSION

It is not until 1992 that Epley published his first report
on the canalith repositioning procedure (CRP). The
original Epley maneuver is performed with the patient
sedated, with mechanical skull vibration is routinely
used and the patient head is moved sequentially through
S separate positions. Epley postulated that the procedure
enabled the otolithic debris to move under the influence
of gravity from the posterior semicircular canal into the

utricle.?

One modified CRP is the particle repositioning
maneuver (PRM), which is a three-position maneuver
that eliminates the need for sedation and mastoid
vibration. It is thought to be the procedure used by most

clinicians today.’!!

In our study, this maneuver was adopted in the test
group and the result was tested immediately after
finishing the maneuver, and one week later by Dix-
Hallpike testing. The immediate improvement rate was
85.7% and this result was found on reassessment one
week later. In the control group, the improvement rate
after one week was only 37.9%, with highly statistically
significant difference between the test and the control
groups (p-value <0.001). In the control group, PRM was
applied to patients with positive findings after one week
(18 patients). Reassessment one week later showed
that in 12 patients who came for follow up, symptoms
disappeared and the positional test was negative in 10
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patients. This further strengthens the results obtained.
The justification of this rapid relief of symptoms is by
the proposed movements of the endolymphatic debris
from the posterior canal into the utricle (Figure 2).

No complication was reported in patients treated with
this maneuver. We were mainly concerned with cervical
problems because of the hyperextension position of the
neck during the procedure.

Epley maneuver was deeply investigated and
some studies were reviewed for comparison. Lynn
et al compared Epley maneuver (n=18) with placebo
(n=15) without previous medication. The patients were
reassessed one month after the procedure. The success
rate was 88.9% in the procedure group, and in 26%
in the placebo group.'? In a study by Froehling et al,
Epley maneuver was done in 24 patients, and this was
compared to a placebo group (n=26). Reassessment one
week later showed significant difference favoring the
treated group (67% vs. 38%)."

Angeli, et al studied 47 senior citizens. Epley was
adopted in 28 patients, and 19 patients were a control
group. Reassessment one month later showed significant
difference favoring the treated group (64% vs. 5.26%).'
Simhadri, et al compared 20 patients who underwent
Epley maneuver to 20 control patients who used placebo
only. After one week all patients were Dix-Hallpike

negative, compared to 30% of the control group.'

In our study, the success rate was 85.7%, which is
comparable to the mentioned studies above. Besides,
sleeping instructions were given to all patients to avoid

rapid recurrence of symptoms.'®

CONCLUSIONS

This maneuver (the particle repositioning maneuver)

is an effective and safe method to treat unilateral and
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typical BPPV. Firstly, it saves the need for medications 8. Epley JM. The canalith repositioning procedure for
treatment of benign paroxysmal positional vertigo.
Otolaryngol Head Neck Surg 1992;107:399-404.

Parnes LS, Agrawal SK, Atlas J. Diagnosis and

which is not without certain side effects especially in

the elderly. Secondly, it has an abrupt effect which is
shown by the rapid relief of symptoms and negative 9.
management of benign paroxysmal positional vertigo. C
MAJ2003;169(7):681-93.

Pranes LS, Price-Jones RG. Particle repositioning

positional test immediately after the procedure. Thirdly,
it is not associated with troublesome side effects or
complications. So this method is recommended as the 10.

first line treatment of cases with BPPV. maneuver for benign paroxysmal positional vertigo. Ann

Otol Rhinol Laryngol 1993,102(5):325-31.
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COMPARATIVE STUDY OF ZYGOMATICMAXILLARY BUTTRESSES
OSTEOTOMIES WITH OR WITHOUT MIDPALATAL OSTEOTOMY IN
SURGICALLY ASSISTED RAPID MAXILLARY
EXPANSION BY USING PALATAL DISTRACTOR
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ABSTRACT

Objective: Assessment the efficiency of separating zygomaticmaxillary buttresses, with or without
midpalatal suture osteotomy, on shape and size expansion of the maxilla using palatal distractor.

Methods: Fourteen adult patients (ages between 18-25 years and no inborn deformities or congenital
syndromes) with skeletal maxillary narrowness being clinically and radially assessed. The studied sample
is separated to two groups; Group I: seven patients with bilateral zygomaticmaxillary buttress osteotomy,
Group II: the previous procedure was repeated on another 7 patients but with midpalatal osteotomy.

Results: The expansion in group Il has V shape vertically and horizontally, but that was not clear in group
I (p=0.03). Also the maxillary width immediately and 6 months after the expansion in group Il increased
statistically when compared with group I (p=0.00), and the percentage of skeletal maxillary expansion after
6 months in group I was 26.17%, but it was 61.88% in group II.

Conclusions: We conclude that midpalatal osteotomy affects the shape of expansion and increases the
percentage of skeletal maxillary expansion in adults.
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POST- MEASLES VACCINATION SUBACUTE

SCLEROSING PANENCEPHALITIS (SSPE)
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ABSTRACT

A case of subacute sclerosing panencephalitis post
measles vaccination in a 12-year old male child after 11
years of measles vaccination is presented and discussed
with literatures review.

INTRODUCTION

Subacute Sclerosing Panencephalitis (SSPE) is a
rare degenerative disease of central nervous system
causing progressive loss of cerebral function, paralysis,
coma and death. The cause is a persistent measles
virus infection of central nervous system. It was first
described by Dawson in 1933.!

CASE PRESENTATION

A 12 year old boy referred to Jordan from Yemen for
re-evaluation after being ill for the last 4 months prior
to his admission. His condition started by deterioration
of his school performance characterized by general

Eoasall 138 Jsa Al L] deabie pe 2B 36 e A 11

cognitive impairment and mood liability; his parents
had noted a longer history of difficulty in understanding
his speech, later he became ataxic to the point where he
needed to be fully supported when walking and started
to have repeated grandmal convulsions.

On admission to King Hussein Medical Center
(KHMC) he found to have left sided hemiplegia, aphasia,
during that period he developed decorticate posture and
spasticity and he continued to have convulsions .

His birth history and mile stones all were normal. He
had received measles vaccine at the age of 9 months, he
did not receive MMR vaccine, and there was no history
of fever, rash, head injury or drug ingestion prior
to his illness or in the past. No history of measeles
infection pre and post-measels vaccination. No family
history of similar conditions or mental retardation or
other neurological diseases. On examination, vital signs
were normal, the child was aphasic, with decorticate
posture, his upper and lower limbs were spastic with
hyper-reflexia and both plantars were extensor, no sign

*Amal S. Al-Taheineh, MD, Department of Family Medicine, Royal Medical Services, P. O. Box 293- Amman 11821, Jordan.

E-mail: dr_a_briezat@yahoo.com.
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of meningeal irritation, cranial nerves and fundoscopy
were normal and other systemic examination was
normal. His electrolytes, kidney function tests, liver
function tests and urine analysis were all normal. His
CSF analysis showed normal glucose in relation with
plasma, acellular, protein (72.8 mg %), immunoglobulins
IgG, IgM were high and oligoclonal band was positive,
measles hemagglutination inhibition antibodies titer
in CSF was (1:64) and serum (1:256) which was high.
Brain CT scan was normal, but MRI brain showed
post inflammatory ischemic changes and EEG showed
generalized slowing, with bursts of sharp waves over all
the areas at irregular intervals as shown in Figure 1 in
the second clinical stage. Thus the diagnosis of sub acute
sclerosing pan encephalitis (SSPE) was confirmed. The
patient was treated with anticonvulsants (valproic acid
and clonazepam) and maintenance of his nutritional
status with nursing care, but he unfortunately continued
to deteriorate and became deeply comatose and died
within 6 months due to respiratory illness, no autopsy
was performed.

Figure 1. EEG showed generalized slowing with bursts
of sharp waves overall the areas at irredular intervals.

DISCUSSION

Children with SSPE are more likely to have been
infected with natural measles than vaccine virus. The risk
of SSPE after measles is 4.0 in 100.000 cases compared
to a risk after measles vaccine of 0.14 in 100.000 cases.!
When the disease occurs in vaccinated children, it is
thought to result from a sub clinical measles infection
that occurred before the age of 1 year,” although there
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are cases reported as young as four months and as old
as 52 years, the clinical symptoms and signs usually
observed in children and young adults 6-15 years of
age,® with average age of onset at 9 years?, a higher
incidence has been noted in boys (3:1 male to female
ratio).? Patients initially presents with personality
changes, myoclonic convulsions usually appear after 2
months, these myoclonic jerks disappear during sleep,
but spontaneous speech and movements decrease, with
further progression, extrapyramidal dyskinesia and
spasticity become prominent. Patients may develop
athetosis, chorea, ballismus and dystonic movements.
Ocular involvement is seen in 56% of cases in form of
optic neuritis, retinitis or macular pigment disturbance.

Patients have lived for as short as 6 weeks or as
long as 20 year. In the terminal stage of disease,
decerebrate rigidity with irregular respiration and signs
of hypothalamic instability are seen.'” Diagnosis is
confirmed by elevated level of measles virus antibodies
in both CSF and serum.

No proven effective treatment is currently available
although several therapeutic trials, intravenous gamma
globulin IVIG, plasmapheresis, alpha and beta interferon

and isoprinosine are underway,’ carbamazepine
is recommended for myoclonus induced falling
episodes®.

One of the most important limitations in treatment of
SSPE is difficulty in recognizing early manifestations
of disease, when the inflammatory changes are possibly
still reversible. Also treatment available are very costly
and available only at few centers in the world, moreover,
these treatments are not curative and only help in buying
time for these patients.? Our patient clinical course
reflected a typical picture with absence of periodic
myoclonic jerks and absence of periodic complexes
in EEG in the second stage of the illness. Instead, he
developed ataxia which present in few cases® and he
did not exhibit any ocular or visual manifestation and
unfortunately his illness was fulminant, he died within
six months. This fulminant course may be due to viral
virulence, early exposure to measles vaccine, impaired
his defense mechanisms or concurrent infection with
other viruses.’
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CONCLUSIONS

Although Subacute Sclerosing Panencephalitis is a
rare disease, but the presented child should raise our
awareness of the condition and its possibility in normal
exposure to natural measles or measles vaccination;
although unfortunately, little appears to change the
usual dramatic neurological deterioration.
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INCIDENTAL CARCINOMA IN SITU ARISING
IN A SUPERNUMERARY BREAST
Mohammed Kamil, MD; Louay Latif Qasha, MD
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ABSTRACT

Supernumerary nipple and breast is a relatively
common finding in women and it is subject to the same
diseases as normal breast and nipple. Twenty year-
old unmarried college student, with an asymptomatic
supernumerary breast and nipple, consult for cosmetic
purposes. The histopathological assessment of the
excised breast revealed a focus of Duct Carcinoma
in Situ (DCIS). A review of the pathology of DCIS is
presented and the problem is discussed.

INTRODUCTION

The presence of accessory breast tissue such as
supernumerary nipples (polythelia) or supernumerary
breasts (polymastia)isrelatively commonin women, with
an incidence of around 15%.' Although supernumerary
breasts and nipples are subjected to the same diseases as
normal breast and nipple, patients usually seek advice
when these lesions become unsightly.?

In this paper, we report a case of Duct Carcinoma
in Situ (DCIS) incidentally discovered after
histopathological examination of a supernumerary
breast and nipple excised for cosmetic purposes.

CASE PRESENTATION

A 20-year-old unmarried college student presented
to the consultation clinic on the 20" of February 2001
complaining of a «swelling» just below her right breast
which had increased remarkably in size over the last
three years. She also admit the presence of a small
«navusy that had been there «since birthy». She did not
notice any change in her «navus» and she is consulting
because she feel uncomfortable about the swelling.
Her menarche was at the age of 15 years with a normal
menstrual cycle since that date.

On examination, the right breast hangs slightly higher
than the left breast, a soft swelling is palpable just below
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her normal right breast with a small brown nodule that «very worry» patient, no other treatment advised. The
is very similar to a «nipple», (Figure 1). last time the patient had been seen was on the 18" of
November 2005 with no evidence of axillary or local
disease along with clinically normal both breasts.

Figure 1. The right breast hangs a little higher
than the left.

There was no tenderness, no palpable masses and
nothing is expressible from that «nipple». The left breast
was normal and both axillae were negative, (Figure 2).

Figure 2. Her «navus» is very similar to a nipple.

A decision was made to excise the swelling. Surgery Figure 4. One section showing DCIS
performed on the 26™ of February 2001. The whole with micro calcifications.
specimen (Figure 3) was submitted to histopathological
assessment and the pathologist reported «a rudimentary

nipple and breast tissue with few developed duct system, DISCUSSION
an area of DCIS with micro calcifications is identifiable
in one section and the margins of the excised specimen Although supernumerary nipples (polythelia) are
were clear», (Figure 4). congenital in origin and identifiable at childhood,
supernumerary breasts (polymastia) may not be
Postoperatively, a base line mammography for both evident until the influence of sex hormones during
normal breasts was obtained and was normal. Apart puberty.’ This explains the progressive increase in size
from regular follow up and frequent reassurance for the the patient noticed in the last three years. Although the
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most common site for supernumerary nipples is just
below the normal breast, the most common site for
supernumerary breast is the lower part of the axilla,
the occurrence of a supernumerary breast just below a
normal breast is very rare.*

Reviewing the literature, although primary carcinoma
had been reported in ectopic axillary breast,’ so does
Paget's disease in a supernumerary nipple,® ductal
carcinoma in situ is typically diagnosed in asymptomatic
women undergoing screening mammography.” It is a
pre-invasive cancer that has not reached the epithelial
basement membrane. This was previously a rare, usually
asymptomatic finding in breast biopsy specimens, but it
is becoming increasingly common owing to the advent
of mammography screening.® It rarely presents as a
defined mass, although it may be found incidentally
when excising a benign mass.® The risk of invasive
breast cancer is increased nearly five folds in women
with DCIS.’

Incidentally discovered foci of DCIS, during
histopathological examination of excised supernumerary
breast, is a very rare event especially in a young
asymptomatic women.'?

Nowadays, most cases of DCIS are detected
mammographically, and the suspected area is localized
by a needle or a wire which is used to locate excision
site.!! Recently, positron emission tomography (PET)
imaging is being used for screening.'> Mastectomy can be
considered an optimal treatment for asymptomatic DCIS
of'a supernumerary breast which also solve the cosmetic
part of the problem." Since the rate of axillary lymph
node metastasis for incidentally or mammographically
detected non-palpable DCIS is almost 0%, there is a
wide agreement to omit formal axillary lymph node
dissection in patient with this disease.'*

The detection of DCIS in supernumerary breast
in a young woman may be a predictor of high risk of
breast cancer.!” Base line mammography screening for
the normal breast and regular follow up for the patient
is important.”> The psychological impact of such a
problem must be taken in consideration during follow
up. Reassurance is indicated.
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CONCLUSIONS

This is a very rare incident and it supports the opinion
that supernumerary breasts and nipples are subject to
the same diseases as normal breast and nipples. Careful
histopathological assessment of excised specimens is of
paramount importance. Follow up of the normal breasts
by mammography screening and clinical examination
is indicated. The psychological impact of such an
event, especially on young patients, must be taken in
consideration during follow up.
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MEDICAL CASE

Bilateral Kidney Calcifications

cailad) Al Ay sls eludss

A 37-year-old man was referred for evaluation of distal renal tubular acidosis. Laboratory
evaluation revealed a serum potassium level of 3.3 mmol per liter, a bicarbonate level of 16 mmol per
liter, a calcium level of 9.3 mg per deciliter (2.3 mmol per liter), a phosphate level of 2.1 mg per deciliter
(0.7 mmol per liter), a creatinine level of 3.0 mg per deciliter (265 umol per liter), a parathyroid hormone
level of 62 pg per milliliter, and an estimated glomerular filtration rate of 25 ml per minute per 1.73 m?

of body-surface area. He had been given a diagnosis of renal tubular acidosis at 9 years of age on the
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basis of metabolic acidosis with a high urinary pH and hypokalemia associated with nephrocalcinosis.
At that time, there was evidence of bilateral nephrocalcinosis on plain abdominal radiography. The
patient was treated with sodium bicarbonate and potassium supplementation and had normal growth but
did not undergo medical follow-up or treatment between 15 and 37 years of age. The plain film of the
abdomen obtained during the referral visit (see figure) revealed bilateral symmetric calcification of the
renal parenchyma, sparing only the renal pelvis. This finding contrasts with those classically associated
with type 1 distal renal tubular acidosis, in which nephrocalcinosis is present but is limited to the renal
medulla. Three years after sodium bicarbonate and potassium supplementation was restarted, the patient’s

renal function has remained stable.
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Andres Serrano, M.D; Daniel Batlle, M.D
Northwestern University Feinberg School of Medicine, Chicago, IL 60611
N Eng J Med 2008 Jul;359(1) Image in clinical medicine
Translated by Samir Aldalati, MD

69



_ Journal of the Arab Board of Health Specializations Vol.10, N_

Reviow Ayticte

s G

DIFFERENTIAL DIAGNOSIS OF METABOLITE CHANGES
IN MAGNETIC RESONANCE SPECTROSCOPY (MRS) OF BRAIN
PATHOLOGY
deleall WU (MRS) skl abalind) o) & cliliioall Jadl g 56l e il
Mohamad Ali Al-Fakir, MD
ol e dasald

ABSTRACT

The use of magnetic resonance spectroscopy MRS help getting valuable information about the pathophysiology
for several diseases by detecting the marker metabolite. This technique considered a non invasive approach to
evaluate some confusing findings on MRI, and may be helpful in evaluating some therapeutic procedures.
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Public Health
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Innate Factors in Human Breast Milk Inhibit Cell-Free HIV-1
but Not Cell-Associated HIV-1 Infection of CD4+ Cells

HIV-1 (g)da) dolial) 5o ugpd bl (8 anledi oY) cula (8 daylal) Jalgal)
CD4 LAY o) el B WAL Jadiyal) (ug il o Waysili 00 DAY £)la

Lyimo MA, et al.
J Acquir Immune Defic Syndr 2009 Apr 2.

Background: Transmission of HIV from mother to child through breast-feeding remains a global health challenge,
particularly in developing countries. Breast milk from an HIV-infected women may contain both cell-free HIV-1 and
cell-associated virus; however, the impact of human breast milk on HIV infection and replication in CD4 cells remain
poorly understood.

Objectives: In the present study, we evaluated the effects of breast milk in vitro on infection of CD4 cells with cell-
free HIV-1, including effects on HIV-1 receptor expression, reverse transcription, integration, and viral transcription.
Additionally, we evaluated the ability of breast milk to inhibit cell-associated transmission of HIV-1 from infected
CD4 T lymphocytes.

Results: Our results demonstrate that breast milk potently inhibits infection with cell-free HIV-1 in vitro independently
of viral tropism and significantly decreases HIV-1 reverse transcription and integration in CD4 cells. However, the
inhibitory effect of breast milk on HIV-1 infection of CD4 cells was lost during extended culture, and direct coculture
of HIV-infected CD4 T lymphocytes with susceptible target cells revealed that breast milk was ineffective at blocking
cell-associated HIV-1 infection.

Conclusions: Our findings suggest that breast milk may provide a protective function against cell-free HIV-1 but
may be less effective at blocking infection by cell-associated virus.
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Genetic Contribution to Patent Ductus Arteriosus in the Premature Newborn
BN s addl oot Astla Al il BURN U8y 3 Al ¢ ssal)

Bhandari V, et al.
Pediatrics 2009 Feb;123(2):669-73.

Background: The most common congenital heart disease in the newborn population, patent ductus arteriosus,
accounts for significant morbidity in preterm newborns. In addition to prematurity and environmental factors, we
hypothesized that genetic factors play a significant role in this condition.

Objective: The objective of this study was to quantify the contribution of genetic factors to the variance in liability
for patent ductus arteriosus in premature newborns.

Patients and Methods: A retrospective study (1991-2006) from 2 centers was performed by using zygosity data from
premature twins born at < or =36 weeks’ gestational age and surviving beyond 36 weeks’ postmenstrual age. Patent
ductus arteriosus was diagnosed by echocardiography at each center. Mixed-effects logistic regression was used to
assess the effect of specific covariates. Latent variable probit modeling was then performed to estimate the heritability
of patent ductus arteriosus, and mixed-effects probit modeling was used to quantify the genetic component.

Result: We obtained data from 333 dizygotic twin pairs and 99 monozygotic twin pairs from 2 centers (Yale University
and University of Connecticut). Data on chorioamnionitis, antenatal steroids, gestational age, body weight, gender,
respiratory distress syndrome, patent ductus arteriosus, necrotizing enterocolitis, oxygen supplementation, and
bronchopulmonary dysplasia were comparable between monozygotic and dizygotic twins. We found that gestational
age, respiratory distress syndrome, and institution were significant covariates for patent ductus arteriosus. After
controlling for specific covariates, genetic factors or the shared environment accounted for 76.1% of the variance in
liability for patent ductus arteriosus.

Conclusions: Preterm patent ductus arteriosus is highly familial (contributed to by genetic and environmental factors),
with the effect being mainly environmental, after controlling for known confounders.
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Iron Supplementation of Breastfed Infants From an Early Age
A ey LB e cpaaiaall ad )l die yaally S asal)

Ziegler EE, et al.
Am J Clin Nutr 2009 Feb;89(2):525-32.

Background: In breastfed infants, iron deficiency at <6 mo of life, although uncommon, is observed in industrialized
countries. Iron supplementation starting at an early age may prevent iron deficiency.

Objectives: The study assessed the effect of early iron supplementation of breastfed infants and tested the hypothesis
that iron supplementation enhances iron status. Potential adverse effects (tolerance and growth) were monitored.
Design: The prospective, placebo-controlled study involved exclusively breastfed infants who were randomly
assigned at 1 mo of age to iron (n = 37) or placebo (n = 38). Iron (7 mg/d as multivitamin preparation with ferrous
sulfate) or placebo (multivitamin preparation without iron) was given from 1 to 5.5 mo of age. Complementary
foods were allowed at >4 mo. Infants were followed to 18 mo. Blood concentrations of ferritin, transferrin receptor,
hemoglobin, and red cell indexes were determined at bimonthly intervals. Stool consistency and color and feeding
behavior were recorded.

Results: Iron supplementation caused modest augmentation of iron status during the intervention at 4 and 5.5 mo but
not thereafter. Iron supplements were well tolerated and had no measurable effect on growth. One infant developed
iron deficiency anemia by 5.5 mo of age.

Conclusion: Early iron supplementation of breastfed infants is feasible and transiently increases iron status but not
hematologic status. Iron is tolerated by most infants. The prevalence of iron deficiency anemia is low (3%) among
unsupplemented breastfed infants in the first 6 mo of life.
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Neuroimmune Interaction and Anorectal Motility
in Children With Food Allergy-Related Chronic Constipation
Cradall dlaay) ela A daaydl) 48 ally Aalial) Lo lial) dpuanl) edle L)
Sk xie Ak da YL glaial)

Borrelli O, et al.
Am J Gastroenterol 2009 Feb;104(2):454-63.

Objective: Food allergy is thought to trigger functional constipation in children but the underlying mechanisms
are still unknown. Mast cells (MCs) and their relationship with nerve fibers (NFs) in the rectal mucosa, as well as
anorectal motility, were studied in children with refractory chronic constipation before and after an elimination diet
for cow’s milk, egg, and soy proteins.

Methods: Thirty-three children (range: 1-10.8 years) underwent anorectal manometry and suction rectal biopsy
before and after 8 weeks of oligoantigenic diet. MCs and NFs were identified immunohistochemically. Quantification
of MCs (%MC/area) and MCs within 10 microm of NFs (%MC-NF/area) was performed by computer-assisted
analysis.

Results: Eighteen children responded to the diet (R-group) and fifteen did not (the NR-group). At baseline there
was a significant difference in anal resting pressure (ARP; mm Hg), percentage of relaxation (%R), and residual
pressure (RP; mm Hg) of anal canal during rectal distension between the R-group (66+/-4.1, 84.3+/-2.8, 10.4+/-
2.3, respectively) and the NR-group (49+/-5, 92.2+/-1.7, 4.8+/-1.7, respectively; P<0.05). After the diet, significant
changes in ARP, RP, and %R were observed only in the R-group (44+/-3.7, 93.7+/-1.5, 3.8+/-1.2, respectively;
P<0.05). At baseline, the R-group showed an increase in %MC/area (8.3+/-0.7) and %MC-NF/area (5.2+/-2.6) with
respect to the NR-group (5.1+/-0.5 and 2.34/-0.4, respectively; P<0.05). After the diet, only the R-group showed a
significant reduction of %MC/area and %MC-NF/area (4.4+/-0.5 and 2.2+/-0.4, respectively; P<0.001). Both ARP
and RP significantly correlated with % MC/area and %MC-NF/area; %R showed a significant inverse correlation
with both %MC/area and %MC-NF/area.

Conclusions: In children with food allergy-related chronic constipation, an increase in both rectal MC density and
spatial interactions between MCs and NFs correlates with anal motor abnormalities. These variables are significantly
affected by the diet.
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Humoral Immune Response After Post-Chemotherapy Booster
Diphtheria-Tetanus-Pertussis Vaccine in Pediatric Oncology Patients

Al Jlaad) ¢ GBSY (L aidal)) DTP 2@ (e 85 nal) dojadl gt Adaldl) Lo Lial) dpladiad)
. C
JUkY) die e ol ALl A glassl) Aadlaal) ay

Cheng FW, et al.
Pediatr Blood Cancer 2009 Feb;52(2):248-53.

Background: The role of post-chemotherapy booster vaccination in pediatric oncology children remains to be
established. In this randomized controlled study, we studied the effect of immune responses to diphtheria-tetanus-
pertussis (DTP) booster vaccination in children 6 months after completing chemotherapy.

Methods: Children 1-18 years old with chemotherapy completed for 6 months (baseline) were eligible. Subjects were
randomized into vaccine and control group. In the former, three doses of DTP vaccine (Aventis Pasteur Inc., Lyon,
France) were administered. IgG antibody titers against diphtheria, tetanus, pertussis, hepatitis B, measles, mumps,
and rubella antibodies were measured serially in vaccine and control groups. Subsets of circulating lymphocytes
(CD3(+), CD4(+), CD8&(+), CD19(+), and CD16/56(+)) were quantified by flow cytometry using fluorescence-
labeled monoclonal antibodies.

Results: Fifty-six children (28 vaccinees; 28 controls) were enrolled. Protective antibody levels against diphtheria,
tetanus, pertussis were found at baseline in 83.6%, 96.5%, 96.1% of them respectively. After three doses of DTP,
all vaccinees demonstrated a sustain rise in antibody levels and the antibody titers were significantly higher than
control group. 35.8% of subjects were susceptible to measles mumps and rubella infection and 69% showed anti-HBs
antibody titer less than protective level up to 18 months after stopping chemotherapy.

Conclusions: Post-chemotherapy booster vaccinations produced a strong and sustained effect in humoral immunity
against vaccine-preventable infectious diseases.

Al oda 8 aaw U zlia ) 5] e JULY) die Gapsll eV 8 el e 5 ead) depall e Jly L sduagd) Adls
Opbad) JubY) die (Sl Jled) ¢ GBSI cLyaall) DTP ) e 55 jeall dejall diaall dae bl llain) ayi Ao il 4 sdal)
gsla Aallaall agalail (pa el 6 amy Glldg duayy <N lay

eyl i 5L (Apaeld Al edl 6 die Ayslesl) dalleall bl A 18-1 o Lleely WYY o e sane duhal) cilads sdiad) 55k
Aventis Pasteur 3$,8) DTP #l oo cleja &0 elhae] I) e sanall b 23 . Lal de ganas Gl de gana £ (i sane ) Ll
IS8y Al dpaally GlSH) cdaaall B asl gl ¢ Sl Jleadle BRI (Lygaally Aalsl) TgG sl splee & L (Luid (sl <InC
(CD3(+) «CD4(+) «ghysll & Ablall clyslaall) pe€ apan 2 LS L 28 Lill de sanas 2 Wl de gane 8 ampall (52 Jualusie

Alall saa dafid) slacay) alaaiul flow cytometry slall Gloadl (ubie DA (e (CD8(+) CD19(+)<CD16/56(+)

Jlaadly 3B Lyl slaal e (e Gy Cilisine 2pa Jingl (LA dcgane 28 5 il A gana 28) ik 56 Cuadl Jadk zilill

89



_IS: Journal of the Arab Board of Health Specializations Vol.10; No© 2,_

gen o5l DTPS 218 (o B el 35 2nss - afill o onyall o %9615 %96.5 ¢ %83.6 ie Apael Aall 3 Sl
Galilly ducanll CBEY pad) e %35.8 Gmys -l desanas Al sl JSs damY) Gligine 8 K 3l il iyl
gslasS Aalleall ColaY (po Dt 18 2y cllyg 85l (s5imsall (50 Hbs slacal e ajall o %69 elal Lad caslaly) duanlly
Oah) s LI Aol (e By g Bolatd Lok ) dslal) dalledll sy Al 85eal) G cleja gax claliiuy)
) ks e 26,0 AL dty)

Serum Melatonin Levels in Children
With Epilepsy or Febrile Seizures
JELY) die oigidiall Lbaall il giaal)

A bal) cladiay) ol £ pally Guladll

Guo JF, et al.
Zhongguo Dang Dai Er Ke Za Zhi 2009 Apr;11(4):288-90.

Objective:To study serum levels of melatonin in children with epilepsy or febrile seizures in order to provide a basis
for the treatment of epilepsy or febrile seizures with melatonin.

Methods: Serum melatonin levels were measured using ELISA in 15 children with simple febrile seizure (SFS), in 15
children with complex febrile seizure (CFS), in 15 children with epilepsy, and in 15 children with upper respiratory
infections (control group).

Results: Serum melatonin levels in children with epilepsy (8.66+/-1.38 ng/L) or CFS (14.91+/-2.61 ng/L) were
significant lower than those in the control group (23.93+/-2.01 ng/L) (P<0.01). The SFS group showed lower serum
melatonin levels (20.72+/-2.54 ng/L) compared with the control group, but there were no statistical differences
between the two groups. Serum melatonin levels in the epilepsy group were significantly lower than those in the CFS
(P<0.05) and the SFS groups (P<0.01).

Conclusion: Serum melatonin levels decreased in children with epilepsy or CFS. Supplement of exogenous melatonin
might be a promising treatment for epilepsy and febrile seizures in children.
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Obstetrics And Gynecology
5Ll ladly sl

The Role of Iron in the Pathogenesis of Endometriosis
(Ssriagaiy)) Balgdl anyll dilday £ dpdala) (A Haad) jga

Kobayashi H, et al.
Gynecol Endocrinol 2009 Jan;25(1):39-52.

Background: Endometriosis may cause symptoms including chronic pelvic pain and infertility, and increases
susceptibility to the development of ovarian cancer. Genomic studies have started to delineate the wide array
of mediators involved in the development of endometriosis. Understanding the mechanisms of endometriosis
development and elucidating its pathogenesis and pathophysiology are intrinsic to prevention and the search for
effective therapies.

Method: The present article reviews the English language literature for biological, pathogenetic and pathophysiological
studies on endometriosis. Several recent genomic studies are discussed in the context of endometriosis biology.
Results: Severe hemolysis occurring during the development of endometriosis results in high levels of free heme and
iron. These compounds oxidatively modify lipids and proteins, leading to cell and DNA damage, and subsequently
fibrosis development. Recent studies based on genome-wide expression analysis technology have noted specific
expression of heme/iron-dependent mediators in endometriosis. The heme/iron-dependent signaling pathway of
endometriosis, which is providing new insights into the regulation of inflammation, detoxification and survival, is
discussed.

Conclusion: Several important endometriosis-specific genes overlap with those known to be regulated by iron. Other
genes are involved in oxidative stress. Iron has a significant impact on endometriotic-cell gene expression. This
review summarizes recent advances in the heme/iron-mediated signaling and its target genes, outlines the potential
challenges to understanding of the pathogenesis and pathophysiology of endometriosis, and proposes a possible
novel model.
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Vaginal Robot-Assisted Radical Hysterectomy (VRARH)
After Iaparoscopic Staging: Feasibility and Operative Results

Aaadlal) siliilly ggand) : il a)sl) anil) 3y VRARH (M) oLy s buay (g udad) sl Juaiiol

Oleszczuk A, et al.
Int J Med Robot 2009 Jan 19.

Background: To describe a technique of vaginal robot-assisted radical hysterectomy (VRARH) that utilizes the
advantages of a robotic system and eliminates the manipulation of cancer tissue.

Method: A prospective study was performed for VRARH using the da Vinci((R)) robotic surgical system in 12 patients.
The procedure was indicated in patients with cervical cancer stage FIGO IB1 after laparoscopic lymphadenectomy. A
tumour-adapted vaginal cuff was created transvaginally.

Results: All operations were completed with minimal blood loss (mean 123 ml). The mean operative time including
para-aortic lympadenectomy was 356 min, the vaginal cuff creation took 43 min and the radical robotic resection 68
min. No uterine manipulator was used. There were no bladder or bowel complications and no conversion to standard
laparoscopy or laparotomy.

Conclusions: The VRARH technique combines the advantages of the vaginal route and robotic laparoscopic surgery:
tumour contamination is avoided and complications are minimized. This procedure could be superior to techniques
described previously.
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Risks for Preterm Delivery and Low Birth Weight are Independently
Increased by Severity of Maternal Anaemia

A Al aal) 88 Bk Ll BN () oalip BSL) BsN Cygan Baly)
Kidanto HL,et al.
S Afr Med J 2009 Feb;99(2):98-102.

Objective: To estimate the effect of the severity of maternal anaemia on various perinatal outcomes.
Design: A cross-sectional study.
Setting: Labour Ward, Muhimbili National Hospital, Dar es Salaam, Tanzania.
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Methods: The haemoglobin of eligible pregnant women admitted for delivery between 15 November 2002 and 15
February 2003 was measured. Data on socio-demographic characteristics, iron supplementation, malaria prophylaxis,
blood transfusion during current pregnancy, and current and previous pregnancy outcomes were collected and
analysed. Anaemia was classified according to the World Health Organization (WHO) standards: normal--Hb > or =
11.0 g/dl; mild--Hb 9.0-10.9 g/dl; moderate--Hb 7.0-8.9 g/dl; and severe--Hb < 7.0 g/dl. Logistic regression analysis
was performed to estimate the severity of anaemia. The following outcome measures were used: preterm delivery
(<37 weeks), Apgar score, stillbirth, early neonatal death, low birth weight (LBW) (<2500 g) and very low birth
weight (VLBW) (<1500 g).

Results: A total of 1174 anaemic and 547 non-anaemic women were enrolled. Their median age was 24 years (range
14-46 years) and median parity was 2 (range 0-17). The prevalence of anaemia and severe anaemia was 68% and
5.8%, respectively. The risk of preterm delivery increased significantly with the severity of anaemia, with odds ratios
of 1.4, 1.4 and 4.1 respectively for mild, moderate and severe anaemia. The corresponding risks for LBW and VLBW
were 1.2 and 1.7, 3.8 and 1.5, and 1.9 and 4.2 respectively.

Conclusion: The risks of preterm delivery and LBW increased in proportion to the severity of maternal anaemia.
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Oocyte Diameter as a Predictor of Fertilization and Embryo Quality
in Assisted Reproduction Cycles

o lual) Glady) clilee A cpiall de gig Qlady) Eigand ol jadaS Luad) 408 b

Romaio GS, et al.
Fertil Steril 2009 May 5.

Objective: To assess the impact of the mean oocyte diameter (MOD) on occurrence of fertilization and embryo
quality in assisted reproduction cycles.
Design: Prospective observational study.
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Setting: Sector of Human Reproduction of the University Hospital, Faculty of Medicine of Ribeirdo Preto, University
of Sdo Paulo (HCFMRP-USP).

Patient(s): Thirty-five women undergoing intracytoplasmic sperm injection (ICSI) at the University Hospital of
Ribeirao Preto from May to October 2007.

Intervention(s): MOD assessment.

Main outcome measure(s): Occurrence of fertilization and qualitative embryo classification on 2nd and 3rd day
after ICSI.

Result(s): We divided 160 metaphase II oocytes according to MOD into groups A (MOD below the 25th percentile),
B (MOD between 25th and 75th percentile), and C (MOD above the 75th percentile). There was no statistically
significant association between MOD and the occurrence of fertilization or the qualitative embryo classification
on days 2 and 3. There was no statistically significant difference between groups regarding number of cells or the
qualitative embryo classification on days 2 and 3.

Conclusion(s): The MOD of mature oocytes does not seem to be related to the occurrence of fertilization or to the
developmental quality of human embryos on days 2 and 3 after ICSI.
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Surgery
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Impact of Omphalocele Size on Associated Conditions
Ab)al) g AY) cigddll Ao Appud) LAY ana Sl

Kumar HR et al.
J Pediatr Surg 2008 Dec;43(12):2216-9.

Purpose: Omphalocele is often associated with the presence of other congenital anomalies. Case reports have
demonstrated nonclassical associations occurring in smaller omphaloceles. The aim of this study was to determine if
omphalocele defect size correlates with the type of anomalies found.

Methods: Patient records at a pediatric hospital were retrospectively reviewed for an 8-year period. Data were
collected on patient demographics, omphalocele size, and congenital anomalies identified. Size of the abdominal wall
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defect was determined by either physical examination or operative record of repair. Patient cohorts were designated
as those with small (4 cm and less) or large (greater than 4 cm) omphaloceles.

Results: Fifty-three cases of omphalocele were observed. Twenty-seven cases were classified as small, with 26
classified as large. A predominance of males was noted in the small omphalocele group (78% vs 42%; P=.01).
Intestinal anomalies, including Meckel’s diverticulum and intestinal atresia, were only seen in patients with small
omphaloceles. Most cardiac anomalies were associated with large omphaloceles (34.6% vs 3.7%; P=.01).
Conclusion: Small omphalocele size correlates with an increased prevalence of associated gastrointestinal anomalies,
a lower prevalence of cardiac anomalies, and a higher predominance of male sex.
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A Single-Blinded, Randomized Comparison
of Laparoscopic Versus Open Hernia Repair in Children

zsiball alall Z3uay) aa il F3lay) ddjlial denil) 5k dilpde Al
Skl xie gl eylal

Koivusalo Al et al.
Pediatrics 2009 Jan;123(1):332-7.

Objective: The role of laparoscopic surgery in pediatric inguinal hernia repair is unclear. We aimed to compare day-
case laparoscopic hernia repair with open repair.

Methods: A prospective, single-blinded randomized study in children aged 4 months to 16 years with unilateral
inguinal hernia was performed. The primary outcome measure was the time to normal daily activities after surgery.
Secondary outcome measures included postoperative pain, time in the operation room, results, and complications.
Results: Eighty-nine patients were enrolled (laparoscopic hernia repair: 47, open repair: 42). The mean number of days
to normal activity after laparoscopic hernia repair and open repair was 2.4 and 2.5, respectively. Thirty-seven (79%)
patients with laparoscopic hernia repair and 20 (42%) with open repair required rescue analgesia postoperatively.
The median pain score in the second postoperative morning was significantly higher after laparoscopic hernia repair.
The median times in the operation room for laparoscopic hernia repair and open repair were 63 and 38 minutes,
respectively. Surgical and cosmetic results were similar at up to 2 years’ follow-up.

95



_IS: Journal of the Arab Board of Health Specializations Vol.10, No 2,_

Conclusions: Recovery and outcome were similar after open repair and laparoscopic hernia repair in children.
Laparoscopic hernia repair was associated with increased theater time and postoperative pain.
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Outcome After Severe Head Injury: Focal Surgical Lesions Do not Imply
A Better Glasgow Outcome Score Than Diffuse Injuries At 3 Months
dadagal) Lalad) CldY) :5asadl) Gl el any Aaadial) giliat)

Bpdiial) LY aa A lRally pilill SudE alu o Juad) bliS o gt Y

Leach P, et al.
J Trauma Manag Outcomes 2009 Apr 3;3:5.

Background: Historically neurosurgeons have accepted head injured patients only in the presence of a mass lesion
requiring surgical decompression. Underpinning this is an assumption that these patients have a better outcome than
patients without a surgical lesion. This has meant that many patients without a surgical lesion have been managed
locally in the referring hospital. However, there is now evidence that treatment of all head injured patients in a
specialist centre leads to improved outcomes. Therefore, we have asked the question: does the presence of a surgical
lesion imply better outcome from severe head injury?.

Results: We prospectively recorded the Glasgow Outcome score (GOS), at 3 months, of all the severely head injured
patients treated at our institution over a two and a half year period. Of 116 patients admitted with an initial Glasgow
Coma Score (GCS) of 8 or less, 58 had surgical lesions and 58 non-surgical head injuries. The two groups were
well matched for presenting GCS and age. Overall our favorable outcome rate (GOS 4 and 5) at 3-months for the
patients with a surgical lesion and for the non-surgical group were 47.3% and 46.6% respectively, with no significant
difference between the two (P = 0.54).

Conclusion: The assumption in the past has always been that patients presenting in coma from traumatic diffuse
brain injury will do worse than those that have a mass lesion amenable to surgical decompression. Our series would
suggest that this is not the case and all severely head injured patients should expect similar outcome when cared for
in a neuroscience centre.
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What Happens to the External Carotid Artery
Following Carotid Endarterectomy?
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Abbas SM, et al.
BMC Surg 2008 Nov 25;8:20.

Aims: The effect of carotid endarterectomy on the patency of the external carotid artery is unknown. We
conducted a retrospective study to evaluate the long-term changes in the external carotid artery following carotid
endarterectomy.

Methods: Data was prospectively recorded for all patients who had carotid endarterectomy between 1997 and 2006
in our vascular surgical unit. These patients had follow-up with carotid duplex ultrasound to assess the patency of the
internal and external carotid artery. The data were retrieved and evaluated for patency and flow characteristic in both
arteries before and after surgery.

Results: Carotid endarterectomy was performed on 255 occasions in 236 patients over the ten year study period.
Immediate and long-term outcome of carotid endarterectomy is comparable to results at other major centers. Stenosis
of the external carotid artery as detected by duplex scan occurred in 5.5% of patients and was totally asymptomatic.
Conclusion: Our results of carotid endarterectomy are comparable to other centers. Long-term follow up of the
external carotid artery with duplex scan showed asymptomatic stenosis in a small percentage of patients.
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Cardiovascular Diseases
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Carotid Artery Structural and Functional Evaluation
in Relatives of Type 2 Diabetic Patients

@Sl £1al (e SN Jaail) odaye ol oA Alad) Culdll aglly g gl anill)

Prado SS, et al.
Arq Bras Cardiol 2009 Mar;92(3):186-192, 196-202.

Background: In Western countries type 2 diabetes mellitus (DM?2) is the leading cause of morbidity and mortality,
particularly from cardiovascular causes. Since a family history of diabetes, even in non-diabetic subjects, is regarded
as an increased risk of coronary heart disease, the use of approved surrogate markers of early atherosclerosis, specially
of ultrasonic measurements of the carotid arteries, is of vital importance.

Objective: To analyze the structural properties (intima-media thickness) and functional properties (distensibility
measurement) of the carotid arteries in subjects with (FH+) a family history of type 2 diabetes, in comparison to
subjects without (FH-) a family history of type 2 diabetes, both groups with no known cardiovascular risk factors.
Methods: 32 individuals (male and female, age range, 21-47 years; 19 FH+, 13 FH-) had their right and left common
and internal carotid arteries measured, using high-resolution B-mode ultrasonography. Both groups had similar
(p>0.05) age, BMI, blood pressure, and fasting blood glucose and insulin, leptin, and C-reactive protein (CRP)
levels.

Results: The intima-media thickness (IMT) of the left common carotid artery (LCCA) in the FH+ group (0.568+/-
0.107mm) was statistically greater (p=0.029) than in the FH- group (0.477+/-0.116mm). Multiple regression analysis
identified age, overweight and obesity (determined by BMI), CRP, and LDL-cholesterol levels as independent
predictors of the IMT in the LCCA.

Conclusion: FH+ individuals with no metabolic disorders presented greater IMT of the left common carotid artery
(structural alteration) than FH- individuals, but normal vessel function.
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Right-to-Left Shunt With Hypoxemia in Pulmonary Hypertension
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Vodoz JF, et al.
BMC Cardiovasc Disord 2009 Mar 31;9:15.

Background: Hypoxemia is common in pulmonary hypertension (PH) and may be partly related to ventilation/
perfusion mismatch, low diffusion capacity, low cardiac output, and/or right-to-left (RL) shunting.

Methods: To determine whether true RL shunting causing hypoxemia is caused by intracardiac shunting, as classically
considered, a retrospective single center study was conducted in consecutive patients with precapillary PH, with
hypoxemia at rest (PaO2 < 10 kPa), shunt fraction (Qs/Qt) greater than 5%, elevated alveolar-arterial difference of
PO2 (AaP0O2), and with transthoracic contrast echocardiography performed within 3 months.

Results: Among 263 patients with precapillary PH, 34 patients were included: pulmonary arterial hypertension,
21%; PH associated with lung disease, 47% (chronic obstructive pulmonary disease, 23%; interstitial lung disease,
9%; other, 15%); chronic thromboembolic PH, 26%; miscellaneous causes, 6%. Mean pulmonary artery pressure,
cardiac index, and pulmonary vascular resistance were 45.8 +/- 10.8 mmHg, 2.2 +/- 0.6 L/min/m2, and 469 +/- 275
dyn.s.cm-5, respectively. PaO2 in room air was 6.8 +/- 1.3 kPa. Qs/Qt was 10.2 +/- 4.2%. AaPO2 under 100%
oxygen was 32.5 +/- 12.4 kPa. Positive contrast was present at transthoracic contrast echocardiography in 6/34 (18%)
of patients, including only 4/34 (12%) with intracardiac RL shunting. Qs/Qt did not correlate with hemodynamic
parameters. Patients’ characteristics did not differ according to the result of contrast echocardiography.

Conclusion: When present in patients with precapillary PH, RL shunting is usually not related to reopening of patent
foramen ovale, whatever the etiology of PH.
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Pulmonary Diseases
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Short Term Exposure to Cooking Fumes and Pulmonary Function
L aillay o ghal) oo Al 5AS ) juad (el il

Svedahl S,et al.
J Occup Med Toxicol 2009 May 4;4(1):9.

Background: Exposure to cooking fumes may have different deleterious effects on the respiratory system. The aim
of this study was to look at possible effects from inhalation of cooking fumes on pulmonary function.

Methods: Two groups of 12 healthy volunteers (A and B) stayed in a model kitchen for two and four hours respectively,
and were monitored with spirometry four times during twenty four hours, on one occasion without any exposure, and
on another with exposure to controlled levels of cooking fumes.

Results: The change in spirometric values during the day with exposure to cooking fumes, were not statistically
significantly different from the changes during the day without exposure, with the exception of forced expiratory
time (FET). The change in FET from entering the kitchen until six hours later, was significantly prolonged between
the exposed and the unexposed day with a 15.7% increase on the exposed day, compared to a 3.2 % decrease during
the unexposed day (p-value = 0.03). The same tendency could be seen for FET measurements done immediately after
the exposure and on the next morning, but this was not statistically significant.

Conclusion: In our experimental setting, there seems to be minor short term spirometric effects, mainly affecting
FET, from short term exposure to cooking fumes.
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Cigarette Smoke Regulates the Expression
of TLR4 and IL-8 Production by Human Macrophages
TLR4 4ol coifival o pail) Al jlad) olas
8yl cladld) (e 8 — (S sl gz Wil

Sarir H, et al.
J Inflamm (Lond) 2009 May 1;6(1):12.

Background: Toll-like receptors (TLRs) are present on monocytes and alveolar macrophages that form the first line
of defense against inhaled particles. The importance of those cells in the pathophysiology of chronic obstructive
pulmonary disease (COPD) has well been documented. Cigarette smoke contains high concentration of oxidants
which can stimulate immune cells to produce reactive oxygen species ROS, cytokines and chemokines.

Methods: In this study, we evaluated the effects of cigarette smoke medium (CSM) on TLR4 expression and
interleukin (IL)-8 production by human macrophages investigating the involvement of ROS.

Results and Discussion: TLR4 surface expression was downregulated on short term exposure (1 h) of CSM. The
downregulation could be explained by internalization of the TLR4 and the upregulation by an increase in TLR4 mRNA.
IL-8 mRNA and protein were also increased by CSM. CSM stimulation increased intracellular ROS-production
and decreased glutathione (GSH) levels. The modulation of TLR4 mRNA and surface receptors expression, IRAK
activation, IkB-alpha degradation, IL-8 mRNA and protein, GSH depletion and ROS production were all prevented
by antioxidants such as N-acetyl-L-cysteine (NAC).

Conclusion: TLR4 may be involved in the pathogenesis of lung emphysema and oxidative stress and seems to be a
crucial contributor in lung inflammation.

Gligall am ¥ pliall bi <5 a5 ddid) ldllly Glasgl e TLRs JSal) L gl el anlsi dagd) 441
Oy ety LCOPD (ajall aldl (iyll elall Lpapall Linsloyiuall b Uil o] ala 550 25m b a1 L GLERLYT e A1)
D ey S siand) Ao il mnS ) gt ) e Ao liall WIAN (mjad 8 3 5auS5al) Jalpal) (e le TSl il

0o (IL-8) 8-Sslyl zlily TLRA cdlfise oo sueill e CSM ilandl i Jans <yl o duball oda 8 &5 rdad) 35k
2y 8 ROS Adelitll GaanS ) Hsda JAS T ) 2L LA U

TLR4 cDlis (o peeill o aass ) (Aol 1 50 (2pa3) CSM ilaadd) Glis Jansgd 2aY) yuad (iapaill (oo :4Blally guilill
ahanll W o(internalization agul Ciy Lo ) Adall Jals ) TLRE cdlind) Jeady aailill adanill i (Ko Ldgadand)
Ofisylls (IL-8) 8-xSsliyl 852k Al dga (e Laag ((TLR4 mRNA) cliisal) s3gs alad) Jlupall Uyl 805 i sl
Glygise ailiig ROS Aol (pmn€ ) sl golall Jals i) saly e CSM dawsy (aymy .CSM haws 3 DAY 35m5 DA
idee JRAK dlea Jiréi clpadand) i)l e yuailly TLR4 MRNA - Jlajal) Wl e 450l edbaaill o) .GSH (sl slall
eSSV sia zlly GSH (salishll Ssiud ¢ois5lls (IL-8 mRNA) 8-0Sslmyl (alall Jluyall Gy kB-alpha (s
(NAC) N-acetyl-L-cysteine Jis 328 cilabiae PIA (e Leind (Sar Gualsa IS ROS dle il

Lalal) Va8 als OS5 aalud Wl say LS sl sailly 2530 &l dpalpe) 8 Jax of TLRE el (Ko reilaliiiuy)

gl

101



_S: Journal of the Arab Board of Health Specializations Vol.10, No 2_

Gastroenterology
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A New Parameter Using Serum Lactate Dehydrogenase and Alanine Aminotransferase
Level is Useful for Predicting the Prognosis of Patients at An Early Stage of Acute Liver Injury
DAYL 5l A ALT oY) Oal J8ly LDH clisSU) cpang o 301 Adaal) el gial) aladiia
Balad) asl) cld (ha 3,8 Jalal) B

Kotoh K, et al.
Comp Hepatol 2008 Aug;14(7):6.

Background: Although most patients with severe acute hepatitis are conservatively cured, some progress to acute
liver failure (ALF) with a high rate of mortality. Based on the evidence that over-activation of macrophages, followed
by disturbance of the hepatic microcirculation, plays a key role in ALF, we hypothesized that the production of serum
lactate dehydrogenase (LDH) might increase in the liver under hypoxic conditions and could be an indicator to
discriminate between conservative survivors and fatal patients at an early stage.

Results: To confirm this hypothesis, we developed a new parameter with serum alanine aminotransferase (ALT) and
LDH: the ALT-LDH index = serum ALT/(serum LDH - median of normal LDH range). We analyzed retrospectively
33 patients suffering acute liver injury (serum ALT more than 1000 U/L or prothrombin time expressed as international
normalized ratio over 1.5 at admission) and evaluated the prognostic value of the ALT-LDH index, comparing data
from the first 5 days of hospitalization with the Model for End-Stage Liver Disease (MELD) score. Patients whose
symptoms had appeared more than 10 days before admission were excluded from this study. Among those included,
17 were conservative survivors, 9 underwent liver transplantation (LT) and 7 died waiting for LT. We found a rapid
increase in the ALT-LDH index in conservative survivors but not in fatal patients. While the prognostic sensitivity
and specificity of the ALT-LDH index was low on admission, at day 3 they were superior to the results of MELD.
Conclusion: ALT-LDH index was useful to predict the prognosis of the patients with acute liver injury and should be
helpful to begin preparation for LT soon after admission.
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Urology And Nephrology
Sl 5keadlg LUST ol

Iy

Sleep Posture and Unilateral Renal Stone Formation
uilall Basag dyplsl) ciluanal) Sy aglll Ay

Ziaee SA, et al.
Scand J Urol Nephrol 2008;42(6):551-4.

Objective: Until now, there has been no hypothesis to explain the aetiology of recurrent unilateral urolithiasis in
stone formers. Previous studies suggested that sleep posture may lead to alterations of renal haemodynamics. The
probable association between sleep posture and unilateral urolithiasis is reported here.

Material and methods: In this prospective cohort study, 38 patients with recurrent unilateral renal stones and 42
healthy controls were studied. Background variables were evaluated using a questionnaire. Sleep posture was re-
corded with a sleep recorder. Unpaired t test, Mann-Whitney test, and chi-squared test were performed as needed and
p<0.05 was considered significant.

Results: Of 17 patients with right kidney stones, right-side-down sleep posture was seen in 15 (88.2%) and supine/
prone in two (11.8%). Of 21 patients with left kidney stone, sleep posture was left-side-down in 13 (61.9%), right-
side-down in two (9.5%) and supine/prone in six (28.6%, p=0.0). That is, a significant association was found between
lateral sleep posture and ipsilateral kidney stone formation [odds ratio (OR)=21.13 for left-side, 95% confidence
interval (CI) 4.16-123.8; and OR=21.14 for right-side, CI 95% 3.6-160.4].

Conclusions: Although the impact of sleep posture in recurrent unilateral stone formation remains unclear, sleep
posture may play a causative role in promotion of urolithiasis. Although this observation needs further investigation,
further studies should be conducted on the efficacy of appropriate education and learning to increase patients’ capa-
bility to change routine sleep posture.
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Endocrinology, Metabolism, And Diabetes Mellitus

Leptin and Endothelin-1 Mediated Increased Extracellular Matrix Protein Production
and Cardiomyocyte Hypertrophy in Diabetic Heart Disease
(extracellular matrix) WA z)d Lulud) salal) ¢pigm g Ul 3005 B 1-mligaiYly ol 0
4l Q) cld] B At Al LAY daliuag

Majumdar P, et al.
Diabetes Metab Res Rev 2009 Apr 23.

Background: We investigated the role of leptin and its interaction with endothelin 1 (ET-1) in fibronectin (FN)
synthesis and cardiomyocyte hypertrophy, two characteristic features of diabetic cardiomyopathy.

Methods: Endothelial cells [human umbilical vein endothelial cells (HUVECs)] were examined for FN production
and neonatal rat cardiomyocytes for hypertrophy, following incubation with glucose, ET-1, leptin and specific
blockers. FN, ET-1, leptin and leptin receptors mRNA expression and FN protein were measured. Myocytes were
also morphometrically examined. Furthermore, hearts from streptozotocin-diabetic rats were analysed.

Results: Glucose caused increased FN mRNA and protein expression in HUVECs and cardiomyocytes hypertrophy
along with upregulation of ET-1 mRNA, leptin mRNA and protein. Glucosemimetic effects were seen with leptin and
ET-1. Leptin receptor antagonist (leptin quadruple mutant) and dual endothelin A endothelin B (ETA/ETB) receptor
blocker bosentan normalized such abnormalities. Hearts from the diabetic animals showed hypertrophy and similar
mRNA changes.

Conclusion: These data indicate that in diabetes increased FN production and cardiomyocyte hypertrophy may be
mediated through leptin with its interaction with ET-1.
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Inflammatory Burden and Amino Acid Metabolism in Cancer Cachexia
el cinll ela B A (hgendl CMEILly g sl

Durham W1J, et al.
Curr Opin Clin Nutr Metab Care 2009 Jan;12(1):72-77.

Purpose of Review: Cancer cachexia is associated with marked alterations in skeletal muscle protein metabolism
that lead to muscle wasting and, in some cases, death. The inflammatory response elicited by cancer is a likely, if
not primary, mediator of these alterations. This review focuses on the possible relationship between inflammatory
signaling and altered amino acid metabolism in cancer.

Recent Findings: Loss of skeletal muscle in cancer patients can potentially be due to anorexia and early satiety,
reduced muscle protein synthesis, and/or increased muscle protein breakdown. Inflammation has been associated with
each of these mechanisms. Effects on appetite appear to be mediated by the melanocortin system in the hypothalamus.
Studies in animal models of cachexia suggest that modulation of orexigenic and anorexigenic pathways in this system
may improve nutrient consumption. Inflammatory cytokines such as IL-6 and TNF-alpha are likely to contribute to
the effects of inflammation on muscle protein metabolism through several pathways.

Summary: Limited studies in humans suggest that targeted anti-inflammatory and nutritional interventions may
ameliorate the net catabolic effect on skeletal muscle protein metabolism. Future studies of the precise mechanism
of muscle protein loss, as well as novel or combination therapies to inhibit inflammation and promote anabolism, are
warranted.
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Hematology And Oncology

pho¥ly pll o1yl

The Role of Intraoperative Radiotherapy in Solid Tumors
ddal) ¥l eVl B dahal) A Lo ladd) dadlaal) g0

Skandarajah AR, et al.
Ann Surg Oncol 2009 Jan 14.
Background: Combined multimodality therapy is becoming standard treatment for many solid tumors, but the role of

intraoperative radiotherapy in the management of solid tumors remains uncertain. The aim is to review the indication,

105



_-IS: Journal of the Arab Board of Health Specializations Vol.10, No*23 _

application, and outcomes of intraoperative radiotherapy in the management of nongynecological solid tumors.
Methods: A literature search was performed using Medline, Embase, Ovid, and Cochrane database for studies
between 1965 and 2008 assessing intraoperative radiotherapy, using the keywords “intraoperative radiotherapy,”
“colorectal cancer,” “breast cancer,” “gastric cancer,” “pancreatic cancer,” “soft tissue tumor,” and “surgery.” Only
publications in English with available abstracts and regarding adult humans were included, and the evidence was
critically evaluated.

Results: Our search retrieved 864 publications. After exclusion of nonclinical papers, duplicated papers and exclusion
of brachytherapy papers, 77 papers were suitable to assess the current role of intraoperative radiotherapy. The clinical
application and evidence base of intraoperative radiotherapy for each cancer is presented.

Conclusions: Current studies in all common cancers show an additional benefit in local recurrence rates when
intraoperative radiotherapy is included in the multimodal treatment. However, intraoperative radiotherapy may not
improve overall survival and has significant morbidity depending on the site of the tumor. Intraoperative radiotherapy
does have a role in the multidisciplinary management of solid tumors, but further studies are required to more
precisely determine the extent of benefit.
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Impact of PlasmaTtissue Inhibitor of Metalloproteinase-1
on Long-Term Survival in Patients With Gastric Cancer
LYY Agha LAY e metalloproteinase—1 3 sl Jadall Luaidd) cilygioal) il
Sarall Glayu iy s

Yoshikawa T, et al.
Gastric Cancer 2009;12(1):31-6.

Background: The expression of tissue inhibitor of metalloproteinase-1 (TIMP-1) is correlated with tumor invasion
and metastases.

Methods: The plasma TIMP-1 concentration was examined preoperatively in 149 patients with gastric cancer who
underwent a surgical resection. The cutoff value of TIMP-1 was set at 112.5 ng/ml based on a previous report. These
patients were followed up for more than 5 years prospectively.

Results: Plasma TIMP-1 was positive in 30 of the 149 patients (20.1%). The overall survival rate was 78.2% at 5
years in patients with negative plasma TIMP-1, while this rate was 26.7% at 5 years in patients with positive plasma
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TIMP-1. By univariate analyses, T, N, M, and R category, and TIMP-1, were significant prognosticators. Multivariate
analyses demonstrated T, N, and TIMP-1 to be significant prognosticators. The survival curve was clearly separated
with respect to TIMP-1.

Conclusion: These results suggest that plasma TIMP-1 is a strong independent prognosticator for the long-term
survival of patients with gastric cancer.

a2l (tissue inhibitor of metalloproteinase-1) metalloproteinase—1 1 swdll Liall e juaill dagy :&agl) FIIES
eyl iy eyl 530l lias (TIMP-1)

Il (g () B2l Uy amge (3o Limpe 149 xie Lidll 3 (TIMP-1) 3 5815 s daball U8 & séag) 3k
el Aalie casi LAl Ll e by dlyy (TIMP-1) 3 cilisial Gaja e Jafahesili 112.5 Zasll slie) &5 .apsll abal)
Asball by il 5 (3568 54

oued] S L) Jane &y (%201 dui) Linpe 149 Jeal 50 30 2ie Ladll 3 (TIMP-1) 31 (e Glayd Cilysinsa i) 2t
Sl PA e Langd (TIMP-1) 3 ol (myall vie %26.7 ) (misi) Ly ((TIMP-1) ) il amyall 2ie %78.2 s
N (T o chsiall sasie Jilaill jelal LS DU dals @laaae cilia (TIMP-1) 3 e Rs M N T @l of aagll ) 5
DU dals cladse Jia (TIMP-I) P

oy (oanye dic V) Al Ladl ala Jiiwe @8 pedie Jidd dpe Pl (TIMP-1) 3 Glisiss of Glasasall sda &5 rclaliiiay)
Basall

Rheumatology And Orthopedics
plasll plyaly L3g3))1 (oYl

A Double-Blinded, randomized Controlled Trial of Zoledronate Therapy
for HIV-Associated Osteopenia and Osteoporosis
plial) Laldag alial) 48 eV dallea & zoledronate J) 323 Jga dpanil) dagaje daguian Asilpdie Al
HIV gydal) AUl 350 Gug s gadll (3l (b

Huang J, et al.
AIDS 2009 Jan 2;23(1):51-7.

Ojective: To evaluate the efficacy of a single dose of intravenous zoledronate for the treatment of HIV-associated
osteopenia and osteoporosis.

Design: A double-blinded, randomized, placebo-controlled, 12-month trial of 5 mg intravenous zoledronate dose to
treat 30 HIV-infected men and women with osteopenia and osteoporosis.

Methods: Following zoledronate or placebo infusions, participants were followed for 12 months on daily calcium and
vitamin D supplements. Lumbar spine and hip bone density was assessed at baseline, 6 and 12 months. Biomarkers of
bone metabolism were measured at baseline, 2 weeks, 3, 6, 9, and 12 months. Student’s t-test and repeated measure
analyses were used to evaluate bone density and bone marker changes over time.

Results: In the 30 HIV-infected individuals [men (27) and women (3)] in the trial, median T-scores at entry were -1.7
for the lumbar spine and -1.4 for the hip. Median CD4 cell count was 461 cells/microl, 93% had HIV-RNA viral loads
less than 400 copies/ml, and 97% were taking antiretroviral medications. Bone density measured either absolutely or
as sex-adjusted T-scores significantly improved in zoledronate recipients as compared with minimal changes in those
receiving placebo.

Bone resorption markers significantly decreased over the study period in the zoledronate recipients as compared
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with placebo controls. No acute infusion reactions were detected, but one patient developed uveitis, a recognized
complication of zoledronate, which responded to therapy.

Conclusion: In this small study, annual zoledronate appears to be a well tolerated and effective therapy for HIV-
associated bone loss.
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Infectious Diseases
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Toxicity of HIV Protease Inhibitors: Clinical Considerations
gl cladial Al gal) Apacdly Adleial) 4y pud) cfyliicy)
HIV @l Ao lial) oo Gy by GUIY) Aalles IS

Boesecke C, et al.
Curr Opin HIV AIDS 2008 Nov;3(6):653-9.

Purpose of Review: To review recent studies reporting toxicity, adverse events, side effects, and drug-drug interactions
related to the use of HIV protease inhibitors, with particular focus on possible clinical implications.

Recent Findings: Toxicity-associated adverse events still remain a major concern when prescribing HIV protease
inhibitors. Among those, diarrhea, lipid, and liver enzyme elevations are predominant. Also, with protease inhibitors
being metabolized by the hepatic cytochrome P450, a significant number of drug-drug interactions has to be taken
into account in patients who often require coadministration of drugs to treat supplementary diseases, for example,
tuberculosis. Hence, scientific interest in this area continues to be high, especially in characterizing individual
toxicities of particular protease inhibitors as well as in comparing them among each other.

Summary: Protease inhibitors are still a cornerstone of combination antiretroviral therapy. A profound knowledge
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of the unwanted, but manageable, effects of protease inhibitor therapy is required to maintain an otherwise efficient
and well tolerated antiretroviral therapy. Further research will elucidate the potential role of protease inhibitors both
in double-boosted salvage therapy and in resource-limited settings.
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Anaesthesia And Intensive Care Medicine
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Regional Block Versus General Anaesthesia for Caesarean Section and Neonatal Outcomes
B Cuaa wic Aaadlal) giliilly 4 peaddl) cilidand) 8 alald) padilly 4556 Al jlasd) gudas

Algert CS, et al.
BMC Med 2009 Apr 29;7(1):20.

Background: Anaesthesia guidelines recommend regional anaesthesia for most caesarean sections due to the risk of
failed intubation and aspiration with general anaesthesia. However, general anaesthesia is considered to be safe for
.the foetus, based on limited evidence, and is still used for caesarean sections

Methods: Cohorts of caesarean sections by indication (that is, planned repeat caesarean section, failure to progress,
foetal distress) were selected from the period 1998 to 2004 (N=50,806). Deliveries performed under general
anaesthesia were compared with those performed under spinal or epidural, for the outcomes of neonatal intubation
and 5-minute Apgar (Apgar 5) <7.

Results: The risk of adverse outcomes was increased for caesarean sections under general anaesthesia for all three
indications and across all levels of hospital. The relative risks were largest for low-risk planned repeat caesarean
deliveries: resuscitation with intubation relative risk was 12.8 (95% confidence interval 7.6, 21.7), and Apgar5 <7
relative risk was 13.4 (95% confidence interval 9.2, 19.4). The largest absolute increase in risk was for unplanned
caesareans due to foetal distress: there were five extra intubations per 100 deliveries and six extra Apgar5 <7 per 100
deliveries.

Conclusions: The infants most affected by general anaesthesia were those already compromised in utero, as evidenced
by foetal distress. The increased rate of adverse neonatal outcomes should be weighed up when general anaesthesia
is under consideration.
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Psychiatry
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Emotional Impact in Beta-Thalassaemia Major Children Following
Cognitive-Behavioural Family Therapy and Quality of Life of Caregiving Mothers
Llilal) 4 jmal) S ploat) danllaal) (guadad sl adind) W Laaedlilly Gsleaal) JUikY) aie dgdbalal) o)
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Mazzone L, et al.
Clin Pract Epidemol Ment Health 2009 Feb 23;5:5.

Background: Cognitive-Behavioural Family Therapy (CBFT) can be an effective psychological approach for children
with beta-thalassaemia major, increasing compliance to treatment, lessening the emotional burden of disease, and
improving the quality of life of caregivers.

Design And Methods: Twenty-eight beta-thalassaemic major children that followed CBFT for one year were compared
with twenty-eight age-matched healthy children, focusing particularly on behavioural, mood, and temperamental
characteristics as well as compliance with chelation, assessed using the Child Behaviour Checklist (CBCL), Children’s
Depression Inventory (CDI), Multidimensional Anxiety Scale for Children (MASC), and Emotionality, Activity,
Sociability and Shyness Scale (EAS). We also monitored the quality of life of caregiving mothers using the World
Health Organization Quality Of Life (WHOQOL-BREF) questionnaire. Data were analysed with non-parametric
standard descriptive statistics.

Results: 90% of beta-Thalassaemic children showed good compliance with chelation therapy; however they had
significantly increased somatic complains, physical symptoms and separation panic. Moreover, temperamental
assessment revealed high emotionality and poor sociability in treated thalassaemic children and in their mothers.
Physical and psychological domains concerning individual’s overall perception of quality of life resulted impaired in
mothers of beta-thalassaemic children.
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Conclusion: CBFT can be a valid tool to increase the compliance with chelation therapy in beta-thalassaemic
children; however, treated children continue to show an important emotional burden; moreover, CBFT therapy seems
not to have any positive impact on the quality of life of caregiving mothers, who may therefore need additional
psychological support.
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Maintenance of Response With Atypical Antipsychotics
in the Treatment of Schizophrenia
aladll e ga! QLA cilaliae dallaal) O ASiaal) i) Jo Adidlaa)

Stauffer V, et al.
BMC Psychiatry 2009 Mar 31;9:13.

Background: How long an antipsychotic is effective in maintaining response is important in choosing the correct
treatment for people with schizophrenia. This post-hoc analysis describes maintenance of response over 24 or 28
weeks in people treated for schizophrenia with olanzapine, risperidone, quetiapine, ziprasidone, or aripiprazole.
Methods: This was a post-hoc analysis using data from 5 double-blind, randomized, comparative trials of 24 or 28
weeks duration in which olanzapine was compared to risperidone (1 study; N=339), quetiapine (1 study; N=346),
ziprasidone (2 studies; N=548 and 394) or aripiprazole (1 study; N=566) for treatment of schizophrenia. For each
study, time to loss of response in patients who met criteria for response at Week 8 and the proportion of patients
who lost response following Week 8 were compared by treatment group. The number needed to treat (NNT) with
olanzapine rather than comparator to avoid loss of one additional responder over 24 or 28 weeks of treatment was
calculated for each study.

Results: Time maintained in response was significantly longer (p<0.05) for olanzapine compared to risperidone,
quetiapine, and ziprasidone. Olanzapine did not significantly differ from aripiprazole. The proportion of patients who
lost response was significantly lower for olanzapine versus risperidone, quetiapine, and ziprasidone (p<0.05). NNTs
to avoid one additional patient with loss of response with olanzapine versus risperidone, quetiapine and ziprasidone
were favorable, ranging from 5 to 9.

Conclusion: During 24 and 28 weeks of treatment, the antipsychotics studied differed in the time that treated patients

111



_S: Journal of the Arab Board of Health Specializations Vol.10, No 2_

with schizophrenia remained in response and the proportion of patients who lost response. Olanzapine treatment
resulted in a consistent and statistically significant advantage in maintenance of response compared to treatment with
risperidone, quetiapine and ziprasidone; but not compared to treatment with aripiprazole.
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Ophthalmology
Al ]yl

Clinical Characteristics and Surgical Outcomes
of Pediatric Retinal Detachments With Lens Disorders
L) B A3d)e 48] agag aa JUkY) sie Ll Jladl) el Lalad) giliilly 4yl pailadl)

Wang NK, et al.
J Pediatr Ophthalmol Strabismus 2009 May-Jun;46(3):160-7.

Purpose: To describe the clinical characteristics and outcomes of eyes with retinal detachments with lens disorders
and compare them to eyes with retinal detachments without lens disorders.

Methods: A retrospective chart review of 42 eyes of 37 children who had retinal detachments with lens disorders
was performed. Eyes were compared based on epidemiological data, characteristics of retinal detachment, and
anatomical and functional surgical outcomes and were then compared to 254 eyes with retinal detachment without
lens disorders.

Results: In eyes with lens disorders, the retina was reattached after the first operation in 13 (31%) eyes and at the end
of the intervention in 22 (52%) eyes. Surgical and visual outcomes appeared to be slightly better in the subluxation
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and dislocation group compared with cataract and aphakia or pseudophakia groups. In eyes without lens disorders,
the retina was reattached in 202 (80%) eyes after the first intervention and in 228 (90%) eyes at the end of the
intervention.

Conclusion: Pediatric retinal detachment with a lens disorder is associated with unsatisfactory surgical and visual
outcomes compared to those without lens disorders. Primary internal and external approaches are suggested in
children with complicated retinal detachment with lens disorders.
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Dermatology
FERNES |y |

Evaluation of the in Vitro Skin Permeation of Antiviral Drugs From Penciclovir 1% Cream
and Acyclovir 5% Cream Used to Treat Herpes Simplex Virus Infection
%35 acyclovir 3 a1 59 %1 penciclovir I ays & cilug uill Saliaall 43500 zlasll A Aalad) 43680 auls
Bopl) Sad) gy ClLEY) Apdlaa B uaddicual)

Hasler-Nquyen N, et al.
BMC Dermatol 2009 Apr 2;9:3.

Background: Herpes simplex virus infection (HSV) is a common and ubiquitous infection of the skin which causes
mucocutaneous lesions called cold sores (herpes labialis) or fever blisters. It is estimated that approximately 80% of
the population worldwide are carriers of the Herpes simplex virus, approximately 40% suffer from recurrent recurrent
infections. This study evaluates the in vitro skin permeation and penetration of penciclovir and acyclovir from
commercialized creams for the treatment of herpes labialis (cold sores), using non viable excised human abdominal
skin samples, which were exposed to 5 mg/cm?2 of acyclovir 5% cream or penciclovir 1% cream.

Methods: After 24 h of cream application, excess cream was washed off and layers of stratum corneum were removed
by successive tape stripping. Amounts of active ingredients having penetrated through the skin were measured, as
well as the amounts in the washed-off cream, in skin strips and creams remaining in the skin. Molecular modelling
was used to evaluate physico-chemical differences between the drugs. Western blot analysis enabled to determine
whether the marker of basal cells keratin 5 could be detected in the various tape strips.
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Results: Application of penciclovir 1% cream yielded higher concentration of drug in the deeper layers of the
epidermis as well as a higher drug flux through the skin. Molecular modelling showed two higher hydrophobic
moieties for acyclovir. Presence of the basal cell marker keratin 5 was underscored in the deeper tape strips from the
skin, giving evidence that both drugs can reach their target cells.

Conclusion: Penciclovir 1% cream has the tendency to facilitate the diffusion of the drug through the stratum corneum
into the deeper epidermis layers, in which it could reach the target basal cells at effective therapeutical concentration.
The small difference in the surface properties between both molecules might also contribute to favour the passage of
penciclovir through the epidermis into the deeper basal cells.
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Andrology
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Oral Tamoxifen Citrate Treatment is More Effective in Normogonadotropic Patients
Who Have Follicle-Stimulating Hormone Levels Within the Lower Half of Normal
ST oS Alalinl) asl) Cilgage Gligion b gl ic tamoxifen citrate - 4ysadl) dadlaal) aladin) ddlad
skl (e Lal) agand) e FSH il all dlad) ¢ sapgd) cilysions (1585 Lasis

Kadioglu TC.
Int Urol Nephrol 2009 Apr 21.

Objective: To identify a subgroup of normogonadotropic men who may benefit relatively more from TC (tamoxifen

citrate; a widely prescribed drug for male infertility) among those with FSH (follicle-stimulating hormone) values in
the lower or higher halves of the normal range.
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Patients And Methods: In this retrospective study, 120 normogonadotropic infertile men with idiopathic
oligozoospermia were included. All patients received 20 mg TC daily as a single dose for 6 months, and semen analysis
and hormone levels were analyzed after 6 months, with the values being compared with those before treatment.
Results: The FSH, luteinizing hormone and testosterone levels were significantly increased after the use of oral TC
20 mg daily. The sperm counts of the patients in the lower initial FSH group had a significantly higher increase in
sperm count and concentration compared to the relatively higher FSH group.

Conclusion: This study revealed that initial FSH values can be used as a marker to estimate the probability that a
patient will benefit from oral TC therapy. Patients in the lower FSH group had statistically higher chances of having
higher sperm counts after treatment, and it is rational to advise these patients to receive 6 months of oral TC therapy.
However, before drawing firm conclusions from this retrospective study, these results should be confirmed with
double-blind, placebo-controlled, randomized trials.
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Immunologic Evaluation of Patients With Recurrent Ear, Nose, and Throat Infections
Galally Gy o) A 5y Sial) By udajpal o Lial) apdl)

Aghamohammadi A, et al.
Am J Otolaryngol 2008 Nov-Dec;29(6):385-92.

Purpose: In this study, we aimed to study the frequency of possible underlying immunodeficiency responsible for
susceptibility to ear, nose, and throat (ENT) infection.

Materials And Methods: One hundred three (72 males and 31 females) consecutive children and adult patients
with history of recurrent or chronic ENT infections, referred by otolaryngologists to the Department of Allergy
and Clinical Immunology, Children’s Medical Center, Tehran University of Medical Sciences (Tehran, Iran), were
enrolled to the study from March 2003 to March 2006. For each patient, demographic information and medical
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histories of any ENT infections were collected by reviewing the patient’s records. We measured immunoglobulin
isotype concentrations and immunoglobulin (Ig) G subclasses by nephelometry and enzyme-linked immunosorbent
assay methods, respectively. Of 103 patients, 75 received unconjugated pneumococcus polyvalent vaccine, and blood
samples were taken before and 21 days after vaccination. Specific antibodies against whole pneumococcal antigens
were measured using enzyme-linked immunosorbent assay method. Existence of bronchiectasis was confirmed in
each patient using high resolution computed tomography scan.

Results: Among 103 patients, 17 (16.5%) patients were diagnosed to have defects in antibody-mediated immunity
including 6 patients with immunoglobulin class deficiency (2 common variable deficiency and 4 IgA deficiency), 3
with IgG subclass deficiency (2 IgG2 and 1 1gG3), and 8 with specific antibody deficiency against polysaccharide
antigens. In our series, bronchiectasis was detected in 5 cases associated with primary immunodeficiency.
Conclusions: Long-standing history of ENT infections could be an alarm for ENT infections associated with primary
antibody deficiency.
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Comparison of Preoperative Computerized Tomography Scan Imaging of Temporal Bone
With the Intra-Operative Findings in Patients Undergoing Mastoidectomy
Aadlal) Clagasall pa dalall g e sall aiall CT ugaall sl i guail) 45l
s LEAY addd dalal Gl ajall dis dafal) $VA

Gerami H, et al.
Saudi Med J 2009 Jan;30(1):104-8.

Objective: To compare the consistency rates of pre- and intra-operative radiological findings in patients with chronic
suppurative otitis media CSOM.

Methods: In a cross-sectional study, 80 patients with CSOM underwent pre-operative CT scanning and we compared
the results with intra-operative clinical findings during mastoidectomy from 2000-2004 in the Otology Department,
Amiralmomenin Hospital of Guilan Medical University, Rasht, Iran. Sensitivity, specificity, positive and negative
predictive value of CT scan in tympanic and mastoid cholesteatoma, ossicular chain erosion, tegmen tympani
erosion, dehiscence of facial canal, lateral semicircular canal LSCC fistula were assessed. Then, correlation between
radiological findings and intra-operative findings were calculated.
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Results: The mean age of the patients was 27.9 +/- 16.3 years. Mostly were males n=57 [71.3%]. Correlation
of preoperative radiological images with intra-operative clinical findings were moderate to good on tympanic
cholesteatoma, mastoid cholesteatoma and ossicular chain erosion, but weak and insignificant in cases of tegmen
tympani erosion, facial canal dehiscence and LSCC fistulae.

Conclusion: Preoperative CT scan may be helpful in decision-making for surgery in cases of cholesteatoma and
ossicular erosion. Despite of limitations radiological scanning is a useful adjunct to management of CSOM.
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Laboratory Medicine

Sensitivity of Direct Versus Concentrated Sputum Smear Microscopy in HI'V-Infected Patients
Suspected of Having Pulmonary Tuberculosis
HIV (o) ASUal 555 Gugd O ounye dio CRASH) 3ay ol pandy alll jdlsal) pandl] gl 4 jlia
Jually agiilaly ¢ gSiall

Cattamanchi A, et al.
BMC Infect Dis 2009 May 6;9(1):53.

Background: Sputum concentration increases the sensitivity of smear microscopy for the diagnosis of tuberculosis
(TB), but few studies have investigated this method in human immunodeficiency virus (HIV)-infected individuals.
Methods: We performed a prospective, blinded evaluation of direct and concentrated Ziehl-Neelsen smear microscopy
on a single early-morning sputum sample in HIV-infected patients with >2 weeks of cough hospitalized in Kampala,
Uganda. Direct and concentrated smear results were compared with results of Lowenstein-Jensen culture.

Results: Of 279 participants, 170 (61%) had culture-confirmed TB. The sensitivity of direct and concentrated smear
microscopy was not significantly different (51% vs. 52%, difference 1%, 95% confidence interval (CI): [-7%, 10%],
p=0.88). However, when results of both direct and concentrated smears were considered together, sensitivity was
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significantly increased compared with either method alone (64%, 95% CI: [56%, 72%], p<0.01 for both comparisons)
and was similar to that of direct smear results from consecutive (spot and early-morning) specimens (64% vs. 63%,
difference 1%, 95% CI: [-6%, 8%], p=0.85). Among 109 patients with negative cultures, one had a positive direct
smear and 12 had positive concentrated smears (specificity 99% vs. 89%, difference 10%, 95% CI: [2%, 18%],
p=0.003). Of these 13 patients, 5 (38%) had improved on TB therapy after two months.

Conclusions: Sputum concentration did not increase the sensitivity of light microscopy for TB diagnosis in this HIV-
infected population. Given the resource requirements for sputum concentration, additional studies using maximal
blinding, high-quality direct microscopy, and a rigorous gold standard should be conducted before universally
recommending this technique.
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