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ABSTRACT

Background & Objective: Familial Mediterranean fever (FMF) is a recessively inherited disorder. Some FMF
patients present high IgD serum levels, and it is not yet known whether such an elevation is related to specific
genotypes or correlated with a specific phenotype. The objective of this study is to evaluate the association between
known FMF-related mutations and IgD levels in confirmed patients, as well as the correlation between those levels
and the presence of specific clinical signs.

Methods: Genotypic analysis and IgD plasma measurements were performed for 83 Syrian FMF patients. Most
common mutational patterns were MG694V  heterozygotes (26%) and homozygotes (24%), and VT26A
heterozygotes (5%) and homozygotes (2%), and combining both mutations (17%).
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Results: Nine patients had elevated IgD levels (higher than 100 microg/ml). The risk for high IgD levels
was significantly associated with M694V homozygous status (OR=2) but not with heterozygous status (OR=1).
Similarly, the risk for high IgD was also found with V726 A homozygotes (OR= 9.5) but not with heterozygotes (OR
= 1.05). Clinically, hyper IgD was also found significantly associated with arthritis (OR= 18).

Conclusion: Homozygous status for M694V, and to a lesser extent VI20A, is associated with an increased risk
for higher IgD plasma levels. Elevated IgD plasma levels are also correlated with the severity of FMF

manifestations, and especially with arthritis.
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RECONSIDERATIONS ON THE VALUE
OF THE CELIAC DIET IN PATIENTS WITHOUT INTESTINAL BIOPSY
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ABSTRACT |

Objective: To evaluate the effectiveness of a gluten free diet in symptomatic patients who are thought to have
celiac disease but who have not undergone a definitive biopsy and to evaluate the accuracy of other diagnostic
methods.

Methods: This was a prospective study that included all patients with. symptoms of celiac disease who were seen
in a central pediatric gastroenterology clinic in Damascus over a three year period (from September 2002 to
September 2005). A gluten free diet had been applied for at least three months and then stopped. At that time, anti
endomysial antibodies were measured and growth curves analyzed.

Results: There were 44 subjects on gluten free diet, ranging in age from six-months to 11 years. At the beginning
of the study, the d-xylose test was positive in 54%; no test was done in 25%; and 21% were included on the basis
of: stool analysis (10%), anti endomysial antibody (3%), or intestinal x-rays.(8%).- The duration of gluten free diet

was three months to four years. Over a third of the patients (37.5%) were on a gluten free diet for more than one
year. Diagnostic procedures (anti endomysial antibody and growth curves) were repeated. After the gluten free diet

JABMS 2006;8(4):427-31E
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ended, anti endomysial antibodies became positive in two cases. The growth curve changed in one other case. In
all three of these cases, the intestinal biopsies were compatible with celiac disease according to the Marsh
classification. Thus celiac disease was present in only 6.81% of the children undergoing treatment.

Conclusion: The results suggest that a gluten free diet should not be applied without the confirmation of a small
intestinal biopsy. A small percentage of children with symptoms of celiac disease were confirmed to have this

diagnosis.
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ABSTRACT

Objective: This is a review of cases of intracranial hydatid cyst disease encountered in the neurosurgery
department of Al Moassat University Hospital and a review of the medical literature.

Methods: There were 22 patients seen over a ten year period between 1994 and 2003. All patients were evaluated
with CT scan of the brain. Five patients also had MRI. All patients had routine laboratory investigations and 16
had serological tests. All underwent surgery.

Results: These 22 cases were 3.5% of the total number of hydatid cysts (635 cases) seen during this period at the
same center and 2% of the 1069 intracranial masses seen during the same period. There were 12 males and 10
females with ages ranging between 3 and 36 years. The mean age of the patients was 1 3.7 years. Total removal
without rupture of the cysts was achieved in 15 cases. There were no complications before or after surgery in this
group. Recurrence occurred in cases where the cysts ruptured in four cases during a period of from one to five
years.

Conclusion: Surgical removal (extirpation) of the cyst is the treatment of choice for intracranial hydatid cyst
disease. Intracranial hydatid cysts are not extremely rare in this region and should be included in the differential
diagnosis of intracranial masses.

JABMS 2006:8(4):420-6E

*Ahmad Issali, MD, Assistant Professor in Neurosurger, Faculty of Medicine, Damascus University, Syria.
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CONCLUSION & COMMENT: That so many people
in the study area drink some amount of green tea
strengthens the dose-dependent relation found in this
study. The authors suggest several possible biologic
mechanisms, particularly radical scavenging and other
antioxidant benefits, to explain this association.
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Mediterranean Diets vs. Low-Fat Diet

Richard Saitz

Journal Watch 2006 Sep 1;26(17):138

[Estruch R et al. Effects of a Mediterranean-style diet on cardievascular.. Ann
Intern Med 2006 Jul 4;145:1-11]
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CONCLUSION & COMMENT: In this short-term
study, researchers could not address clinical outcomes.
However, in terms of effects on cardiovascular risk
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Health Benefits of Green Tea

Schwenk TL.

Journal Watch Oct 15;26(20):160

[Kurivama § et al. Green tea consumption and mortality due to cardiovascular
disease.. JAMA 2006 Sep 13;290:1255-65]
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disease outcomes pertain only to migraine with aura.
Patients who have migraine with aura might have risk
factors for atherosclerosis that were not fully
accounted for in this study. Editorialists note that a
genetic polymorphism that causes a moderately
increased level of homocysteine is more common than
usual in patients with migraine with aura, but not in
those without aura.
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Smoking Accounts for Most of the
Socioeconomic Inequalities in Mortality in Men

Soloway B.
Journal Watch 2006 Oct 1;26(19):152.
[Tha P, et al. Social inequalities in male.. Lancet 2006 Jul 29;368:367-70.]
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factors, the Mediterranean diets appear to be better
than a widely recommended low-fat diet.
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Is Migraine
Associated With Cardiovascular Disease?

Schwenk TL.

Journal Watch 2006 Sep 15;26 (18):146.

[Kurth T et al. Migraine and risk of.. JAMA 2006 Jul 19;296:283-91.

Lipton RB and Bigal ME. Migraine and cardiovascular.. JAMA 2006 Jul
19;296:332-3.]
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CONCLUSION & COMMENT: Many patients (and
physicians, for that matter) use the label “migraine”

loosely to describe many types of headache, but
associations with a broad range of cardiovascular
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CONCLUSION & COMMENT: This group is not the
first to show that positive outcomes are associated with
good adherence to medication. The important finding
is that the same outcomes were associated with good
adherence to both placebo and active drugs. The
authors conclude that good adherence is a proxy for
positive health behaviors (the healthy-adherer effect).
Whether or not health outcomes can be improved by

increasing adherence to medications remains to be
determined.
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It's OK to Get Sutures Wet

Marton KI.

Journal Watch 2006 July 1;26(13):105

[Heal C et al. Can sutures get wel? Prospective randomized controlled
trial...BMJ 2006 May 6;332:1053-4]
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CONCLUSION & COMMENT: Although this
analysis is limited by its indirect statistical methods,
these data suggest that higher mortality rates among
middle-aged men in lower socioeconomic groups are
largely attributable to smoking.
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Adherence to Medication (or Placebo!)
Is Linked to Lower Mortality Rates

Marton KI.
Journal Watch 2006 Sep 15;26 (18):144.
[Simpson SH et al. A Meta-analysis of...BMJ 2006 Jul 1;333:15-9.]
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CONCLUSION & COMMENT: These analyses
indicated that alternating-pressure mattresses and
alternating-pressure overlays yielded similar health
outcomes. However, mattresses, which were somewhat
more expensive initially, provided better long-term

cost-effective protection against pressure ulcers in
older mobility-impaired patients.
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Is It Harmful to Delay Appendectomy?

Brett AS.

Tournal Watch 2006 July 1;26(13):105-6

[Abou-Nukia F et al. Effects of delaying appendectomy for acute appendicitis for
12 to 24 hours. Arch Surg 2006 May; 141:504-7]
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CONCLUSION & COMMENT: Removing dressings
carly and getting wounds wet after minor skin-lesion
excisions appear to cause no problems. The authors
note that their study was conducted in a tropical
setting, and results might be different in a temperate
climate.
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Preventing Pressure Ulcers
in Hospitalized Patients

Marton KI.

Journal Watch 2006 Sep 1;26(17):136-7

[Nixon J et al. Randomised, controlled trial of alternating pressure mattresses
compared with... BMJ 2006 Jun 17;332:1413-5.

Iglesias C et al. Pressure relieving support surfaces (PRESSURE) trial....BMJ
2006 Jun 17;332:1416-8.]
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CONCLUSION & COMMENT: These results extend
the concept of watchful waiting in acute otitis media to
the emergency department and to children with severe
AOM. Parents were reasonably accepting of this
approach, although some parents and physicians opted

not to participate in the study for reasons that would be
worth studying further.
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Manual vs. Automated Chest Compression
in Out-of-Hospital Cardiac Resuscitation

Schwenk TL.

Journal Watch 2006 Sep 1;26(17):135

[Hallstrom A et al. Manual chest compression vs use of an automated chest
compression... JAMA 20006 Jun 14;295:2620-8 -

Ong MEH et al. Use of an automated, load-distributing band chest compression
devise for... JAMA 2006 Jun 14;295:2629-37

Lewis RI and Niemann JT. Manual vs device-assisted CPR...JAMA 2006 Jun
14;295:2661-4]
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CONCLUSION & COMMENT: Based on these
results, the authors argue that short delays to avoid
surgery in the middle of the night might be acceptable
for clinically stable patients so that surgery can be
performed by a well-rested surgeon in the morning.
However, the study has several limitations: It probably
was underpowered to detect small differences in

outcomes, and the early- and delayed-surgery groups
might have had subtle clinical differences at baseline
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Wait-and-See Antibiotics for Otitis in the ER

Schwenk TL.

Journal Watch 2006 Oct 1;26(19):149.

{Spiro DM, et al. Wait-and-see prescription.. JAMA 2006 Sep 13;296:1235-41.
Little P. Delayed prescribing A sensible.. JAMA 2006 13;296:1290-1.]
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these studies were completed. More work is necessary
to define the appropriate patient population,
appropriate timing of resuscitation, and training and
device deployment issues.
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Infectious Diseases
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Updated Guideline for Treatment of STDs

Zuger A.

Journal Watch 2006 Sep 15;26 (18):141.

[Sexually transmitted diseases treatment guideline, 2006, MMWR Recomm Rep
2006 Aug 4;55:1-94.]
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CONCLUSION & COMMENT: These conflicting
results were discussed by editorialists, who noted
substantial differences in the proportion of each study
population who experienced ventricular fibrillation or
tachycardia, the number of sites in each study, and
temporal trends in both the proportion of witnessed

arrests and cardiac resuscitation protocols. In any case,
sales of the automated device have increased since
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CONCLUSION & COMMENT: Could the “kissing
disease” of old actually need an X-rated designation
instead? These researchers point to data that confirm
far higher concentrations of EBV in saliva than in
genital secretions, and they surmise that intercourse is
actually a surrogate marker for deep kissing that
facilitates viral transmission. However, for all practical

purposes, EBV infection behaves like a sexually
transmitted disease.
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When Infectious Diarrhea Never Goes Away

Zuger A.

Tournal Watch 2006 Oct 15;26(20): 161

[Marshall JK et al. Incidence and epidemiology of Irritable bowel syndrome
after...Gastroenterology 2006 Aug; 131:445-50]

elaa¥l g sanall gl 8 e paall Caad sdd jall Auls
S, IBS A sl eleal Lo Pld il dall g al
el lan o Bl Yl Al el A il ca
G mal oaall gaal 8 Gyl sl cligl e 2000 e
dsdlall dihaell e Lgad) ¢ el gaa) clilie 1€
0157 :H7 du &0 4K 39, sCampylobacter Jejuni
«s Al Aajae ol sa g

:@um

rab Board of Medical Specializations

2

RPN ISR IRE TRV POV - S
@ obeidl i g 2 Bamy e e Cpaleg Y-
s @Sy oSy el I (e AY)  Gulind)
Al ) el Al G s Aalad S
e ny 13d (Cpabas s DU Treponema  pallidum
copallaall a el daia oLy
Lenf (o 5a3 Aandl Auols V1 QYA ada o 5 cBabacll 5 adial
Bomiall elag sl B @l jaddn Jea lddle
ool 28l el sl JEY ¢ uanl) paliull
als Ll 35 o)) ohiiel) Ulaca dallaay «C Guy_pill
osially Aliiall (gl a0 (0 50 s
CONCLUSION & COMMENT: The new guideline
also contain revised discussions of diagnostic
considerations 1in cervicitis, trichomoniasis and
neurosyphilis; updates on the sexual transmission of

hepatitis C virus and the treatment of sexual assault
victims; and an overview of STD prevention.
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Is EBV-Associated Infectious
Mononucleosis an STD?

Zugar A,

Journal Watch 2006 Sep 15;26 (18):142.

[Crawford DH et al. A cohort study among university...Clin Infect Dis 2006 Aug
1:43:276-82.)
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CONCLUSION: This study provides strong evidence
that HHV-8 is transmitted by blood transfusion. The
risk may be diminished as the period of blood storage
increases.
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Marburg Hemorrhagic Fever Associated With
Multiple Genetic Lineages of Virus

Bausch Danial G, et al.
N Engl J Med 2006;355: 909-19.
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CONCLUSION & COMMENT: This study documents
one of the highest rates on record of IBS following
gastroenteritis, and joins other reports indicating that
the severity of the acute symptoms may predict the
onset of chronic symptoms. Identifying the precise
mechanisms that associate the two conditions and

ways to stop the progression of gastroenteritis into IBS
requires further investigation.
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Transmission of Human Herpesvirus 8
by Blood Transfusion

Hladik W, et al.
N Engl J Med 2006;355:1331-8.
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outbreak. The findings imply that reservoir hosts of
Marburg virus inhabit caves, mines, or similar habitats.
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Moxifloxacin Flies Solo

for Intra-abdominal Infection

Zuger A.

Journal Watch 2006 Oct 15;26(20):161

[Malangoni MA et al. Randomized controlled Trial of moxifloxacin compared
with piperacillin-tazobactam. . .Ann Surg 2006 Aug;244:204-11]
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CONCLUSION: Marburg hemorrhagic fever can have
a very high case fatality rate. Since multiple genetic

variants of virus were identified, ongoing introduction
of virus into the population helped perpetuate this
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CONCLUSION: A single MODS culture of a sputum
sample offers more rapid and sensitive detection of

tuberculosis and multidrug-resistant tuberculosis than
the existing gold-standard methods used.
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Avian Flu Vaccine Is Safe and Immunogenic
--But Would It Be Protective?

Soloway B.

Journal Watch 2006 July 1;26(13):104

[Bresson JL et al. Safety and immunogenicity of an inactivated split-
virion...Lancet 2006 May 20;367:1657-64]
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CONCLUSION & COMMENT: Unlike

other
quinolones, moxifloxacin has enough anaerobic
activity to perform as a single agent against intra-
abdominal infections in a carefully selected, otherwise
healthy population. Whether the addition of
metronidazole, as most guidelines suggest for the
quinolones, would have improved moxifloxacin's
performance even further is unclear.
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Microscopic-Observation Drug-Susceptibility
Assay for the Diagnosis of TB

Moore DAJ.
N Engl J Med 2006;355:1539-50.
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CONCLUSION & COMMENT: The current influenza
vaccine contains 15 pg of each of three influenza virus
strains. These investigators found a significant increase
in immune response with two- or fourfold higher doses
among older subjects. Although the study provides
important information, it was not designed to provide
data on whether improved antibody responses translate
mto reduction in clinical events.
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Obesity, Metabolic Diseases,
and Diabetes Mellitus
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A Self-Regulation Program
for Maintenance of Weight Loss

Macay)

Wing RR.
N Engl J Med 2006;355:1563-71.
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CONCLUSION & COMMENT: This vaccine appears
to be safe and immunogenic at a range of doses, but its
clinical effectiveness remains unknown. The authors
point out that, in a pandemic with a limited supply of

vaccine, the goal will not be to prevent infection but to
minimize severe disease and death.
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High-Dose Influenza Vaccine Boosts Antibody
Response in Elders

Moloo J.

Journal Watch 2006 Jul 1;26(13):104

[Keitel WA et al. Safety of high doses of influenza vaccine and... Arch Intern
Med 2006 May 22;166:1121-7]
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CONCLUSION & COMMENT: These results
demonstrate the efficacy of sibutramine treatment for
obesity in adolescents. However, an editorialist
suggests that pharmacotherapy is not a panacea: In the
long run, risks and costs likely would be higher than
those associated with behavioral therapies. A
multipronged approach involving parents, clinicians,

schools, and communities might be the best way to
help teens achieve and sustain weight control.
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CONCLUSION: As compared with receiving quarterly
newsletters, a self-regulation program based on daily

weighing improved maintenance of weight loss,
particularly when delivered face to face.
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Sibutramine for Obese Adolescents

Saitz R.

Journal Watch 2006 Sep 15:26 (18):147.

{Berkowitz Rl et al. Effects of sibutramine treatment...Ann Intern Med 2006 Jul
18;145: 81-90.

Dietz WH. What constitutes ....Ann Intern Med 2006 Jul 18;145:145-6.]
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CONCLUSION & COMMENT: These results cast
doubt on the idea that patients with primary
hypothyroidism feel better or have better cognitive
performance when thyroxine doses are adjusted to

achieve TSH levels near the lower limit of normal
(instead of simply within the normal range).
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Painful Neuropathy in Hypothyroidism

Brett AS.
Journal Watch 2006 Nov 1;26(21):172.
{Orstavik K et al. Pain and small-fiber.. Neurology 2006 Sep 12;67:786-91.]
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What Thyroxine Dose Is Optimal
for Patients With Hypothyroidism?

Brett AS.

Journal Watch 2006 Sep1;26(17):139

[Walsh JP et al. Small changes in thyroxine dosage do not produce measurable
changes in...J Clin Endocrinal Metab 2006 Jul;91:2624-30]
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CONCLUSION: In this pilot study, a 6-week regimen

of the AIC vaccine appeared to offer long-term clinical
efficiacy in the treatment of rageed allergic rhinitis.
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Esomeprazole Therapy for Asthma:
Marginal Benefit

Brett AS.

Journal Watch 2006 July 1;26(13):106

[Kiljander TO et al. Effects of esomeprazole 40 mg twice daily...Am J Respir
Crit Care Med 2006 May 15;173:1091-7]
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CONCLUSION & COMMENT: These findings
suggest that peripheral neuropathy-- especially small-
fiber neuropathy--might be common among a subset of
treated hypothyroid patients with painful extremities.
However, we cannot determine the prevalence of
peripheral neuropathy among hypothyroid patients
from this study. Moreover, because the authors present
incomplete information on thyroid blood test results,
whether over treatment or undertreatment with thyroid

hormone might be responsible for some of these cases
is unknown.
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Immunotherapy With a Ragweed-Toll-Like

Receptor 9 Agonist Vaccine
for Allergic Rhinitis

Creticos PS, et al.
N Engl J Med 2006;355:1445-55.
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Treatment of Pemphigus Vulgaris
With Rituximab and Intravenous Immune Globulin

Ahmed AR, et al.
N Engl ] Med 2006;355:1772-9.
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CONCLUSION & COMMENT: In this study, potent
acid-suppressive therapy resulted in only marginal
benefit among asthma patients- even those with both
GERD and nocturnal asthma symptoms. The authors
acknowledge a need for additional research to identify

patients with asthma who clearly will benefit from acid
suppression.
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CONCLUSION & COMMENT: Diphenhydramine
was no more effective than placebo in correcting sleep
problems in young children. Perhaps a higher dose (1.5
mg/kg) would have made a difference. Many would

argue, however, against the use of medications and
instead advocate a behavior modification approach.
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Blood Pressure and the J-Curve Phenomenon

Moloo J.

Journal Watch 2006 Sep 1;26(17):135-6

{Messerli FH et al. Dogma disputed: Can Aggressively lowering blood pressure
in hypertensive patients with.. Ann Intern Med 2006 Jun 20, 144:884-93]

S Gasy LY aall i of A jee rdud ks
o el puliad) sl daaia i ) o je ol cdaloasY
— Opbadl 52 Ge Apulea S 15K 8 CAD LK)
- sbbas¥) adll laam mid olss CAD

A0 e Badiad) clbll 0 Jdat 8 rdd o) A 5k
Agle 5l Al il g aall abam G ADal i 5 G Sue
pd b gliijy CAD (pbae Limije 22576 (sl
o Jshae Jaad ) sl ) sl e

:E_‘:l:\ﬂ\

DBP bl o3 Jaia agpal 0 ayall IS el ie —
e elitialy dile cillay ol s agualy L el o9
baall g Wl g S el ff (i sl Al
SRS IEATE

o G Gy a8 cldaiy @ gin 2.7 5o dadie day —
SN A ¢ g B8 gl T JS2N () inial Lol
=i sl hie e S — i) pall daa (e S
il ol 301 il (DBP b)) aal hiiay SBP
S oedldl e Al Aliaal) elialy e gl oo deall
3 ple 84 /119 i) pdll Jaram aly dllal e 2

‘52096 =4 20e = 8 e dpdall biolaii MY s pall

2

il LS g G iy () Alad a0 Bl

CONCLUSION: The combination of rituximab and
intravenous immune globulin is effective in patients
with refractory pemphigus vulgaris.
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Diphenhydramine
Doesn’t Help Young Children Sleep
Dershewitz RA.
Journal Watch 2006 Sep 1;26(17):139-40.

[Merenstein D et al. The trial of infant response to diphenhydramine: The
TIRED Study...Arch Pediatr Adolesc Med 2006 Jul;160:707-12]
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CONCLUSION & COMMENT: As a cardiac risk
factor, diabetes appears to be roughly equivalent to
aging 15 years, but it does not appear to be a coronary
equivalent in all groups (especially younger men and
women [age<40]). Achieving very low targets for
blood pressure and lipids— which often require use of
multiple drugs— might be less urgent for these patients,

but longer follow-up is necessary to resolve that
question.
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CONCLUSION & COMMENT: In a recent study,
middle-aged men with optimal BP (SBP<I20,
DBP<80) were found to have lower risk for
cardiovascular events than were those with high-
normal BP. The current study suggests that, among
people with hypertension and CAD, lower is not
necessarily better. Although adjustment for baseline
risk significantly attenuated the J-curve, the relation
persisted for DBP. Of note, in this observational
study, researchers were unable to address whether the

observed J-curve was the result of BP reduction or of
underlying illness.
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As A Cardiac Risk Factor,
Is Diabetes a Coronary Equivalent?

Soloway B.

Journal Watch 2006 Sep 1;26(17):140

[Booth GL et al. Relation between age and cardiovascular disease in
men...Lancet 2006 Jul 1;368:29-36]
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CONCLUSION & COMMENT: The authors conclude
that "the use of ACE inhibitors should be considered in
all patients with vascular disease” and attribute the
discrepant results of the PEACE study to inadequate
power. Alternatively, editorialists ascribe  the
discrepancy to a difference in subjects: PEACE
participants had lower risks and wused more
concomitant protective medications. A point of
controversy, not addressed in this analysis, is the
extent to which the benefit of ACE inhibitors is
independent of blood pressure lowering. In any case,
ACE inhibitors appear to be worthwhile for patients
with established CAD.
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ACE Inhibitors May Prevent Rupture
of Abdominal Aortic Aneurysms

Soloway B.

Journal Watch 2006 Oct 15;26(20):159

[Hackam DG et al. Angiotensin-converting enzyme inhibitors and aortic
rupture. .. Lancet 2006 Aug 19;368:659-65]
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ACE Inhibitors Seem to Benefit Patients
With CAD and Normal LV Function

Soloway B.

Journal Watch 2006 Oct 15;26(20):158-9.

[Dagenais GR et al. Angiotensin-converting-enzyme inhibitors in stable...Lancet
2006 Aug 12;368:581-8

Remuzzi G and Ruggenenti P. overview of randomized trials of ACE inhibitors.
Lancet 2006 Aug 12;368:555-6]
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CONCLUSION & COMMENT: These findings
indicate that weight-ad usted unfractionated heparin
administered subcutaneously and without APTT
monitoring is as safe and effective as LMWH, at far
lower cost (US$40 vs. $700 for medication).
Nevertheless, an editorialist calls for a fully blinded
replication of data before the approach can be
recommended clinically.
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Off-Pump CABG: The Way to Go?
Marton KI.
Journal Watch 2006 Sep 1;26(17):136.

fAl-Ruzzeh S et al. Effect of off-pump coronary artery bypass surgery on
clinical, angiographic, neurocognitive, and.. . BMJ 2006 Jun 10;332:1365-8]
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CONCLUSION & COMMENT: This case-control
study will not immediately change clinical practice
(except perhaps in patients with abdominal aortic
aneurysms who have no surgical options), but it should
provoke randomized studies to further assess the value
of ACE inhibitors in patients with AAAs.
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Subcutaneous Unfractionated
vs. Low-Molecular-Weight Heparin
in Venous Thromboembolism

Schwenk TL.

Journal Watch 2006 Oct 15:26(20):158

[Kearon C et al. Comparison of fixed-dose weight-adjusted unfractionated
heparin and low-molecular-weight... JAMA 2006 Aug 23/30;296:935-42

Carson JL. Subcutancous unfractionated heparin vs low-molecular-weight
heparin for acute thromboembolic disease...JAMA 2006 Aug 23/30;296:991-3]
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H. pylori Eradication
and Precancerous Gastric Lesions

Brett AS.

Journal Watch 2006 Sep 1;26(17):128-9

[You W-C et al. Randomized double-blind factorial trial of three treatments to
reduce the prevalence of precancerous gastric lesions. J Natl Cancer Inst 2006
Jul 19:98:974-83]
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CONCLUSION & COMMENT: These findings
showed the short-term equivalency of conventional
and off-pump approaches to CABG, at least as
performed by a single surgeon. The off-pump
approach also had several advantages, including better
cognitive function, further supporting the idea that it
should be used when feasible. However, in another

recent randomized trial, cognition after CABG was not
better in off-pump patients than in on-pump patients.
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CONCLUSION & COMMENT: Evidence from this
large series supports that from earlier studies. Capsule
endoscopy is becoming an important diagnostic tool in

- patients whose initial evaluations fail to provide
clinical answers.
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Misdiagnosis of Essential Tremor

Brett AS.
Journal Watch 2006 Oct 1;26(19):154.
[Jain § et al. Common misdiagnosis of ... Arch Neurol 2006 Aug;63:1100-4.]
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CONCLUSION & COMMENT: This study suggests
that H. pylori eradication therapy retards the
progression of precancerous gastric lesions, at least
among this Chinese population; however, a reduced
incidence of gastric cancer remains to be proved. The

authors note that follow-up--including annual
endoscopies for patients with dysplasia--is continuing.
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Capsule Endoscopy for Small Bowel Evaluation

Moloo J,

Journal Watch 2006 July 1;26(13):106

[Sturniolo GC et al. Small bowel exploration by wireless capsule
endoscopy...Am J Med 2006 Apr;119:341-7]
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CONCLUSION & COMMENT: In this proof-of-
concept study, fingolimod reduced the number of
lesions detected on MRI and clinical disease activity in

patients with multiple sclerosis. Evaluation in larger,
longer-term studies is warranted.
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Condom Catheters vs. Indwelling Catheters

Brett AS.
Journal Watch 2006 Sep 1;26(17):137
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CONCLUSION & COMMENT: This study suggests
that a substantial proportion of patients labeled with
essential tremor may have alternative diagnoses. It
would also be interesting to know how frequently the
reverse is true: For example, how often are patients

diagnosed with Parkinson disease when they really
have essential tremor?
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Oral Fingolimod (FTY720)
for Relapsing Multiple Sclerosis

Kappos L, et al.
N Engl J] Med 2006;355:1124-40
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Overweight Increases Risk for Maternal
and Neonatal Complications in Adolescents

Rebar RW.

Journal Watch 2006 Nov 1:26(21):171.

[Sukalich S et al. Obstetric outcomes in..Am J Obstet Gynecol 2006
Sep;195:851-5.]
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CONCLUSION & COMMENT: This study documents
that overweight pregnant teens, just like older over-

weight pregnant women, have increased risks for
adverse maternal and neonatal outcomes.
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[Saint § et al. Condom versus indwelling urinary catheters: A randomized trial.
J Am Geriatr Soc 2006 Jul;54:1055-61]

DU aladial G gl cudall jad sAud Ll ks
Lo DU dalag aa ol ) SH ol sl 8l
A e Al o el cop U e & Eal Al ol Caan
ufiy ol G el ol Laall Al ) GUs e
el a8y al A gde Al Jf Ll )

75 o jac] o) 183 75 Al jall clad il all 46,k
casan) s )l sl S ol e (Lle
I Dsalial pdl Gay pal) cgn o cJaalil sale) caay
bl Ja¥l  Jad Glial e Gy Ay 5 L
I8 2c N RV [ - A RS R 0 SO
Obadll (i pall 220 IS Aol L Bl 13 o A
cea Al U e pane B Hla (S LT aally

sl

Wdsr doaly e lall U oo je e %36 cual -
pla e B8 sy o dalall N o e (e %042 5

7 e 13) Jsal o a3 agaad o DU a3l 8 (5 oS -
Lta (s 2

48 poll Al gsamll e dasd ALB IS o gl —
e seae JS A3l gl ey

B ol CulS kg pbadd @ amsal il -
SF sl s el sely 4 il Bl s gl (sl
s (4.8 55kl da) Jalal JUSE A gena 8 salia
Ay Cliad) e gl (ol Gle geaal) Gy clddRAl Jan
e Al I 5 Al sda aed Gdanl A
Tl b ol pay Laie sa LS (I e Ld
G S el (sl a5l 2 ol ¢3S el Bam g B s
sate s aasl Adn shoa) e a Y il el ) s
s~ e adia — g e ) deasill S
il ddala)

CONCLUSION & COMMENT: Common sense
suggests that condom catheters should be safer than
indwelling catheters; this study supports that idea.
However, it was a small, single-center trial, and
randomization did not result in balanced assignment of
patients with dementia. A larger, multi-center trial

should be done to create a conclusive evidence-based
standard for this common intervention.




CONCLUSION: Treatment of gestational diabetes
reduces serious perinatal morbidity and may also
improve the woman's health-related quality of life.
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Transdermal Estradiol, Cognition,
and Quality of Life

Brett AS.

Journal Watch 2006 Sep 15;26 (18):146.

[Yaffe K et al. Effects of ultra-low-dose transdermal Estradiol.. Arch Neurol
2006 Jul;63:945-50.]
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CONCLUSION & COMMENT: The results of this
study of low-dose transdermal estradiol were similar to
results from studies of conjugated estrogen therapy:

Treatment did not improve cognition or quality of life
among women who appeared to be largely
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Effect of Treament of Gestational Diabetes Mellitus
on Pregnancy Outcomes

Crowther CA, et al.
N Engl J Med 2006;355:2477-86.
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CONCLUSION & COMMENT: Acupuncture appears
to improve pain and function in osteoarthritis patients.
However, the placebo effect could be operating here,
because similar improvements were observed
regardless of whether or not needles were inserted into
defined acupuncture points. Although further research
is needed to determine reasons for the benefits
associated with needle insertion, one could reasonably

suggest acupuncture when standard therapy for
osteoarthritis is insufficient.
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International Trial of the Edmonton Protocol
for Islet Transplantation

Shapiro AM]J, et al.
N Engl Med 2006;355:1318-30.
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asymptomatic. Ultra-low-dose transdermal estradiol
does have some measurable physiologic effects,
however: In previously published findings from this
same study, bone-mineral density increased in the
estradiol group compared with density in the placebo
group (JW Nov 1 2004, p 161, and Obstet Gynecol
2004; 104:443).
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Is Acupuncture Effective
for Knee Osteoarthritis?

Saitz R.

Journal Watch 2006 Sep 1;26(17):139

[Scharf HP et al. Acupuncture and knee osteoarthritis: A three-armed
randomized trial. Ann Intern Med 2006 Jul 4;145:12-20]
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CONCLUSION & COMMENT: These findings are
consistent with a small number of earlier reports
suggesting that long-standing latent infection with the
herpsvirus CMV could be linked to cognitive decline
and dementia. Either latent CMV infection or a chronic
inflammatory response to such an infection could lead
to neurotoxicity, so the association is biologically
plausible. However, much more research is needed

before the clinical implications of this research--if any-
- are clear.
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Ranibizumab versus Verteporfin
for Neovascular Age-Related Macular
Degeneration

Brown DM, et al.
N Engl ] Med 2006;355:1432-44,
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CONCLUSION: Islet transplantation with the use of
the Edmonton protocol can successfully restore long-
term endogenous insulin production and glycemic
stability in subjects with type 1 diabetes mellitus and
unstable control, but insulin independence is usually
not sustainable. Persistent islet function even without
insulin independence provides both protection from

severe hypoglycemia and improved levels of glycated
hemoglobin.

Clyfise Qpuady il Al

Geriatrics

2 paeadl acnl yillg ABA | dug il Sgandl oo 483l
Association Between Latent Viral Infection
and Cognitive Decline

Komaroff AL.

Journal Watch 2006 Sep 1;26(17):134

fAiello A et al. The influence of latent viral infection on...J Am Geriatr Soc 2006
Jul;54:1046-54)
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with low rates of serious ocular adverse events.
Treatment improved visual acuity on average at 1 year.
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Psychiatry
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More Results From
a Large Antidepressant Trial

Brett AS.

Journal Watch 2006 Sep 1;26(17):134

[Fava M et al. A comparison of mirtazapine and nortriptyline following two
consecutive...Am J Psychiatry 2006 Jul;163:1161-72]
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CONCLUSION: Ranibizumab was superior t0
verteporfin as intravitreal treatment of predominantly
classic neovascular age-related macular degeneration,
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CONCLUSION & COMMENT: Highly disruptive or
aggressive students require comprehensive and
adequate treatment for complex underlying, and
usually serious, conditions. Barriers to appropriate care
abound, but the authors note that providing these
services is a good financial investment for the district.
I would add that society would also benefit, in the long

term, from a therapeutic rather than exclusively
disciplinary approach.
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Sleep-Related Breathing Disorder
and Depression

Moloo J, MD.

Journal Watch 2006 Nov 1;26(21):170.

[Peppard PE et al. Longitudinal association of sleep-related.. Arch Intern Med
2006 Sep 18;166:1709-15.]
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CONCLUSION & COMMENT: This report suggests
that another switch to antidepressant monotherapy,
after two previously suboptimal responses to drug
therapies, results in a low remission rate. Although
many clinicians would not necessarily choose the two
drugs used in this study for this patient population,
STAR*D is an important contribution, because it
addresses the general problem of treating patients who
fail to achieve remission with initial regimens. So far,
however, remission rates have been relatively low in

each level of the trial. Additional results from
STAR*D are forthcoming.
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Aggressive Students
Usually Don’t Get the Help They Really Need
Dershewitz RA.

Journal Watch 2006 Oct 1;26(19):154.
[Rappapori N et al. Beyond psychopathology:...J Pediatr 2006 Aug; 149:252-6.]
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CONCLUSION & COMMENT: These new models do
not supplant the Gail Model, but they draw attention to
mammographic breast density as a risk factor, and they
hold promise of being applicable to multiethnic
populations. However, reporting of breast density must
be standardized and reproducible among radiologists
before it is used routinely in risk models. Ultimately,
the practical utility of breast cancer prediction models
will depend upon their ability to identify women who

might benefit from chemoprevention (e.g., with
tamoxifen or raloxifene) or more intensive screening.
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CONCLUSION & COMMENT: These results
document higher levels of depression among people
with sleep-related breathing disorder than among those
without SRBD. They also show that, among people

without depression at baseline, increases in SRBD
severity lead to increased risk for depression.
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Mammographic Breast Density
in the Prediction of Breast Cancer

Brett A.

Journal Watch 2006 Oct 15;26(20):159-60.

[Barlow WE et al. Prospective breast cancer...J Natl Cancer Inst 2006 Sep
6;98:1204-14.

Bondy ML and Newman LA. Assessing breast cancer...J Natl Cancer Inst 2006
Sep 6;,98:1172-3.]
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to sense pheromones without having a vomeronasal
organ. If future studies show that mouse behavior is
affected by mutations in these possible pheromone
receptors, and that humans with mutant receptors
exhibit unusual behavior, the case for human
pheromones will grow stronger.
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Augmentation of Tissue Stem-Cell Production

Komaroff AL.

Journal Watch 2006 Sep 15;26 (18):144.

[Androutsellis-Theotokis A et al. Notch signaling regulates stem cell
numbers.. Nature 2006 Aug 17;442:823-6.
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CONCLUSION & COMMENT: This report indicates
that it might be possible to augment an animal’s own
tissue-specific stem cells and to achieve clinical

benefits as a results, simply by stimulating the Notch
receptor. As this receptor also is present in humans
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New Study Supports Possibility of Human
Pheromones

Komaroff AL.

Journal Watch 2006 Oct 15;26(20):163

[Liberles SD, Buck LB. A second class of chemosensory receptors in the
olfactory epithelium. Nature 2006 Aug 10; 442:645-50]
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CONCLUSION & COMMENT: There is no doubt
about the skill of these investigators: Senior author
Linda Buck won the Nobel Prize in 2004 for co-

discovering the receptors that allow us to smell odors.
These results indicate that humans might well be able
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CONCLUSION & COMMENT: These three studies
come to different conclusions, but two of three found a
small benefit in LVEF (and one found improved
clinical outcomes), and none of the studies reported
important complications. There will surely be further
studies that alter the types of patients with CAD, the

timing of the infusion, and the harvesting and handling
of the infused cells.
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Energizing Lymphocytes
Exhausted by Fighting Viruses

Komaroff AL.

Journal Watch 2006 Nov 1;26(21):168.

[Day CL, et al. PD-1 expression on HIV-specific T...Nature 2006 Sep
21:443:350-4.]
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(and indeed, all animals), humans might benefit
someday from this novel approach to stem-cell
therapy.
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Mixed Results From Intracoronary Infusions
of Adult Stem Cells in CAD

Komaroff AL.

Journal Watch 2006 Oct 15;26(20):164.

[Schachinger V et al. Intracoronary bone marrow-derived progenitor cells in....
N Engl J Med 2006 Sep 21;355:1210-2]

Lunde K et al. Intracoronay... N Engl J Med 2006 Sep 21;355:1199-209.
Assmus B et al. Transcoronary transplantation of progenitor cells.... N Engl J
Med 2006 Sep 21:355:1222-32

Schwartz RS. The politics and. ... N Engl J Med 2006 Sep 21;355:1189-91.
Rosenzweig A. Cardiac cell therapy.... N Engl J Med 2006 Sep 21;355:1274-7]
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CONCLUSION: A unique microRNA signature is
associated with prognostic factors and disease
progression in CLL. Mutations in microRNA

transcripts are common and may have functional
importance.
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CONCLUSION & COMMENT: A molecular pathway
that appears to be very important in regulating human
T cell responses to HIV infection has been identified.
The obvious question is whether molecules that
improve antiviral function during in vitro experiments

would also do so in vivo and whether such molecules
cause any other toxicity.
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A MicroRNA Signature Associated With

Prognosis and Progression
in Chronic Lymphocytic Leukemia
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chloroquine poisoning. Particularly in children,
chloroquine prescriptions should be written for the
precise amount needed for prophylaxis and/or
treatment depending on the age and weight of the
patient. Chloroquine should not be dispensed by
untrained personnel, and it should be dispensed
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according to instructions of the health authorities in
order to avoid such catastrophic conditions in the
future. To avoid accidental poisoning; any drug
remaining after prophylaxis or treatment is complete
should be safely discarded, particularly when young
children are in the home.
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In reference to calculated average body weight (mean
20.78 kg + 3.84) and calculated average dose of
chloroquine (mean 750 mg + 150), the average dose of
chloroquine received by each child was (37.39mg / kg
+ 12.10). The children died soon after receiving such
high initial doses. The average time elapse between
chloroquine ingestion and death was between two to
three hours. According to reports of parents and staff,
it appeared that all developed more or less similar
symptoms as shown in Table 2. Three children
received some supportive treatment but without any
benefit. In five cases; it appeared that the children were
forced by their parents to swallow the crushed tablets,
despite the difficulty of ingestion of such a bitter-
tasting medicine.

Cases the initial doses of chloroguine
* 600 mg '
o 600 mg followed shortly by 300 mg
3 750 mg
4" 600 mg followed shortly by 300 mg
5" 900 mg
6 600 mg
7 600 mg
Mean dose: 37.39 mg/kg + 12.10 |

Table 3. Doses of chloroquine administered.

Home or self-administration schemes can be both
most useful and dangerous due to expected benefits
and potential risks. According to Iragi Ministry of
Health instructions, the prescription of chloroquine is
confined to doctors, and case notification with positive
blood film is mandatory.' In some areas of the world in
which falciparum malaria is endemic, home treatment
of malaria by parents has been allowed because this
type of malaria is almost always fatal in untreated
cases, as in the Republic of Guinea and some other
African countries.’”** When used for prophylaxis and
treatment of malaria, chloroquine has proved to be safe
in the recommended dosage range (a loading oral dose
of 10 mg/kg body weight and subsequent doses of 5
mg/kg of chloroquine base for malaria treatment in
children).>'*'** However, as chloroquine has a
narrow therapeutic index, a relatively small increase in
the dose is toxic; children who have ingested two to
three times the recommended treatment dose have
been fatally poisoned.” Doses of 20 mg/kg are
considered toxic; 30 mg/kg may be lethal; and doses
approaching 40 mg/kg are usually lethal without early
intensive care.”® A review of cases of chloroquine
poisoning in which blood concentrations were
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determined revealed that no patient survived in whom
25 1
our study, the children received an average
chloroquine dose of 37.39 mg/kg + 12.10 which is
certainly in the range of toxic and lethal doses.
Chloroquine  is  rapidly absorbed from the
gastrointestinal tract,” consequently, as our cases
illustrate, the interval between ingestion and acute
symptoms was relatively short. In addition to its
effects on the gastrointestinal tract, CNS, respiratory
system, and many other acute effects,'®** one of the
main toxic effects of chloroquine is related to its
depressant effect on the myocardium, resulting in
decreased cardiac output and hypotension.>*"” Like
quinidine, the drug reduces the excitability and
conductivity of cardiac muscle, and, at toxic
concentrations, profound bradycardia with ventricular
escape rhythms may occur.’® Although none of our
patients had access to supportive treatment, such
treatment remains the only hope for survival as there is
no specific antidote.>* Gastric lavagf:,26 activated
charcoal,””*® dialysis,” hemoperfusion,” and urine
acidification” have been described as early supportive
therapy. Since the drug is extensively tissue-bound,
concentrations in the liver and kidney are generally
many times higher than those in the blood.” The
extensive tissue binding makes dialysis largely
ineffective in removing the drug."” Diazepam has been
found to decrease the mortality rate in experimental
chloroquine poisoning in rats.’’ Recent studies
examined the clinical wutility of immediately
administering intravenous diazepam and epinephrine
in chloroquine poisoning in human being.**”'** A
review of the literature has revealed relatively few
cases of chloroquine over dosage and death during a
significant period of time. In view of the fact that
vivax malaria is not generally fatal,>'*"* each reported
death from over dosage is significant and every effort
should be made to eliminate any such occurrence.

CONCLUSION

In view of the acute symptoms that developed
shortly after receiving relatively high doses of
chloroquine, we concluded that all the cases died as a
result of inappropriate doses of the drug. For drugs
with a narrow therapeutic index such as chloroquine,
recommended dosing regimens should be respected,
and health-care providers in endemic areas should be
aware of the potential interventions to prevent
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non - malarial disease entities including rheumatoid
systemic and discoid lupus erythematosus, and other
connective tissue disorders™ due to its anti-
inflammatory  effect. Cardiovascular and anti-
arrhythmic effects of chloroquine, due to its negative
inotropic and quinidine like (membrane stabilizing)
effects on the heart, are well known.*’ Chloroquine
commonly causes mild side effects like headache,
nausea, vomiting, diarrhea, epigastric pain, blurred
vision and some mental disturbances, even when used
in therapeutic doses.*® Serious cumulative effects,
especially on the heart and eyes, resulting in corneal
and retinal damage, have been demonstrated in long
term therapy with chloroquine.**'®  Chloroquine
overdose is the most severe and frequent cause of
acute intoxication with anti-malarial drugs,>"" but it is
infrequent at doses normally used for malarial
treatment and prophylaxis.z‘u'14 Children seem to be
particularly sensitive to the adverse effects of
chloroquine.”'*"*"> Acute toxicity can occur after
accidental or inappropriate dosing or intentional
ingestion of chlolroquine.z’“”'18

The aim of the present study was to document the
clinical setting and presentation of chloroquine
overdose in children in this area.

CASE REPORTS

Seven patients (five boys and two girls) having
manifestations of acute chloroquine toxicity were
included; their age range was five to nine years (mean

. Arab Board of Medical Specializations Vol. 8, !

7.341.42) and their approximate weight range was 15
to 27 kg (mean 20.78+3.84). Five additional cases
were obtained through the assistance of colleagues
working in endemic areas and at the Ibn Seena
Teaching Hospital, after the first two cases were seen.
Information was collected through the help of staff and
parents in the involved areas. The cases were reported
in a period from June 1994 to October 2005. All were
from rural areas around the city of Mosul.

One patient was referred to the emergency room,
another was sent to the forensic medicine department
for postmortem examination, and the third patient was
seen by medical staff working in the local health
center. The remaining four patients were unable to
attend a health facility and died at home. An average
of 37.39 mg of chloroquine base/kg + 12.10 was given
to each child by the oral route. The parents and
medical staff at involved areas were questioned about
the characteristics of the children (age, sex, physique,
height, average weight, etc). The average time lapse
between the intake of chloroquine and the onset of
symptom, the various clinical manifestations that
resulted, the supportive therapy, if any, and the mode
of death are shown in Tables 1 and 2.

The children were given chloroquine at home, for
clinically suspected malaria, but some had consulted
the local health center or dispensary at the area. The
initial doses of chloroquine ranged between 600 and
900 mg (mean 750 mg+150) and are shown in Table 3.

Cases (Patients) Gender ~ Age in years Approximate weight in kg
1 M 7 20
2 M 6 - 18.5
3 F 8 years 5 months 24
4 M 5 15
5 F 9 27
6 M 8 21
7 M 7 years 10 months 20
Total 7 5M, 2F Average age 7.3+1.42 |  Average weight 20.78 kg +3.84 |
Table 1. Characteristics of the children.
| The case Description of symptoms and the mode of death ]
1 Vomiting, convulsion, cyanosis, and death |
o Convulsion, loss of consciousness, and death
2 Nausea, vomiting, cyanosis, and death
40 Severe headache, repeated convulsions, and death
5% Disturbance of level of consciousness, irregular breathing, cyanosis
6" Vomiting, seizure followed shortly by death
7 Cyanosis, convulsion, death

Table 2. Clinical manifestations of the cases.
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CHLOROQUINE OVERDOSE AND TOXICITY
A REPORT ON SEVEN FATAL CASES IN CHILDREN IN NORTHERN IRAQ
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ABSTRACT

Seven cases involving children with fatal chloroquine poisoning in the age range from five to nine years were
reported in the northern part of Iraq (the endemic malarial areas around the city of Mosul). They developed signs
of toxicity shortly after they had been given chloroquine in a toxic dose (an average of 37.39 mg/kg as a single
dose) for treatment of malaria. The cases included those who were referred to the Emergency Department at Ibn
Seena Teaching Hospital in Mosul and the Forensic Medicine Department in addition to those who died at home
and were reported by parents. In view of the acute symptoms that developed shortly, within two to three hours,
after receiving relatively high doses of chloroquine, we concluded that all these children died as a result of
inappropriate doses of the drug. The objective of the present study is to highlight the potential dangers of
chloroquine overdose in children.
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INTRODUCTION

The incidence and prevalence of malaria in Iraq
began to decline during last few years according to
reports of local health authorities," but it remains one
of the most important endemic infections in some
parts, including northern areas, particularly during
summer. Chloroquine is a 4-aminoquinoline derivative
with activity against the blood forms of species of
Plasmodium.” Tt destroys the blood forms after their
release from tissue schizonts. It is used for malaria
prophylaxis and treatment in areas where chloroquine
resistance is not encountered.'* The drug is available
in different pharmacological formulations, including

JABMS 2006;8(4):381-SE

an injectable preparation and under different trade
names. The currently used chloroquine tablets (sulfate,
phosphate and diphosphate chloroquine) contain 150
mg of chloroquine base, a bitter tasting substance.?
Chloroquine is absorbed very rapidly from the gut and
eliminated from the body very slowly.” Unlike the
situation in some other countries in which chloroquine-
resistant P. vivax malaria is increasingly widespread,**
chloroquine is one of the principal drugs used in the
treatment and prophylaxis of benign tertian malaria in
Iraq, as this type of malaria is still very sensitive to
chloroquine.' Since the early 1950s, chloroquine has
become widely recommended in the treatment of many

*Ismael Saeed, MD, De[SaJ‘tmcnt of Medicine, Mousl College of Medicine, University of Mousl, Mousl, Iraq. E-mail: ismael_dawoud @yahoo.com
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recommended for decreasing the morbidity and classified as primary, acute, organoaxial (the stomach

mortality of this condition. This case would be was rotated on its longitudinal axis).
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and the rapidity of onset.'” Acute gastric volvulus most
commonly manifests as the sudden onset of severe
epigastric or left upper quadrant pain. Intrathoracic
gastric volvulus manifests as sharp chest pain radiating
to the left side of the neck, shoulder, arms, and back. It
is often associated with cardiopulmonary compromise
from gastric distension and may mimic an acute
myocardial infarction.'"' Progressive distension and
nonproductive retching follow the pain. Patients may
have upper abdominal distension and tenderness if the
stomach remains intra-abdominal; however, if
intrathoracic, there may be minimal abdominal
findings. Occasionally, some patients present with
hematemesis secondary to mucosal ischemia and
sloughing. This can rapidly progress to hypovolemic
shock from loss of blood and fluids. The Borchardt
triad (pain, retching, and inability to pass a nasogastric
tube) is diagnostic of acute volvulus and reportedly
occurs in 70% of cases.* Some authors, however, have
shown that nasogastric tubes can be placed and can
lessen gastric distention.'

Chronic gastric volvulus typically presents with
intermittent epigastric pain and abdominal fullness
following meals. Patients may report early satiety,
dyspnea, and chest discomfort. Dysphagia may occur
if the gastroesophageal junction is distorted. Because
of the nonspecific nature of the symptoms, however,
patients are often investigated for other common
disease entities such as cholelithiasis and peptic ulcer
disease. An upper GI series can be diagnostic during
an acute attack.

Useful imaging studies include chest x-ray. A
retrocardiac gas-filled viscus in cases of intrathoracic
stomach confirms the diagnosis.” Plain abdominal
radiography reveals a massively distended viscus in
the upper abdomen. Barium studies may be valuable
in chronic volvulus with the stomach lying horizontal
or upside down.

Although the treatment of gastric volvulus is
surgical, endoscopic reduction can be attempted in
selected patients.'*"> This can be accomplished by
advancing the scope beyond the point of torsion, then
rotating it to untwist the stomach. However, because of
the chance of gastric perforation, some authors suggest
that endoscopic reduction be reserved for low-risk
patients. Failure to reduce the twist or evidence of
strangulation necessitates surgery. Percutaneous
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endoscopic gastrostomy'®"’ has been used as an
alternative to surgery in selected patients.

Emergent surgical intervention is indicated for acute
gastric  volvulus. With chronic gastric volvulus,
surgery is performed to prevent complications. Once
the diagnosis is confirmed, nasogastric decompression
is attempted. The surgical strategy includes reduction
of the volvulus, assessment of gastric viability with
resection of the gangrenous portions by segmental,
subtotal, or total gastrectomy, and prevention of
recurrence by anterior gastropexy, which is most often
accomplished with a gastrostomy tube.  Gastric
decompression is maintained until the return of bowel
function. Pulmonary toilet and early ambulation are
important postoperative measures.

Reported  complications  include  ulceration,
perforation, hemorrhage, pancreatic necrosis, omental
avulsion, and splenic rupture.s

The nonoperative mortality rate is reportedly as high
as 80%. With advances in diagnosis and management,
the mortality rate from acute gastric volvulus is now
15-20%; the mortality rate from chronic gastric
volvulus ranges from 0-13%.°

Several recent reports have described a laparoscopic
approach to both acute and chronic gastric volvulus.
The technique involves placement of the scope through
the umbilicus.

The stomach is visualized, and its viability is
confirmed. The stomach is grasped with a
nontraumatic grasper and is then reduced and
reoriented. A gastrostomy tube is placed to provide
postoperative  decompression and to prevent
recurrence. A combined laparoscopic and endoscopic
approach has also been used to better assess the
intraluminal and intraabdominal status of the stomach
as well as its position before, during, and after
fixation.'

CONCLUSION

Acute gastric volvulus is a rare and life threatening
condition. In this case, with a negative past history, it
is possible that a large meal after fasting played a role
in the etiology. Emergency surgical intervention is
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Figure 7. Necrosis of the pancreatic tail.

Figure 8. Partial gastrectomy plus distal
pancreatectomy.

Cardia

Fundus

Corpus

Antrurm

Figure 9. Torsion of the stomach along the longitudinal
axis (A and B) and along the vertical axis (mesoaxial)
.as seen in C.

Gastric volvulus is also classified on the basis of its
axis of rotation® (Image 9). In the more common
organoaxial volvulus (a term originally suggested by
Singleton”), constituting 59% of cases, the stomach
rotates on its longitudinal axis. This axis is defined as
the line connecting the cardia and pylorus. The greater
curvature moves from an inferior to a superior
position. Compared with the others, this type is more
commonly associated with strangulation, which occurs
in only 5-28% of cases because of the rich vascular
supply of the stomach.

Acute Gastric Yolvulus...

In mesenteroaxial volvulus (29% of cases), the
stomach rotates about a vertical axis passing through
the middle of the greater and lesser curvatures. The
pylorus moves anteriorly and superiorly, whereas the
greater curvature remains inferior. This type is more
often seen in young children and associated with
ligamentous laxity but not diaphragmatic defects.

Gastric volvulus can manifest as an acute abdominal
emergency or as a chronic intermittent problem. The
presenting symptoms depend on the degree of twisting

-
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Figure 1. Double bubble appearance Figure 2. Distension of the stomach
on upright abdominal x-ray. as seen at surgery.

Figure 4. Partial gastrectomy

Figure 3. Necrosis of the gastric fundus. 5 .
(resection of the fundus)-first layer.

Figure 5. Partial gastrectomy

(resection of the fundus)-second layer Figure 6. Gastric mucosa of the resected specimen.
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and partial gastrectomy was performed with resection
of the gastric fundus (Images 4-6). In addition,
necrosis of the tail of the pancreas was noted (Image
7), and a distal pancreatectomy was performed (Image
8). No hiatal hernia was found and no other abdominal
abnormalities were seen.

The patient was discharged in good condition six
days post operatively. At follow up one year later, he
remained asymptomatic and in good health

DISCUSSION

According to etiology, gastric volvulus can be
classified as either type 1 (idiopathic) or type 2
(congenital or acquired).’”™ Type 1 comprises two
thirds of cases and is presumably due to abnormal
laxity of the gastrosplenic, gastroduodenal,
gastrophrenic, and gastrohepatic ligaments. This
allows approximation of the cardia and pylorus when

b Board of Medical Specializations Vol. 8

the stomach is full, predisposing to volvulus. This type
is more common in adults but has also been reported in
children. Type 2 is found in one third of patients and
is usually associated with congenital or acquired
abnormalities that result in abnormal mobility of the
stomach. Miller and colleagues have reviewed the
anatomic defects associated with this type of gastric
volvulus,’ as presented in this Table 1.

The most common cause of gastric volvulus in
adults is diaphragmatic defects. In cases of
paraesophageal hernias, the gastroesophageal junction
remains in the abdomen while the stomach ascends
adjacent to the esophagus, resulting in an upside-down
stomach. Gastric volvulus is the most common
complication of paraesophageal hernias. It has also
been reported to complicate gastroesophageal surgery,
neuromuscular disorders, and intra-abdominal tumors.
Table 2 summarizes the causes of secondary gastric
volvulus in adults.

Diaphragmatic defects - 43%

Gastric ligaments - 32%

Abnormal attachments, adhesions, or bands - 9%

Asplenism - 5%

Congenital defects

Small and large bowel malformations - 4%

Pyloric stenosis - 2%

Colonic distension - 1%

Rectal atresia - 1%

Complicating gastroesophageal surgery

Neuromuscular disorders

Poliomyelitis

Table 1. Anatomic defects associated with gastric volvulus.

7

Diaphr i ittt Gastroesophageal Neuromuscular Increased intra- Conditions leading to
R RAERAHG CLIbEs surgery disorder abdominal pressure | diaphragmatic elevation
Hiatus hernia Nissen Motor neuron disease | Abdominal tumors Phrenic nerve palsy

fundoplication
Posttraumatic Total Poliomyelitis Left lung resection
esophagectom
e Y Intrapleural adhesions
Highly selective Myotonic dystrophy
vagotomy
Coronary artery
bypass graft

Table 2. Causes of secondary gastric volvulus in adults.”

Acute Gastric Volvulus. ..

Kayali H, Aueb Q, Matar N.



ACUTE GASTRIC VOLVULLUS:
A CASE REPORT
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Hasan Kayali, MD, Qussai Aueb, MD, Nedal Matar, MD.
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ABSTRACT

This is a case report of a 16 year old male patient who presented to the emergency room of Aleppo University
Hospital with the symptoms and signs of bowel obstruction. At exploratory laparatomy, gastric volvulus was found
at the level of the pylorus with necrosis of the gastric fundus and the tail of pancreas.
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INTRODUCTION

Gastric volvulus is defined as an abnormal rotation
of the stomach of more than 180°, creating a closed
loop obstruction that can result in incarceration and
strangulation.” Berti first described gastric volvulus in
1866;” to date, it remains a rare clinical entity. Berg
performed the first successful operation on a patient
with gastric volvulus in 1896. Borchardt described the
classic triad of severe epigastric pain, retching without

vomiting, and inability to pass a nasogastric tube in
1904.>

CASE REPORT

During the month of Ramadan in 2004, a 16 year
old male patient presented to the surgical emergency
room of Aleppo University Hospital in the morning
hours, with complaints of colicky abdominal pain and
severe recurrent retching and nausea. The complaints
had developed about one hour following a heavy meal
after the fasting of the previous day. On physical
examination, there was severe abdominal distention
with generalized tenderness and rebound tenderness on
percussion. There was tympanism Bowel sounds were

JABMS 2006;8(4):375-80E

absent. There were no surgical scars and the
other past history was negative. Temperature,
arterial pulse, and blood pressure were normal.

The laboratory tests taken on admission included:
White blood cells: 14350/ mm® (moénocytes 89%)
glucose: 225 mg/100 ml, amylase: 650 IU (normal up
to 350 IU). The potassium, sodium, and hemoglobin
were normal.

A double bubble sign was present in the upright
abdominal x-ray (Image 1), and ultrasound revealed a
small amount of free fluid in the vesicorectal pouch.

A nasogastric tube was inserted with some
difficulty. One hour later, the clinical and x-ray
findings were unchanged, and 200 ml of coffee ground
fluid was seen in the NG tube drainage.

Exploratory laparotomy was performed employing
an upper midline incision. There was severe distention
of the stomach (Image 2) with torsion at the level of
the pylorus (from back to front) and necrosis of the
gastric fundus (Image 3). The cardia was separated,

*Hasan Kayali, MD, FICS, FRCS, (CA), Professor of Colorectal and General Surgery, Head of Department of Surgery, Aleppo University Hospital, Aleppo,

Syria.

*Qussai Aueb, MD, General Surgeon, Specialist in the Emergency Department of Aleppo University Hospital, Aleppo, Syria.

*Nedal Matar, MD, General Surgeon, Aleppo University Hospital, Aleppo, Syria.
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higher.” We did not find active carditis and/or
rheumatic valve disease in our patients, contrary to
some other studies."

Pancarditis is the wusual form of cardiac
involvement."* It may present as endocarditis
manifested as sinus tachycardia and cardiac murmurs,
while myocarditis can be seen as cardiomegaly and
congestive heart failure which carry a mortality of
5%."™*'* Pericarditis can be seen as chest pain and
pericardial rub with effusion confirmed by
f:chocardicagraphy.1'4 The incidence found in our study
was low (9.09%) in comparison to other reports in the
literature, which range from between 40 and 50%"* ¢
and 93%.'"° The most likely reason is that our patients
are relatively older in addition to its insignificant
prevalence percentage. The main presentation was
endocarditis (6 patients) manifested by sinus
tachycardia, increased PR interval, and systolic
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murmur of mitral regurgitation proved by Doppler
echocardiography.'’ The rest of the patients presented
as myopericarditis manifested as cardiomegaly and
pericardial effusion proved by echocardiography. No
cases of congestive heart failure and death occurred.
Age, gender and weather did not significantly
influence the incidence of carditis in this study.

CONCLUSION

We can conclude that rheumatic fever is still a
public health problem in our locality. The presentation
of polyarthritis and Sydenham’s chorea is similar to
that described in the literature, but carditis is less
commonly encountered. Age and weather had no
detected influence on the disease entities; however,
females predominated significantly particularly during
cold weather.
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Male Female Polyarthritis S. Chorea Carditis

GI 31(73.81%) SUA5.59%) | 45(54.88%) | 12(66.67%) | 5(50.0%)
Gl 11(26.19%) 37(54.41%) 37045.12%) | 6(33.33%) 5(50.0%)
P value P (difference %) | P(difference %) N 2 N 2 o “

=0.008 NS

chi square = 8.408 P = .004 P (total difference) = 0.1885 (NS)
Cold 24(57.14%) 41(60.92%) 47(57.32%) | 12(66.67%) | 6(60.0%)
Hot 18(42.86%) 27(39.08%) 35(42.68%) | 6(33.33%) 4(40.0%)
Difference %
P value NS 0.004" NS NS NS

Table 2. The distribution of gender and clinical entities of rheumatic fever according
to the age groups (GI, GII) and weather (cold and hot).

DISCUSSION

Early in the last decade the Iragi Ministry of Health
adopted a project for the identification, management,
and secondary prevention of acute rheumatic fever
throughout the country. Our center is concerned with
the adult age group of patients. Yet the majority of the
patients included in this study are young adults; the
pediatric age group is dealt with in a different center.

Acute rheumatic fever most often occurs in
children; the peak age-related incidence is between 5 -
15 years." The mean age in this study was 15.9 + 4.5
years (mean + SD). For females, the mean age was
17.15 years and for males, the mean was 14.2 years.
Most initial attacks in adults take place at the end of
the second and beginning of the third decades of life.
Rarely initial attacks occur as late as the fourth decade
and recurrent attacks may be seen even later, i.e., the
fifth and sixth decades.” This study shows that the
different clinical entities, i.e., polyarthritis, Sydenham’s
chorea, and carditis are not influenced by younger
and/or older age groups, or by weather (P = NS), Table
2. Concerning gender, females have a highly
significant higher incidence (P = 0.0175), but younger
males show a significant higher incidence than older
ones (P= 0.008). In older females, there is no
significant ~ difference. = Female incidence is
significantly more frequent during cold weather,
Tables 1 and 2 respectively.

The commonest presentation is migratory
polyarthritis  (74.55%) P<0.001, followed by
Sydenham’s chorea (16.36%), and then carditis (9.09%).

The later two clinical entities showed no significant
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difference in their presentation. Erythema marginatum
and subcutaneous nodules were not identified
in  this study. Similar results with low incidence
or no incidence were reported in other studies.”'°

Polyarthritis is the most commonly encountered
presentation' ™" in this study. Some studies have
shown a low incidence,”'® but it is the least specific
clinical entity and is often the major cause of a missed
diagnosis of acute rheumatic fever.'” In this study, the
incidence of polyarthritis was influenced by gender,
favoring older females (G II) insignificantly but not
weather, presumably due to the fact that our study
involved older age groups. In addition, polyarthritis
was significantly (P=0.021) more common in females,
(Table 1).

Chorea, once considered a benign self-limited
disease, is now felt to require more aggressive
treatment, in particular with sedation.’

In this study, the incidence of Sydenham’s chorea
was 16.36%. This is significantly lower than the
incidence of polyarthritis, but there is no significant
difference with the incidence of carditis. This may
explain the variable incidence observed in other
studies, ranging between 2%,'° 26%," and 34.8%."
Sydenham’s chorea is the most common form of
acquired chorea in childhood.” In this study, the mean
age of patients with Sydenham’s chorea was 15 years.
It was more frequent in younger age groups, in
females, and in cold weather, but none of these
variables reached a level of significance. These
findings are . consistent with the literature;“"”
however, the incidence in female, as in our study, is




following pharyngeal infection. In its classic milder
form, the disorder is largely self-limited and resolves
without sequelae, but carditis may be fatal in severe
forms of the disease.”> Chronic and progressive
damage to the heart valves leads to the most important
public health manifestations of the disease. Anti-
inflammatory agents provide dramatic clinical
improvement, but do not prevent the subsequent
development of rheumatic heart disease.

The role of corticosteroids in the treatment of
carditis is uncertain, and controlled studies have failed
to demonstrate an improved long-term prognosis.'™
Prevention of first and subsequent attacks of rheumatic
fever is the mainstay in the limited arsenal available to
alter the natural history of this disease.” Prevention,
particularly secondary prophylaxis will become even
more important as increased urbanization with greater
population pressure and economic problems increase
the Iz;revr-,tlf.:nce.6 Long term adherence to secondary
prophylaxis is crucial following all episodes of acute
rheumatic fever, including chorea to prevent
recurrence.” Monthly injection of benzathine penicillin
is used for prophylaxis.'*

METHODS

A ten year (April 1992-April 2002) follow up of
patients with acute rheumatic fever was conducted.
This study is a follow up of 110 patients (39.29%) of
280 patients referred to Mosul Teaching Hospital from
different primary health care units who were proved to
have acute rheumatic fever according to the modified
Jones criteria.® A cardiologist examined all patients
and subjected them to chest x-ray, ECG,
echocardiography, ESR, C reactive protein, and ASO
Cold weather when patients prevented with titer (>/=

the Arab Board of Medical Specializations Vol. 8,

400 TU was considered positive ). rheumatic fever
occurred from October through March; while hot
weather was from April through September. The SPSS
(Statistical Package for Social Sciences) standard
version was adopted in this study for statistical
analysis in determining the P value of chi square and
the STISTICA 6.0 was used to determine the
difference between percentages. Significant P value is
considered to be less than 0.05.

RESULTS

The mean age of the 110 subjects was 15.9 + SD 4.5
years. Ages ranged from 8-35 years; the mean female
age was 17.15 years and the mean male age was 14.2
years. The patients were divided into two age groups:
group I (G I) was=/< 15 years, group II (G II) was > 15
years,

The gender distribution was 68 females and 42
males (P=0.004). Females were affected more
frequently than males: 68 (61.82%) vs. 42 (38.18%)
respectively (P= 0.0175), with a ratio 1.6/1.

The commonest presentation was polyarthritis,
which was present in 82 patients (74.55%), followed
by Sydenham’s chorea in 18 (16.36%), and then
carditis in 10 (9.09%), Table 1. Erythema marginatum
and subcutaneous nodules were not encountered.

Distribution of the disease entities according to age
group shows that the younger age group (GI) had a
higher incidence but not to a significant level (P =
0.1885), Table 2. The study demonstrates a
considerable and highly significant association
between the females and cold weather (P = 0.004
McNemar test’) Table 2.

Rheumatic Fever Polyarthritis Sydenham’s Chorea Carditis
Total (%) 82 (74.55%) 18 (16.36%) 10 (9.09%)
Mean Age(15.9 + 4.5)Age range 8 35y 16.4 15.0 15.8
Gender

Female 68 (61.82%) 52 (47.72%) 10 (9.09%) 6 (5.5%)
Male 42 (38.18%) 30 (27.27%) 8 (7.27%) 4 (3.6%)
Differ % P =0.0175 Differ % P = 0.021 Differ % P = NS Differ % P =NS
Weather

Cold 65 (59.09%) 47 (42.73%) 12 (10.91%) 6 (5.45%)
Hot 45 (40.91%) 35 (31.82%) 6 (5.45%) 4 (3.64%)
Differ % P= NS Differ %P = NS Differ % P= NS Differ % P= NS

NS= Not significant. Differ % P: the significance of the difference between percentage in the box.

Table 1. Relative frequency of manifestations and aspects of rheumatic fever in 110 patients.

Rheumatic Fever...
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RHEUMATIC FEVER:
EPIDEMIOLOGICAL STUDY FROM IRAQ
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ABSTRACT

Objectives: Rheumatic fever and rheumatic valvular diseases are considered major health problems in the
developing communities. Accordingly, this study was attempted in order to assess the behavior of the various
clinical manifestations of acute rheumatic fever (i.e., polyarthritis, carditis, Sydenham’s chorea, subcutaneous
nodules and erythema marginatum) with regard with age, gender and weather in our region.

Methods: The study involved 110 patients proved to have acute rheumatic fever according to modified Jones

criteria. The patients were studied according to gender, age groups (below and above 15 years), and according to
cold and hot weather.

Results: Females were affected more frequently than males (68 vs. 42; 1.6:1). The mean age was 15.9+ 4.5
years. Ages ranged from 8-35 years.Polyarthritis dominated clinical presentation; it constitutes 74.55% (P< 0.001)
in all aspects of the study, followed by Sydenham’s chorea (16.36%), and then carditis (9.09%). Subcutaneous
nodules and erythema marginatum were not encountered.

Conclusion: Acute rheumatic fever is still a major health problem in our area. Polyarthritis predominates
followed by Sydenham’s chorea, and then carditis. Age and weather had no effect on the disease parameters
studied, but female gender significantly predominated over male gender.
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INTRODUCTION chorea, subcutaneous nodule, and erythema

) ) , ) marginatum, occurring in varying combinations.'
Rheumatic fever is a multisystem inflammatory

disease that occurs as a delayed sequela to group The pathogenesis of this disorder remains elusive;
A streptococcal pharyngitis. The important clinical an antigenic mimicry hypothesis best explains the
manifestations are migratory polyarthritis, carditis, effect on various organ systems after a lag period

JABMS 2006;8(4):371-4E
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Korea, the proportion of cholesterol stones varies
widely from 34-60%.% In the present study, 61.5 % of
the stones are of the cholesterol type. This applies to

Egyptian patients as well as to citizens of other Arab
countries living in Egypt with no detectable
differences. This projects a possible universal
incidence in Middle East patients due to similarity of
diet and climate.

Although oral dissolution with chenodiol is
associated with a 50% recurrence within the first 5
years,”” 21% of our patients are good candidates for
it. They have small cholesterol stones and a
functioning gallbladder compared to only 15% of
patients in the United States.” The poor dissolution
rate (11-13.5%) reported in some studies may require
extending treatment course more than the specified
two years, limited only by the probable appearance of
such side effects as diarrhoea, elevation of low-density
lipoprotein cholesterol, and elevation of liver enzyme
levels. The latter is particularly important in our
patients who may have an associated liver disease.
Changing chenodiol to its 7-B epimer ursodiol may
then be suggested as it yields superior results with
fewer side effects.*

Unlike the kidneys, which are unobstructed by other
organs from the back, the gallbladder lies buried deep
within the body. This makes shock wave lithotripsy
hazardous if not done properly as misdirected shock
waves may damage lung tissue. The gallbladder also
has the disadvantage of having its opening to the tiny
cystic duct near its top, while shattered pieces of the
stones after the shock waves settle to the bottom by
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gravity placing their drainage at a disadvantage. Since
the majority of our patients have gallstones of more
than 70% cholesterol, the technique is a good
alternative to surgery in 60% of them, if the need
arises. Exclusion criteria include patients having more
than three stones with size less than 0.5 cm or more
than 3.0 cm in diameter. Radiopaque stones in a non-
functioning gallbladder are a contraindication.

Presumably having a rapid effect (1-3 days), contact
dissolution using methyl fert-butyl ether requires
percutaneous or endoscopic access to the gallbladder.
It needs specialized infusion equipment and the result
is not predictable. To date it may be considered
experimental, and we do not recommend it for clinical
use. Careful handling of the drug is needed as it is
inflammable, and can be also toxic.!!

Once gallstones become symptomatic, surgical
removal of the gallbladder is recommended. If
nonsurgical options are sought, ESWL is the best for
our patients in the light of the unique chemical
composition of their stones. Oral dissolution therapy
needs a prolonged treatment time and is associated
with a high recurrence rate, while contact dissolution is
still at an experimental level. Apart from the calcium
content which affects fragmentation capacity, the
concentration of other trace elements in gallstones is of
no value in planning treatment.
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element composition the mean values are in shown in
Table 1.

DISCUSSION

Unless malignancy is suspected or risk is present,
asymptomatic gallstones, about half the cases, should
be left alone, and prophylactic cholecystectomy is not
warranted.”>*' This decision is important for Egyptians
in whom gallstones may be associated with liver
cirrhosis, rendering cholecystectomy hazardous due to
vascular adhesions of associated portal hypertension.*
Symptomatic patients need elective cholecystectomy,
but other non surgical treatment options are now
available. Those options uniquely depend on the
physical features and chemical composition of the
stones. With its three subtypes (pure, combination and
mixed), cholesterol stones, tend to be more frequent in
the urban population, probably due to dietary factors.’
But the incidence of cholesterol stones is not the same
in different geographic zones of the world (Table 2);
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this is well demonstrated in a large country like India,
where the dietary habits are different according to
location, ignoring ethnic and economic differences.
Cholesterol concentration in stones extracted from
Hindu patients in the Himalayas® may reach 100%, but
may be as low as 6.9% in Tamils.® Economic standard
also has no influence, as Scandinavian women have
81% of their gallstones of the cholesterol type,® while
Western Europeans have 62% cholesterol. In San
Francisco in North America, the incidence is only
27%. The highest incidence of gallstones in the
United States occurs in people of Mexican-American
and Native American descent. For example, in some
American Indian tribes such as the Pima Indians of
Arizona, 70 percent of women have gallstones by the
age of 30. The majority of Native American men have
gallstones by the time they reach 60 years. American
blacks of both sexes have the lowest incidence of
gallstones; both male and female whites have a rate
twice that of blacks.In developing and underdeveloped
countries such as Cameroon, Ghana, Taiwan and

G H | N S Cu Fe K | Mg | Na | zn
Weight % | Weight % | Weight % | Weight % ug yg pg ug pg ug
range range range range range range | range | range | range | range
76.2 10.49 0.5 1.33 0.0019 | 0.0108 | 0.015 | 0.023 | 0.146 | 0.012
14.77- 0.66- 0- 0.08- 0.002- | 0.005- | 0.002- | 0.002- | 0.035- | 0.001-
83.92 12.47 3.05 1.6 0.014 0.097 | 0.095 | 0.222 | 0.439 | 0.170
Table 1. Trace element concentration (X-ray emission).
Series Feitioi Geographic | No.of | No.of % Composition
Zone Patients | Stones | Cholesterol# | Mixed | Pigmented*
Stewart et al 1997 S. Francisco | N. America 183 27 - 44
4k Z
Angwafo et al 1998 Yaoundé W. Africa 26
(Cameroon)
Liu et al 2002% Taiwan SE.Asia 100 35 - 33
Darko et al 2000"" Ghana W. Africa 34
Kim et al 1999" Korea SE. Asia 58.1 - 373
Kotwal et al 1998 Hunalfayas Q. Asia 487 100
(India)
Kaufman et al 1989"% W. Europe | W. Europe 65 71 : 29
Rambow et al 1989""" W. Burope | W. Europe 28 290 62 - 38
Ravnborg et al 1990(18) | Scandinavia | W. Europe 80 81(w) -
Jayanthi et al 2004 Tamil S. India 6.9 6.9 81
Present Study 2004 Egypt M. East 39 300 61.5 23.1 15.4

S: South, SE: South East, W: West, M: Middle, N: North, *:Include brown and black stones, # :Contains 70% cholesterol or more,
(): Twelve CBD stones are included, (w): Women only.

Table 2.compares the composition of gallstones in different geographic zones
as reported in the literature.
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spectrometry is used to determine trace elements
concentration particularly calcium and iodine.”

For non surgical stone management, fragmentation
by extracorporeal shockwave lithotripsy (ESWL) may
be appropriate for patients having solitary stones less
than two centimetres in diameter. This may be
combined with oral bile acid treatment or followed by
surgery. The mortality rate for lithotripsy is essentially
zero, but pain and pancreatitis were sometimes
reported. Also, some of the fragments may not clear
the bile duct and cause problems later on, requiring
erythromycin treatment to expedite their removal. In
contradistinction to surgery, which has 21-47%
incidence of  postcholecystectomy  symptoms,
abdominal complaints disappear after ESWL, although
anatomical structures are left intact.” The symptomatic
success rate in both is equal and ranges between 72%
and 95%.

Oral dissolution therapy uses bile acids in pill form
to dissolve gallstones and may be used in conjunction
with lithotripsy. Ursodeoxycholic acid, and chenodiol
are the standard oral bile acids used for dissolution, but
the first is preferred because of its safety and
insignificant side effects. As a long-term treatment for
patients having small cholesterol stones (less than 1.5
c¢m in diameter), oral dissolution appears to reduce the
risk of biliary pain and acute cholecystitis but
recurrence is common. Pigment stones are not suitable
for such therapy."

Contact dissolution therapy'" entails the injection of
the organic solvent methyl-tert-butyl ether (MTBE)
into the gallbladder through a percutaneous catheter.
The stones begin to dissolve within five to twelve
hours and completely disappear within 1 to 3 days.
Serious side effects are reported; the commonest is
severe burning pain. MTBE treatment is still
experimental and full-scale tests are needed to
determine post treatment recurrence rate. However,
such therapy is very successful and in the future may
provide a safe and cost-effective means of treating
gallstones without surgery

Laser fragmentation of gallstones needs higher
energy pulses than that required for diagnostic
purposes. With visible or infrared laser, fragmentation
is possible and depends on the pulse duration and duty
cycle of the laser operation. The process is mechanical
and not ablative,'> acting by means of acoustic shock

wdgwall 0 b, Lus A (2w .2

waves, and the term laser induced‘ shock wave
lithotripsy is applied for the technique.

METHODS

Three hundred stones retrieved from thirty-nine
patients living in Egypt and treated at Cairo University
Teaching Hospital were enrolled in the study,
conducted from July 2000 through December 2003.
The patients, presenting for elective cholecystectomy,
were randomly chosen and their ages ranged from 31
to 66 years. All were non-obese (relative body weight
less than 125%), normolipedemic, and nondiabetic.
None had laboratory evidence of parenchymatous
kidney or liver disease. Gallstone samples were
procured from the Kasr Al-Aini University Hospital at
Cairo.

After obtaining patient consent to use the isolated
stones for research purposes, gallstones were extracted
during surgery, 25 laparoscopic and 14 open, and
preserved under sterile conditions. The gallstone
specimens more than 1 cm in diameter (to facilitate
manipulation, cutting and grinding) were stored in
saline solution to maintain their biological stability and
to avoid structural alteration due to drying. They were
indexed according to their external appearance, and
then classified into three categories: soft (cholesterol);
intermediate (bilirubinate); and hard (mixed).Using a
hardness tester, the mechanical parameters of the
stones were studied, and, after desiccation, they were
chemically analyzed to determine cholesterol, calcium
and bilirubin content. Metal content was studied using
particle induced x-ray emission.

RESULTS

The study group included 39 patients, four males
(10.3%) and thirty-five females) whose ages ranged
between 31 and 66 years (mean age 45.9 years) with
gallstones proven by ultrasound. The majority

(97.4%) was in the age range 31 to 60 years. Thus,

most of the cases were middle-aged females.

The stones were single in 14 patients (35.5%) and
multiple in the rest. They were hard in 13 patients and
soft in 26. The specific gravity ranged from 0.701 to
1.666 with an average of 0.86. Chemically, the average
percentage values for the three major components
were: cholesterol 70.8 % (43-88), bilirubin 29.5%
(10-6), calcium 2.27% (0.02-7.5). For the trace
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INTRODUCTION

The frequency of cholecystectomy has notably
increased in Egypt (as in most developing countries) in
the past few years; this is probably due to increased
awareness and improved governmental health services.
Little is known about the composition of gallstones of
Egyptian patients who live in a region different in
environment and diet from western countries.
Knowledge of the composition of gallstones is
essential for successful non-operative therapies
including lithotripsy and oral dissolution."

The major three constituents of gallstones are
cholesterol, bilirubin and calcium. Cholesterol is the
most important and may amount to more than 70%,
while calcium content will decide the radiopacity of
the stone. Other elements including iron, copper,
phosphorus, magnesium, cobalt, and zinc and organic
materials like carbohydrates, mucus and cellular debris
are uncommonly present.

Accurate structural classification of gallstones can
be made by gross inspection” as different compositions
display various colors. There are three major types of
stones: white, black and brown. Mixed stones have
different proportions of cholesterol and bilirubin.
Black and brown colored stones contain bilirubin in
large amounts in addition to small quantities of
cholesterol. Pigmented stones are usually related to
infection.” and can be further subcategorised on the
basis of minor variations in chemical composition into
black and brown stones in a proportion of 28:31. After
chemical analysis, stones may be reclassified
according to their cholesterol content into cholesterol-
poor (<10% by weight), intermediate (10-75%) and
rich (>75%). Thirty per cent of cholesterol stones
contain calcium, which probably acts as a chief
component of their central matrix.*

Determination of Gallstone...

Pure cholesterol or pigmented stones are
uncommon. The latter are composed of calcium
bilirubinate in a concentration of 40-350%, with a small
amount of cholesterol in a concentration of 3-26 %.
Some of these stones, the black type, are composed
purely of calcium bilirubinate and are usually
associated with increased concentrations of biliary
calcium in hemolytic disease or liver cirrhosis.® In
addition to standard chemical analysis, determination
of stone composition is also possible by ultrasound,
which is currently in use.” In an in vitro Indian study in
Delhi, ultrasound features of gallstones were correlated
with their compressive strength and microstructure
pattern. Mixed types with high ultrasonic velocity, less
attenuation, and higher crushing strength were difficult
to break in comparison to other types. In another
study,® gallstone composition was determined by
infrared stereoscopic analysis with similar results.
Energy dispersive X-ray fluorescence, a method
currently used for determination of basic elements in
geological materials, when applied for the quantitative
and qualitative analysis of gallstones, yielded accurate
results with many advantages. It is simple, fast, and the
equipment cost is much lower than the commonly used
spectrometry. It also allows simultaneous
determination of many elements over a wide
concentration range.It is possible by crystallography or
computed tomography to sort stone cholesterol into
monohydrate, phosphates or palmitate and to detect
amorphous material. The latter may also provide
discrimination  between cholesterol and non-
cholesterol stones in vivo and is recommended for
measuring radiodensity of gallstones before litholytic
therapy. Ukaji’ compared magnetic resonance imaging
with classical chemical analysis in 32 patients and
obtained identical results, with the advantage of
visualizing the structure of gallstones with accuracy
and in detail. Energy dispersive X-ray fluorescence

-
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DETERMINATION OF GALLSTONE COMPONENTS IN 39 PATIENTS
IN EGYPTIAN HOSPITALS: A STUDY OF 300 STONES
TO ASSESS AMENABILITY TO NON-OPERATIVE TREATMENT
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Gamal Saeed, MD, Ahmed Kensarah, MD, Nazar Dessouki, MD.
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ABSTRACT

Oéjective: The chemical composition of gallstones determines amenability to non-surgical treatment. It is related
to environment, and, to date, this information is not available for patients living in the Middle East. The purpose of
this study was to determine gallstone composition in a group of 39 patients living in Egypt.

Methods: Three hundred gallstone samples from patients living in Egypt and treated at Cairo University
Teaching Hospital were classified as soft, intermediate, or hard. Each was cut, polished, preserved, and stored in
saline. Mechanical parameters were studied, and the stones were then analyzed chemically in order to determine
cholesterol, calcium and bilirubin content. Trace metals and elements were determined by particle induced x-ray
emission.

Resutes: Thirty five of the 39 patients were females; the mean age was 45.9 years; there was a single stone in
64.1%; and stones were multiple in 35.9%. Stones were hard in 13 patients and soft in 26, with a mean specific
gravity of 0.86 (range 0.69-1.67). The percentage share for the three major components was cholesterol 70.8 (43-
88), bilirubin 29.5 (10-66), and calcium 2.27 (0.02-7.5). The mean percentage for other elements was: carbon 76.2,
hydrogen 10.49, nitrogen 0.51 and sulphur 1.33. Trace metals elements were as foll

Conclusions: Our patients are good candidates for non-surgical treatment. In the light of the unique chemical
composition of their stones, ESWL is the best. Oral dissolution requires a long treatment time. Contact dissolution
has no place. Apart from calcium, the concentration of basic elements and metals is of no value for planning

treatment.
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before the attack of secondary bleeding in 58% of
patients. This fact facilitates the idea of tonsillectomy
bed infection as a cause of secondary bleeding, an
etiology that has been suggested by many workers. **’

CONCLUSION

Tonsillectomy is the most commonly performed
surgical procedure. Careful assessment of patients has

-ab Board of Medical Specializations Vol.

to be performed especially in female above twenty
years in whom the frequency of bleeding is increased,
possibly due to a hormonal effect.

An increase in the intensity of pain a few hours prior
to the onset of hemorrhage, as seen in this study, may
offer a signal to investigate the source of the pain and
initiate the appropriate therapy to prevent or ameliorate
bleeding.
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A single case developed minor reactionary bleeding
after discharge from the hospital, while in 80%,
bleeding happened within six hours after surgery. The
incidence of secondary hemorrhage increased toward
the end of first week, and seven out of twelve patients
(58.3%) reported an increase in pain severity a few
hours before the attack of bleeding.

Reactionary bleeding was more common when the
ligature technique was used to achieve hemostasis,
while no difference was noted in the incidence of
secondary bleeding (Table 3).

Reactionary Secondary
d 1 2
Ligature 0.8% 1.6%
. 0 2
Diathermy 0% 1.6%

Table 3. Effect of hemostatic technique on the
incidence of bleeding (major and minor).
(Sample size 123)

DISCUSSION

Bleeding after tonsil and adenoid surgery is the
commonest complication in the field of
otolaryngology,'® and the most common cause of death
after this operation.” Evaluation of the large number of
studies present in the literature on the subject is
difficult due to an inadequate definition of terms and
controversial results. In this study, we have not
excluded any case of PTH however minor the
bleeding.

A total incidence of 3.4% was found. Only 1.4%
had major bleeding. These results are in agreement
with recent reports.” The relatively recent papers show
a lower incidence in PTH in comparison to older
ones.® The factors involved in this are the advances in
anesthetic, surgical, and hemostatic techniques.

Various operative techniques have evolved over the
years. The most important advance in this respect was
in 1909 when G.E. Waugh described the dissection
method which was subsequently modified and largely
replaced the old tonsil guillotine.”” Handler et al®
regarded the decline in tonsil guillotine a major factor
in decreasing PTH.

The traditional dissection technique was the method
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employed in this study. Many studies have compared
this method with the more recent techniques of
tonsillectomy in current use, namely, laser.”>"
coblation,"” the ultrasonic harmonic scalpf:l,lﬁ‘]7 and
bipolar diathermy.” These studies show that although
they may reduce intraoperative bleeding, the newer
techniques do not improve the incidence of PTH over
the traditional method, and are more costly and time
consuming.

Ligation of blood vessels has been the time honored
method of hemostasis in tcmsillectomy.]8 In 1958,
halothane, a non explosive anesthetic was introduced,
and the use of electrocoagulation for hemostasis in
tonsillectomy became safe* and gained widespread use
in this surgical procdure. "

Since then, there have been considerable efforts by
many workers to compare the effects of these two
hemostatic methods on PTH.*'*'****' Most of these
reported a reduction in the incidence of PTH with the
use of diathermy, '**"****** and controversial results
regarding secondary bleeding.'*****

In this study, we compared these two methods in
123 cases by applying diathermy to one side and
ligation to the other in the same patient, thus
minimizing the effects of other factors. A single case
of reactionary PTH occurred in a ligation side.
Secondary bleeding was evenly divided between the
two methods.

A higher incidence of both types of PTH was found
in the group of patients above 20 years. Clark et al''
found adults to be four times more likely than children
to require surgery for arrest of PTH. Alexander” found
an increasing incidence of secondary hemorrhage with
age peaking at 30-34 years, and no statistically
significant difference between two sexes. On the
contrary, we found a higher incidence of secondary
bleeding in females; a hormonal effect may be
suggested.

Eighty percent of reactionary bleeding happened in
the first six hours after surgery, during the patient’s
stay in the hospital.

Most cases of secondary bleeding (75%) occurred
near the end of the first week, and there was a
noticeable increase in the severity of pain a few hours
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INTRODUCTION

Tonsillectomy is one of the oldest elective surgical
procedures in history,"”* and it remains the most
commonly performed procedure in the world today.**
There are risks, serious complications, and mortality
associated with the procedure.” The most common
complication is post tonsillectomy hemorrhage (PTH).
There is a great deal of literature on this subject. The
incidence of PTH reported ranges from 0-20%. The
results are difficult to evaluate because each surgeon
has his own criteria to report bleeding. Some workers
may include cases of mild bleeding in their studies
which would be excluded by others.”*’

This prospective study was designed and performed
to study the effects of different factors involved in
tonsillectomy on the occurrence of PTH.

METHODS

Five hundred tonsillectomies (288 males and 212
females) were carried out in the ENT department of
Al-Zahrawi Teaching Hospital in Mosul, Iraq over a
seven year period (1995-2002). The ages ranged
between 4 to 37 years. Cases were followed
prospectively to study the different factors affecting
the occurrence of post tonsillectomy bleeding.

Routine preoperative investigations were performed
in all patients with special attention to the detection of
any bleeding tendency.

Operations were performed using the dissection
technique. Hemostasis was achieved using ligature and
diathermy together in 377 patients. In the remaining
123 cases, diathermy was used on one side and ligature
on the other in the same patient in order to compare the
effect of the different hemostatic techniques and
minimize the effects of other factors.

Patients were discharged six hours after full
recovery from anesthesia (except when there was an
indication for a longer stay in the hospital) with
instructions to report back to the ENT department if
any bleeding occurred including spitting of blood.

Bleeding was divided into reactionary or secondary
according to whether it occurred within the first twenty
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four hours or at a later period respectively. Each type
of bleeding was considered major if the patient needed
either blood transfusion or return to the operating room
to control it. Minor bleeding was defined as that
requiring a minor procedure such as clot removal,
sponge pressure, or only observation to stop it.

The following points were noted after surgery:
incidence of bleeding, its relation to age and sex, effect
of different hemostatic techniques on the occurrence of
bleeding, and the time of bleeding after surgery.
Reactionary bleeding happened in the first six hours
after surgery when the patient was still in hospital or
the first eighteen hours later; secondary bleeding was
divided according to the number of days
postoperatively at which it occurred.

RESULTS

Of the five hundred cases included in this study,
seventeen cases developed bleeding (3.4%). More than
half was minor. The incidence of major bleeding was
1.4% (Table 1), and there were no deaths in this series.

Reactionary | Secondary Total
Toul 1% 2% | 34%
Major 0.3% % 14%
Minor | gl 14% 2

Table 1. Incidence of reactionary and secondary
hemorrhage in 500 cases.

There was an increasing incidence in the patients
over twenty for both types of hemorrhage in relation to
the number of cases for each group (Table 2).

Age group 49 | 1010 | 2029 [ 3039 Toml
Number of A
e 155 | 252 73 20 | 500
e i 7 5 0 5
Reactionaty | geq | 079% | 27% | 0% | 1%
S i 6 7} 1 2
Secondary | g6 | 238% | 547% | 5% | 24%

Table 2. Relation of hemorrhage to age.

Secondary bleeding was more common in females
than males. The incidence was 1.7% and 3.3% for
males and females respectively. The rate for
reactionary bleeding was almost equal in the two.

Shehab NM, Allos DS,
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ABSTRACT

Objective: To study the incidence of bleeding following tonsillectomy, its relation to age and sex, and the effect
of different hemostatic techniques on the occurrence of bleeding.

Methods: Five hundred tonsillectomies were performed in the ENT department at Al Zahrawi Teaching Hospital
in Baghdad, over seven years. The incidence of post tonsillectomy bleeding and the effect of age, sex, method of
hemostasis and time of bleeding were studied.

Results: The incidence of major post-tonsillectomy bleeding was 1.4%, and there was an increased incidence in
patients over the age of twenty. Secondary bleeding was more common in females. Eighty percent of reactionary
bleeding happened in the first six hours after surgery, and most of secondary bleeding occurred toward the end of
the first week. We noticed increased severity of pain prior to secondary bleeding in a number of cases.

Conclusion: Tonsillectomy is the most commonly performed surgical procedure. Careful assessment of patients
must be performed, especially in females older than twenty in whom the frequency of bleeding is higher, possibly
due to a hormonal effect. The increase in the intensity of pain a few hours prior to the onset of bleeding may give a
warning fo start therapy that may abort the bleeding.
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families was 1.7:1. This could be explained by the fact
that hydrocarbons were becoming more and more
widely used in rural homes, especially in the last
decades.

Most of the patients were from poor families living
in overcrowded conditions.'*** Emesis was attempted
by parents using home remedies in more than one third
of cases. This is less than in other areas, where has
approached 72%."

Lack of public awareness and the incorrect storage
of these substances was demonstrated by the fact that
around two thirds of the families had stored the
hydrocarbon in a badly closed container and about
50% kept it inside the home. Ninety three patients had
been exposed previously to the same poisoning, and
278 families had a past history of hydrocarbon
poisoning, which indicates that ignorance and
negligence are among the main causes of this accident.

64 suc - 8 wone Ldall ciliolsia I

CONCLUSIONS

Kerosene was the main cause of hydrocarbon
poisoning. The majority of patients were under five
years of age with a preponderance of male gender and
rural residence. Poverty, overcrowded living
conditions, low educational level, and negligence were
the main reasons for hydrocarbon poisoning. Lack of
knowledge about poisoning contributes to the problem.
The mortality rate was low in this study. The
following recommendations can be made. Active
steps must be taken to address this problem.
Improving health education on the danger of
hydrocarbon poisoning is needed at the community
level. Specific measures might include storage of
hydrocarbons in designated containers. There should
be an emphasis on adult supervision. Child-resistant
containers should be made available by the Petroleum
Ministry with a possible trial in changing the color of
kerosene.

Mortality was fortunately low,'*!**>%*
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Figure 1. Distribution of patients
with hydrocarbon poisoning
according to day of the week.

DISCUSSION

Hydrocarbon poisoning is among the serious
children intoxications in which age has an important
role. The involvement of children in the age group
from one to three years agrees with findings
worldwide.”"® In this age group, there are
hyperactivity, inadequate motor skills, and limited
experience, all of which predispose to this accident.*"
During the first year, the infant has a limited ability to
proceed from one place to another, but may roll or
creep to reach the poisonous substance.'

The preponderance of male to female patients in the
ratio of 1.27:1 is in line with most studies.”*">*’

The poisonings occurred most times of the day and
part of the night, with a peak incidence between 9 AM
to 14.55 PM when the mothers were often occupied by
housework, preparing lunch, or a midday nap. There
was a marked decline in the rate of poisoning on
Friday, the weekend in Irag. At that time, almost all
the family members would be at home, and the
children would be more likely to be observed. This is
not in agreement with accidents due to falls, where
there is an increment during the weekend.”

Hydrocarbon Poisoning. ..
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Figure 2. Distribution of Patients
with hydrocarbons poisoning
according to Months.

More patients were seen during the autumn and early
winter. This is the time when families would begin to
store kerosene in used beverage or household
containers placed on the kitchen or bedroom floor,
within easy reach of children. This differs to a certain
extent, with another Iraqi study in which the majority
of cases occurred in the spring.22 There are many
studies that document the poisoning to be highest in
summer months.”"

Ninety percent of mothers were housewives, and
about 70% of them were inside the home when the
accident happened. Therefore, the absence of the
mother due to work outside the house does not appear
to be a significant reason for hydrocarbon poisoning,
as is the case in the USA.* Most of the parents in the
present study were illiterates, just able to read and
write, or had only a primary school education,
demonstrating that education had an important role in
this accident.” The majority of fathers were employed,
meaning that they were outside of the house most of
the day and did not share supervision of the children.
Child care was the sole responsibility of the mother
most of the time. Most mothers were between 20 and
40 years of age; at this age most of them had many
children. The ratio of rural to urban residence of

-
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Kerosene was the predominant hydrocarbon product
ingested by our patients (94.6%). Kerosene is still
commonly used in Iraqi homes for lighting, heat and
cooking. The safety of storing these products was
found to be very poor, as noted in Table 5.

Age distribution of the mothers is noted in Table 6,
with the majority ranging between 20 and 40 years.

Regarding parental attitudes and reactions toward
the accident, around one third of them had induced

5 -4 500 - 8 ila Agdall cilialiana U

vomiting to their children, as shown in Table 7.

Table 8 shows the outcomes for our patients. Half
were admitted to the hospital wards, and the mortality
rate was less than 0.5%.

The fewest accidents occurred on Friday as seen in
Figure 1.

The poisoning happened throughout the year, but
there were increases during October and November,
Figure 2.

Hydrocarbon products Number | %
Type of hydrocarbons L e
Kerosene 1583 | 9467
Benzene 33 1 147
Gasoline 56 3.34
Usage of hydrocarbons Lighting 646 38.63
Heat 423 25.29
Lighting +heat 323 19.31
Cooking 136 8.13
Cooking+ Lighting 56 3.34
Car fuel 45 2.69
Baking 43 2.57
Containers of hydrocarbons Well closed containers 579 34.62
Badly closed containers 1093 65.37
Site of hydrocarbon containers Home garden 602 36
' Inside home 780 46.65
Home back 167 9.98 -
Home roof 34 2.03
Outside home 89 5.32
Table 5. Relation of hydrocarbon products to the intoxication.
Mother's age in years Number Do
<20 78 4.66
20-29 780 46.65
30-39 702 41.98
40 and above 112 6.69
o Total 1672 | 99.98
Table 6. Age distribution of mothers.
Parental attitude Number | %
Did the family try to initiate vomiting for the poisoned child? e
Yes 635 3797
No 1037 | 62.02
‘Where was the mother during poisoning?
Inside home 1326 79.30
: Outside home 346 20.69
The family consulted : Emergency unit 1549 92.64
. ' Private clinic 67 4.00
Nurse 56 3.34

Table 7. Parental attitude and reaction toward the poisoning.
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1.5). The majority of our patients were living in
homes, which were mostly owned by them, and had
low or medium income. Around 70% of the mothers
were either illiterate, could barely read and write, or
had only finished primary school in comparison to
50% of the fathers. Ninety per cent of the mothers

oard of Medical Specialization

were housewives, and most of the fathers were
working in government or non government jobs.
Ninety three (5.56%) patients were previously exposed
to hydrocarbon poisoning, and 278 (16.62%) of the
patients had siblings exposed to hydrocarbon
poisoning previously, Table 4.

Hydrocarbon Foisoning. ..

Variables Number | %
‘Where did the family live? House 1655 _f 98, 98
Flat 17 . .
Family house was: Owned 1360 -
Rented 312 18.66
Family income: Low 379 22.66
Medium 1115 1 66.68
Good 178 10.64
Mother’s education Iliterate 323 1931
Read and write 290 1734
Primary 569 | 3403
Intermediate 212 - 1267
Preparatory 111 - 6.63
Institution or college 167 998
Mother’s job Housewife 1517 90.72
Teacher 89 532
Official 34 2.03
Farmer 21 1.25
Engineer 11 06
Father’s education Illiterates 201 12.02
Read and write 189 11.30
Primary 456 2927
Intermediate 334 19.97
Preparatory 302 18.06
e Institution or college 190 11.36
Father’s job Business man 674 40.31
o Farmer 282 16.86
Policeman or soldier 145 8.67
Worker 185 11.06
Official 129 G
Driver 69 4,12
Retired 38 2.27
Teacher 22 131
Barber 23 1.37
Carpenter 21 1.25
Unemployed 24 1.43
Doctor 11 0.65
Nurse 12 0.71
Lawyer 14 0.83
Student 10 0.59
o Smith 13 0.77
_ Was the pattent exposed
- prey ously to hydrocarhon poisoning? Yes 93 5.56
: No 1579 94.43
;_Dlﬂ anothar child in the same
ﬂ-‘f_famﬂy have hydrocarbon pmsonmg‘? yes 278 16.62
- No 1394 83.37
" --Avallabxhty of playmg facxlmes at home
- Space 914 54.66
- Toys 591 35.34
__ Siblings and friends 1159 69.31

Table 4. Relation of housing and parental variables with poisoning
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continues to cause morbidity and mortality in third
world countries where kerosene is still used for
cooking and heating.” Kerosene is becoming more and
more widely used in Iragi homes in the last two
decades.  This has resulted in a high rate of
intoxication with this product, especially in children.
In spite of this increased rate, there are only a few
published studies on hydrocarbon poisoning among
children in Iraq. Most of these accidents take place at
home, which many people incorrectly think of as a
safe place.’

The aims of this study are to document the pattern
of hydrocarbon poisoning at the Babylon Maternity
and Children’s Hospital, to determine what factors in
our community contribute to hydrocarbon poisoning
among children, and to bring the attention of the
community to this serious problem in order to reduce
the morbidity and mortality from such accidents.

METHODS

This was a prospective hospital-based study of the
cases of hydrocarbon poisoning which were admitted
to the (ED) of Babylon Maternity and Children’s
Hospital during the period from October 2002 to
October 2005.

Upon admission, information was recorded in
relation to a number of variables related to the patient
(age, sex, residence, character and mentality), the
family (number of family members, family income,
mother’s age, educational level and occupation of both
parents, where the mother was at the time of accident,
and the attitude of the parents toward poisoning), the
housing (number of rooms, rented or owned home),
the poisonous substance (type, usage, container, site,
date and time of poisoning), and lastly the patient
outcome (admitted to the ward, discharged from the
ED, or died).

RESULTS

The ages of the children ranged between six months
to nine years, with an average of 25.8 months. The age
group from one to two years was most involved
(49.3%), and 94.6% of children with hydrocarbon
poisoning were below five years, Table 1.

There were 937 boys and 735 girls (total 1672) with
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an overall M:F ratio of 1.27:1. The ratio for rural vs.
urban residence was 1.7:1. All of our patients were
mentally normal. The ratio of “difficult” to “easy”
character of patients was 1.49:1, Table 2.

Age in months | Number %
<12 78 4.66
12-23 825 49.34
24-35 379 22.66
36-47 223 13.33
48-59 78 4.66

60 and above 89 532
Total 1672 100

Table 1. Age distribution of 1672 children
with hydrocarbon poisoning,.

The time of poisoning ranged between 6 AM to
20.45 PM (mean + SD=12.9 PM + 3.42 hours), as
shown in Table 3.

Patients variables No. %
Gender: Male 937 56.04
Female 735 43.95
Residence: Rural 903 54
; Urban 769 46
Personality: Difficult 1003 59.98
Easy 669 40.01
Mentality: = Normal 1672 100
Abnormal 0 0

Table 2. Distribution of hydrocarbon poisoning
according to patient variables:

Time No. %0

6-8.55 (AM) 134 8.01
9-11.55 (AM) 591 35.34
12-14.55 (PM) 412 24.64
15-17.55 (PM) 334 19.97
18-20.55 (PM) 201 12.02
Total 1672 100

Table 3. Time of day at
which the poisoning happened.

Regarding family circumstances, the family
members ranged between three to 35 persons (mean +
SD= 9.3 + 4.7). The number of rooms in the homes
ranged between one to nine rooms (mean + SD=3.6
+1.4), and the ratio of family members to the number
of rooms ranged from 0.6 to eight (mean + SD= 2.9+

-
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ABSTRACT

Objective: Accidental hydrocarbon ingestion is the most common form of acute childhood poisoning in most
developing countries. There are few published studies from Iraq on this subject. This study was conducted to
document this problem among children in Hilla, Iraq.

Methods: The study is a prospective hospital-based study of 1672 cases of hydrocarbon poisoning which were
admitted to the Emergency Department (ED) of Babylon Maternity and Children’s Hospital from October 2002 to

October 2005.

Resalts: Of the 1672 patients with hydrocarbon poisoning, 1583 (94.6%) were identified as cases of kerosene
poisoning. There was a male preponderance. The age group mostly affected was one to three years (72%). More
patients were seen in autumn and early winter months. Children from the lower socio-economic groups and
overcrowded living conditions were affected more. The majority of families had stored the hydrocarbon substances
in household containers inside the home. The death rate was low (< 0.5%).

Conctusion: Hydrocarbon poisoning is a common problem in Iraq, and there is a need to provide health

education for parents in order to increase their awareness of this danger and to reduce the risk of poisoning among
children.
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INTRODUCTION
all over the world."> Kerosene ingestion is the most
Accidental ingestion of household substances is a common form of acute childhood poisoning in most
potential source of morbidity and mortality in children developing countries.* Accidental kerosene ingestion
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CONCLUSION

Although there are many controversies surrounding
the issue of tympanoplasty in children, from our study
we can conclude that careful selection of patients from
all aspects including preoperative care, meticulous ear
selection (without any pathologies apart from dry
central perforation for a period not less than six

attic, and intact mobile ossicles along with good
postoperative care and follow-up are important factors
in obtaining successful results. We also conclude that
the age of the patients in our case series (eight to 13
years) is the most critical factor in the high success
rate, both surgical success in obtaining an intact,
mobile tympanic membrane and an improvement in
hearing that enables the patient to be socially active

months), exploration of the antrum revealing patent without any restriction of his or her activity.
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Closure of air-bone gap | <10dB | 11-20dB | >20dB | Total
No. of Ears 35 9 4 48
Percentage 72.9% 18.15% 8.33% 100%

Table 2. Postoperative audiological outcome.

I Pig;nt Ears Follow-up i‘:ize;:
Bluestone et al > 12-24 months 35
Bushwash et al’® 2-16 51 mean 25.2 months 66
Lau &Tos > 3-17 80 3-15 years (median 7 years) 91
3-14 124 73
Koch et a1 '° mean 23.4 months
Shihn et al ! 2-17 64 1 month-6 years (medianl1months) 78
6-16 59 87
Kessler et al ' 2-18 209 mean 25.5 months 90
Vartianen et al 5-17 60 77%> 5 years 91
Bajaj et al 5-14 45 1 year minimum 82
Caylan et al 5-16 51 18 months minimum 93.5
Denoyelle et al '¢ 4-17 206 mean 13 months 1.5
Sheehy et al V7 3-16 62 mean 12 months 92.3
Present series 8-13 52 mean 24.6 months

Table 3. Pediatric tympanoplasty success rates as reported in the literature.

Publication No of Ears Postoperative Air-Bone Gap
Lau and Tos ° 155 56% <10 dB
Ophir *° 172 88% <20 dB
Prescott 2° 114 71% <20 dB
Kessler 2 209 93% <20 dB
Black * 100 84% <10dB
Chandrasekhar * 268 84% <25dB
Podoshin et al © 51 70.6% <15 dB
Denoyelle and Garabedian '® 231 67.7%<10dB
Umpathy ' 89 72% <10dB
Present Series 48 72.9 % < 10 dB

Table 4. Reported results of preoperative and postoperative audiometric testing.
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Figure 1. Results related to age.
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children 10 years and younger was 90% (18 of 20
cases) compared to 93% (30 of 32 cases) for children
11 years and older, which may reflect poorer
Eustachian tube function in the younger children. The
distribution of outcome by age is also illustrated in
Figurel.

DISCUSSION

The results of this series are similar to that reported
by Lau and Tos, who reported a graft take rate of 92%
with only four late perforations.” The results are also
similar to those reported by Podoshin et al® who
studied older children aged 9-14 years of age, trying to
success rate of 92%. Podoshin’s report, however, did
not comment on the rate of residual disease or
perforation.

Many authors dispute this high success rate
although they concede that initial healing rate can be
as high as in the adult population. They contend that
delayed failure and recurrence of middle ear disease
prohibit long term success in the majority of patients.
Manning et al’ described successful closure of the
tympanic membrane in 78% initially but noted that
only 52% had a healed graft with good post-operative
middle ear function.

Gianoli et al ® had a 92% rate of successful graft
healing initially, but when using the strictest reporting
criteria at two years’ follow-up only had a 38% success
rate. His study also reported that patients with
previous adenoidectomy and more impressively
adenotonsillectomy had a statistically higher success
rate of tympanoplasty. This may be due to the fact that
the children in that study were younger than in our
series. It may also be due to preoperative care, which
may neglect the period of dryness of ears before
operation. The successful graft healing in this series
are comparable to those found in the literature(Table 3)

One might suppose that after straightforward
tympanoplasty, the air-bone gap should be within 10
dB. This hearing result was achieved in only 72.9 %

1 T SRR

of our cases. Sheehy and Anderson stated that in most
cases of chronic otitis media, even though the ossicular
chain may appear normal, there is some factor of scar
tissue that prevents total restoration of hearing. '’

Our results are similar to those of Umpathy'® who
reported audiologic improvement of 10 dB or less in
72 % of the patients.

The hearing results in this series are comparable to
those found in the literature (Table 4).

Audiometric testing showed no difference between
preoperative and postoperative bone conduction
threshold. However, Black ef al described increased
postoperative  bone conduction, and reported
involvement of high frequency in 10% of ears.”’

Vrabec and Deskin® recently performed a meta
analysis of all the variables commonly questioned in
the literature and found that advancing age is the only
parameter that reached statistical significance when
predicting success of the procedure. This is in
agreement with our case series because patients were
selected in the age range of eight to 13 years, and this
was considered as a critical factor for the high success
rate. Vrabec and Deskin found that no other factors
could be definitively associated with success.
However, in the present study, we found that
preoperative care is an additional factor. This includes
a period of six months of dryness of the ear,
Eustachian tube patency, examination of the mastoid
antrum, patency of the attic, intact and mobile ossicles,
and central dry perforation.

In the present study, failure occurred in four ears,
two of which were among the age group from eight-10
years, and two in the group from 11 to 13 years. There
were more ears in this group (32 ears) in comparison
to 20 ears in the former group. This may have been
due to a lower occurrence of upper respiratory tract
infection and good Eustachian tube function in this
age group.

Preoperative (52 Ears) Postoperative (48 Ears)
Mean air conduction threshold 28.11 16.25
Mean bone conduction threshold 5.98 5.75
4-kHz bone conduction threshold 9.22 9.45
Mean air-bone gap 22.13 10.5

Table 1. Results of preoperative and postoperative audiometric testing.
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acute  otitis

episodes  of media may be
contraindications. Narrow external auditory canals and
technical difficulties are more frequent in children than
in adults. Also, poorer long-term results occur in
children compared with adults and usually a high
reperforation rate is present. Furthermore, closure of
the perforation may result in secretory otitis with fluid
accumulations or retraction and adhesive otitis.”

There is no immediate need for closing a small
unilateral perforation associated with only a minor
hearing impairment, particularly in view of the
associated difficulties and complications. A small
perfo3ration may even function as a useful ventilation
tube.

The aim of tympanoplasty in children is to improve
hearing as well as to prevent recurrent ear infections
and eliminate the need for water precaution.*

METHODS

The study involved 50 children, 12 males and 29
females, of an age range from 8 to 13 years, with mean
age 11 years. The patients were admitted to Al-
Thawra Modern General Hospital in the years between
1998 and 2002. Patients with dry central perforation
for at least 6 months were selected. They were
followed for a period ranging from 9 months to five
years, with a mean of 24.6 months. Exclusion criteria
included those with retraction pocket, cholesteatoma,
and residual or traumatic perforation. Cases with post
ventilation tube insertion, any previous ear surgery,
and cases with clinical, audiological or radiological
evidence of adenoid that could affect the middle ear
and Eustachian tube were also rejected.

All patients underwent full otolaryngological
examination, with special attention to otological
examination using otomicroscopy, and pre and
postoperative audiological assessment. Audiometric
evaluation was carried out in a sound proof room with
a diagnostic audiometer. Pure-tone thresholds were
obtained using ear phones and the average of the three
frequencies tested (0.5, 1 and 2 KHz) was used to
calculate the mean air conduction, mean bone
conduction and mean air-bone gap (Table 1).

The evaluation of hearing outcome was based on the
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postoperative air-bone gap. The effects on bone
conduction were estimated by comparison of the
preoperative and postoperative mean bone conduction
threshold and preoperative and postoperative 4 KHz
bone conduction threshold. All the patients were
examined by otomicroscopy again, one week before
surgery, and the patency of the Eustachian tube was
confirmed.

Surgical Procedure: All patients underwent type 1
tympanoplasty provided that the ossicles were intact
and mobile and no cholesteatoma or other pathology
was detected. The mastoid antrum was opened and
explored and the patency of the attic was checked.
The standard overlay technique for repair of the
tympanic membrane perforation using the temporalis
fascia was used. All patients were submitted to follow-
up with audiometry and otomicroscopy at three weeks,
two months, six months, and 12 months; they were
then followed annually.

Procedures were deemed successful if the tympanic
membrane remained free of perforation to the end of
the follow-up, and success in terms of hearing was
defined as closure of air-bone gap to within 10 dB or
less in three consecutive frequencies compared with
the result of the preoperative audiogram.

RESULTS

Of the 50 patients who underwent surgery, six had
bilateral procedures giving a total of 56 surgically
treated ears. The graft was fully intact, and closure of
the tympanic membrane perforation was achieved at
the last clinical visit in 48 patients. Four patients who
were lost to follow up were excluded. With 48 of 52
ears successfully treated, the success rate was 92.3%.
Partial or complete graft failure occurred in 4 ears.

The audiometric results are shown in Tables 1 and
2. Of the 48 ears tested in the postoperative period, 35
(72.9%) had a postoperative air-bone gap of 10 dB or
less, nine (18.75 %) had a postoperative air-bone gap
of 11-20 dB, and four ears had a postoperative air-
bone gap of more than 20 dB.

An evaluation of the results in relation to age of the
patients shows that successful tympanoplasty was
obtained in all ages (Figurel). The success rate for
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ABSTRACT

Objective: To determine the factors that influence the outcome of type 1 tympanoplasty in children (overlay

technique).

Methods: This is a retrospective study based on a review of the medical records of 50 patients who underwent
type 1 tympanoplasty and were followed at intervals in a general hospital serving both as a primary care and
referral center. Procedures were deemed successful if the tympanic membrane remained free of perforation up to
the end of follow-up and there was closure of the air-bone gap to within 10 dB or less in 3 consecutive Jrequencies
compared with the result of the preoperative audiogram.

Resutes: The overall surgical success rate, or the rate of closure, was achieved in 92.3% of the patients and

hearing was improved in 72.9%.
Conclusion: The age interval from 8-13 years is the most critical factor in high success rate of the outcome of

tympanoplasty.
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INTRODUCTION

Considerable controversy surrounds the subject of
tympanoplasty in children. Conflicting opinions about
the indications, patient selection, timing, and technique
of surgery are supported by various published series of
cases.

There are different views on the right time of
closing a dry perforation in children. One view states
that a perforation should not be closed before the child
has reached school age. Another view emphasizes that
a perforation should not be closed before the child has

JABMS 2006;8(4):349-53E

reached the age of 10 years up to 14 years of age, and
in the case of bilateral perforation in which tubal
function is considered to be seriously affected, the
child should be at least 12 years of age. In older
children, the ear must be dry for a period of at least
one year, and in younger children for at least two years
before the perforation is closed.!

In discussing the need and timing for tympanoplasty
in children, there are various factors to be considered.
Frequent upper respiratory infections and frequent

*Mohamed A. Al-Khateeb, PhD, Associate Professor, Head of Department of Otolaryngology, Sana’a University, Sana’a, Yemen.
*Shehab Abdullah, (FICMS), Assistant Professor, Department of Otolaryngology, Sana’a University, Sana’a, Yemen.
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Traq* and Turkey, respectively. A high rate, 10.5%,
was reported from the Islamic Republic of Iran.” This
study revealed also a 15% rate of isolation of Proteus.
Other workers in Iraq reported higher rates, 16.5%"
and 20%.” Lower rates of isolation were reported from
the Islamic Republic of Iran,” Turkey,” and Poland.*®
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probably due to a multifactoral etiology, including
different cultural habits and environmental factors as
well as sociodemographic variations in the study
samples.

Young children with asymptomatic bacteriuria are

Our finding of Pseudomonas aeruginosa in 5% of the
bacteriuric samples is lower than that previously
reported in Iraq 15% > and Poland.”® Very low rates
of isolation were also reported from Irag, 1%," the
Islamic Republic of Iran, 3.1%, " and the United
States, 2%.>

CONCLUSION

These variations in rates of infecting icroorganismsare

usually left untreated, however, those with underlying
anomalies should be referred appropriately for further
evaluation and treatment.”* Other workers, however,
recommend early treatment of UTIs in infants and
children to prevent permanent damage.”’
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UTI had no significant association with the rate of
significant bacteriuria (Table 2).

Bacteria isolated from the 80 cases of culture proven
bacteriuria are shown in Table 3. The most frequently
encountered organism was  Escherichia  coli,
accounting for 75% of the isolates.

Arab Board of Medical Specializations Vol. §

Variable B P value
Education of the father 0.002 | 0.03 0.9
Education of the mother 0.12 0.05 0.02
Prematurity 0.5 0.07 0.001
Low birth weight 0.12 0.05 0.017
Crowding index -0.02 | 0.05 0.7
Rural residency 0.08 0.03 0.005
Pinworm infection 0.05 0.03 0.1
Uy gty ol 012 | 01 | 009
municipal pipe water supply

Family history of UTI 0.06 1.1 0.01

Table 2. Analysis of variables associated
independently with UTIs by multiple logistic

regression.
Bacterial isolate No. of %
positive cases
E. coli 60 75.0
Klebsiella 4 5.0
Proteus ‘ 13 15.0
P. aeruginosa 4 5.0

Table 3. The relative frequency of bacteria isolated
from the 80 bacteriuric children.

DISCUSSION

The prevalence rate of bacteriuria revealed by this
study is slightly higher than the rate of 11. 25%
reported among primary school children in Hilla c1ty,
but it is much higher than that reported among febrile
female children under five years of age in Baghdad
city (6.7%).” High rates, more than 50%, were reported
among female children less than two years of age
having diarrhea’ and those below 16 years of age
having symptomatic UTP in Baghdad. The present rate
is markedly higher than the rates reported from United
States'®"’ and Canada'” among asymptomatic
preschool children.

Asymptomatic bacteriuria was higher during the 2™
and 4" years of life than at other ages, accounting for
20% of each. This finding is much lower than that

reported from the Islamic Republic of Iran among
female children during the first two years and during
the third and fourth years of life (31.0% and 49.1%,
respectively).”” The finding that 4% of children during
the first year of life had asymptomatic bacteriuria is
much higher than the rate of 1.8%" reported among
female children in United States. Sixteen percent of
female children during their fifth and sixth years of age
had bacteriuria which is much higher than the 1.4%
reported among similar ages in Newcastle Upon
Tyne.'* A higher rate, 35.4%, was reported in the
Islamic Republic of Iran among females of a similar
age.” Differences in the prevalence of bacteriuria
among the studies may be related to age, race, and
socioeconomic variations in the samples as well as
variations in the methods of urine collection and
examination.

This study revealed also that residency, educational
level of mother and availability of a municipal piped
water supply for domestic use have significant
association with the prevalence of bacteriuria. This
indicates that bacteriuria may be related to the social
class of the child, although educational level of the
father and the crowding index were not significantly
associated with bacteriuria. Other studies, however,
revealed no association between bacteriuria and social
class.*"'* In this study, low birth weight was found to
be associated with a high prevalence of asymptomatic
bacteriuria, a finding which is similar to that of other
workers."*'®  Prematurity was also significantly
associated with bacteriuria. This is in line with other
studies."*'""® Our finding that a family history of UTI
had no association with significant bacteriuria has also
been reported by other workers.® However, workers
from Poland reported a significant association between
the two variables.”” Although pinworm infection has
been suggested to predispose the child to UTI, 2 this
study revealed no such association.

E. coli was the most common micro-organism
isolated in this study. Other workers reported similar
rates, varying between 70 and 80% from Iraq, the
Islamic Republic of Iran," Turkey,22 the United
States,” " Australia,”® and Poland.*® Higher rates were
reported from United States * and Kuwzut % Other
workers from Irag’ and the United States® reported

lower rates. Klebsiella species were isolated from 5%
of the total sample. This rate is slightly lower than the
5.5% and slightly higher than the 4.4% reported from
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INTRODUCTION

Urinary tract infections (UTIs) represent a major
health problem in many parts of the world, affecting
millions of people each year. They are the most
frequently encountered condition in  ordinary
practices.”? Urinary tract infections in children are
usually uncomplicated; they respond well to treatment
and resolve without sequelae; however, occasionally
they cause substantial morbidity either acutely from
pyelonephritis and urosepsis or chronically from renal
scarring and growth impairment.’

In Iraq, there are few reports available on the
prevalence of UTIs among selected groups of
symptomatic and asymptomatic children.*’ The
purpose of this report is to determine the prevalence of
bacterial UTIs in a sample of asymptomatic preschool
female children in Babel governorate and its
association with other epidemiological variables
including age, residency, and past history of UTI and
to identify the infecting organisms among this age
group of female children.

METHODS

A total sample of 600 female children attending
primary health centers for vaccination at various
districts of Babel governorate was included in the
study. The study was carried out from December 1,
2003 until June 30, 2004. The children ranged in age
from 10 days to 72 months. A questionnaire was filled
out for each child. The data requested included age,
educational level of parents, place of residency of the
family, availability of a municipal piped water supply,
number of bedrooms, number members in the
household, birth weight of the child, prematurity at
birth, current pinworm infection, and family history of
UTL

Midstream specimens of urine in girls who were
toilet trained were collected in sterile disposable
containers using the "clean catch" technique. A “urine
bag” was used to collect urine by sticking a plastic bag
to the perineum in infants and young girls employing
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strict aseptic technique. Bacterial cultures were
performed on blood agar and MacConkey agar plates
by direct streaking with a sterile calibrated platinum
wire loop. The plates were transported to the
bacteriology laboratory at the Department of
Microbiology, College of Medicine, Babel University
and incubated at 37°C overnight. Diagnosis of
bacteriuria was made by bacterial count. A bacterial
colony count > 10° / ml of urine was considered to be
evidence of significant bacteriuria and evidence of UTI
as described by other workers.*’

Chi square (X*) and multiple logistic regression
were used for statistical analysis. P value < 0.05 was
considered statistically significant.

RESULTS

Significant bacteriuria was demonstrated in 80
(13.3%) of the 600 children investigated. The
prevalence of bacteriuria in different age groups is
shown in Table 1. Positive urine culture was more
frequent among children in the second and fourth years
of life accounting for 20% for each. Age variations in
prevalence of significant bacteriuria were of statistical
significance (P=0.002).

Age grou, Total ;
(moﬁths)p No. s "
<12 100 4 4
13524 100 20 20
25 36 100 8 8
37 48 100 20 20
49 60 100 12 12)
61 72 100 16 16
Total 600 80 | 133

Table 1. The prevalence of significant bacteriuria
by age.

Multiple logistic regression revealed that bacteriuria
was significantly associated with low educational level
of mother (P < 0.017), rural residency (P < 0.005),
unavailability of a municipal piped water supply (P =
0.009), low birth weight (P < 0.017) and prematurity
(P = 0.001). Educational level of the father, crowding
index, pinworm infection, and past family history of
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PREVALENCE OF ASYMPTOMATIC URINARY TRACT INFECTION
AMONG PRESCHOOL FEMALE CHILDREN IN BABEL GOVERNORATE, IRAQ
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Mohamed Sabri, MD, Jawad K. Al-Diwan, MD.
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ABSTRACT

Oébjective: Urinary tract infections represent a major health problem in many parts of the world. The purpose of
this report is to find out the prevalence of bacterial urinary tract infection in a sample of asymptomatic preschool

female children and to identity the infecting organisms among them.
Methods: Mid-stream specimens of urine were collected from 600 female children selected from various districts

of Babel governorate. Bacterial cultures were performed on blood agar and MacConkey agar plates. Diagnosis of
bacteriuria was made by bacterial count. A bacterial colony count of > 10° / ml of urine was considered as
evidence of significant bacteriuria.

Kesults: The prevalence rate of significant bacteriuria among the 600 female children was 13.3%. Age
variations of the prevalence of significant bacteriuria were of statistical significance. Prevalence of bacteriuria
was significantly associated with the place of residence, educational level of mother, availability of a municipal
piped water supply, birth weight, and prematurity of the child. The most frequently encountered bacterium was
Escherichia coli which accounted for 75% of isolates.

Conclusion: Asymptomatic urinary tract infection needs to be considered in young female children with

underlying voiding anomalies. They should be referred appropriately for further evaluation and treatment.
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Some studies reported temporary improvement for a
period of one to two years; thereafter, the transfusion
requirements returned to preoperative levels.'” The
range of 15 to 28 months (mean 21.5 months) in our
study is similar to these reports.

Splenectomy should be carried out when the
transfusion requirement exceeds 250 cc per kg body
weight per year, which usually occurs between 6-8
years of age.'' Splenectomy in our study was
performed at a younger age, mean five and a half years
of age.

In our P thalassemia patients, transfusion
requirements per year decreased markedly from more
than 20 times to 8-10 times post splenectomy. A study
performed in 2002° reported that, in eleven patients
who underwent total splenectomy, post transfusion
requirements decreased from a preoperative mean of
17.8 transfusions per year (range 12-23 transfusions
per year) to a postoperative mean of ten transfusions
per year (range 8-12 transfusions per year).

Other studies showed long lasting reduction in the
transfusion requirements and suggested that large
variations in annual transfusion requirements after
splenectomy should prompt a search for accessory
spleens or other causes of red cell destruction.®"

Complete splenectomy was performed in all patients
in the study. It has been reported”® that partial
splenectomy is beneficial for P thalassemia major
patients only as a temporary measure and in patients
less than five years of age, as they are at greater risk of
post splenectomy sepsis.

Hepatitis C virus remains the most common cause
of post transfusion hepatitis.'*"* The rate of infection
in these patients correlates with the number of
transfusions.'®"” Hepatitis C virus (positive anti-HCV
antibodies using Murex anti HCV, Version 4.0) was
seen in 20 cases (56%) of our splenectomized patients
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preoperatively.

A Saudi Arabian study done in 2003’ reported that
HCYV antibodies were detected in 49% of B thalassemia
patients. Additionally, in developing countries, the
prevalence of HCV is as high as 63.8% in patients with
thalassemia including young patients as reported from
the Pasteur Institute of Iran.

Splenectomy is associated with an increased risk of
post splenectomy sepsis by encapsulated bacteria such
as Streptococcus pneumoniae (>60% of cases),
Haemophilus influenzae, and Neisseria meningitidis.
These organisms account for more than 80% of post-
splenectomy sepsis.>® In spite of the increased risk of
sepsis, splenectomy reduces the frequency of blood
transfusion in patients with hypersplenism, and, this in
turn helps to prevent iron overload which is common
in those patients.'” Partial splenectomy has been
advocated to alleviate these complications.” In the
present study, post splenectomy complications
occurred only in five non vaccinated patients. Two
patients (5.5%) had pneumonia, two patients
developed wound infections, and one developed
bleeding at the incision site. No deaths occurred
immediately after surgery. In a study of 528 patients, "
the rate of post splenectomy pneumonia was 1.1%
(6/528).

Penicillin prophylaxis should continue lifelong, and
parents should be educated to be aware of the rapid
onset of serious infections in such patients.>*

CONCLUSION

The results of this study are comparable to others
reported in the literature. Splenectomy is beneficial for
children with [ thalassemia and hypersplenism
because it temporarily reduces the requirement for
blood transfusion. Polyvalent pneumococcal vaccine
should be given to all patients before splenectomy to
reduce complications.
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Post splenectomy, in patients with B thalassemia
major, the requirements for blood transfusion per year
decreased from 20 times and above to 8-10 times; the
improvement lasted for a period of time ranging
between 15-28 months (mean 21.5 months). In ten
patients the hematocrit value increased from 14-15%
to 20-22%, while in twelve patients the increase was
from 16-18% to 24-26%, and in eight patients the
hematocrit value increased from 19-21% to 28% and
above, Table 3.

Preoperative (%) | Postoperative (%) | Number (%)
14-15 20-22 10(33%)
16-18 24-26 12(40%)
19-21 3 28 and more 8(27%)

Table 3. Hematocrit level changes in B thalassemia
major cases.

In B thalassemia intermedia (6 patients), the patients
had better results with a lower frequency of
transfusion. In addition, the post splenectomy benefits
were longer lasting (mean 42 months).

In Table 4, the immediate post-operative
complications are summarized. Two cases had
pneumonia, two cases had wound infections, and one
case had bleeding at the incision site. These
complications occurred in non vaccinated patients.

Complication Nl;;;?er
T 2
Pneumonia (5.5%)
Bleeding 1(2.7%)
Wound 2
infection (5.5%)

Table 4. Immediate post splenectomy complications.

Twenty patients (56%) of splenectomized f
thalassemia patients were discovered to have hepatitis
C infection (positive Elisa test) before surgery, 18
patients (50% ) were B thalassemia major while two
cases (5.5%) were (B thalassemia intermedia as seen in
Table 5.
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Type Total number | Number (%)
B thalassemia major 30 18(50%)
B thalassemia intermedia 6 2(5.5%)

Table 5. Hepatitis C infection (positive Elisa test) in
splenectomized patients.
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Twenty nine patients (81%) were given polyvalent
pneumococcal vaccine 3 weeks before surgery; while
seven patients (19%) received penicillin intravenously
(5-7) days post operatively. All of the splenectomized
patients were treated with injections of penicillin
intramuscularly every 3-4 weeks or daily oral
penicillin as prophylactic management.

DISCUSSION

All patients had received blood transfusions
regularly after diagnosis on a regimen of 3-5 week
intervals. Ten to 15 ml/kg of packed red blood cells
(RBCs) were transfused with the goal of maintaining
patient hemoglobin at a level of 9.5 g/dL post
transfusion.”

Hemosiderosis is an inevitable consequence of
prolonged transfusion therapy in thalassemia patients
because each 500 cc of blood delivers about 200 mg of
iron to the tissues that cannot be excreted by
physiological means.*

Our study founded that the most frequent
indications for splenectomy were an increased need for
transfusion (mean 280 cc/kg/year packed red blood
cells preoperatively) and secondary hypersplenism.

Splenectomy  eventually becomes necessary
whenever the yearly blood consumption exceeds 200
cc packed cells per kilogram body weight and when
hypersplenism develops according to several
authorities.>®  Al-Hawsawi’ reported from Saudi
Arabia that the indications for splenectomy include the
development of hypersplenism and an increase in
transfusion requirements to more than 250 ml per kg
body weight per year. Al Salem,’ also reporting from
Saudi Arabia, reported that hypersplenism is an
indication for splenectomy in all B thalassemia
patients. Our findings concur with these reports.

Splenectomy was done in 38% of our B thalassemia
patients. Another study’ from Saudi Arabia noted that
splenectomy was performed in 34% of B thalassemia
patients in Madinah Al Monawara. A different study
from Saudi Arabia’ noted that splenectomy was
performed in 39%,19%, and 19% of the B thalassemia
patients from three cities, respectively Al Khobar,
Hofuf and Dammam.
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INTRODUCTION

Thalassemia is a heterogeneous group of inherited
hypochromic anemias of varying degrees of severity,'
caused by a defect in hemoglobin synthesis in which
an insufficient amount of hemoglobin polypeptide
chain is produced. It is classified further as thalassemia
major or minor, depending on whether the patient is
homogeneous or heterogeneous for the abnormal
globin gene.

Thalassemia major usually becomes symptomatic as
a severe progressive hemolytic anemia with profound
weakness and cardiac decompensation during the
second six months of life. If not treated,'? 90% of
children develop symptoms of anemia in the first two
years of life. The patients require blood transfusions
for the rest of their lives.

The maintenance of @ physiological levels of
hemoglobin is beneficial in the management of
patients with p thalassemia major since it leads to
better tissue oxygenation, reduction of blood volume,
and reduced intestinal absorption of iron.?

In older children, the spleen may become so
enlarged that it causes mechanical discomfort and
secondary hypersplenism.”> Splenectomy is palliative
and indicated for the management of chronically
transfused patients in order to increase red cell survival
and decrease transfusion requirements. Partial
splenectomy reduces transfusion requirements for a
limited amount of time due to regrowth of the splenic
remnant.

METHODS

A retrospective study was conducted on the records
of 36 patients with B thalassemia who underwent
splenectomy in Prince Rashed Ben Al-Hassan Hospital
in Irbid, in the northern area of Jordan over a period of
ten years from January 1993 to January 2003.

Age, sex, indication for splenectomy, amount and
frequency of blood transfusion requirements,
hematocrit levels pre and post surgery, and screening
for HCV antibodies were included. Preparations made

before surgery and postoperative complications were
also studied. Complete splenectomy was performed in
all B thalassemia patients in the study.

RESULTS

It was found that splenectomy in 3 thalassemia was
more common in males [22(61%)] than females
[14(39%)] with a ratio of (1.56:1), Age at the time of
splenectomy ranged from 3.6 to 9 years, with a mean
age of 5% years,Table 1.

Age Number %
0-3 years 0 0%
3-5 years 17 47%
5-7 years 11 31%
7-9 years 8 22%
> 9 years 0 0%

Table 1. Age at splenectomy.

Table 2 shows the frequency of symptoms which
were indications for splenectomy in this study
including increased blood transfusion requirements,
hypersplenism, and massive splenomegaly with its
mechanical abdominal pressure effects.

Indication Number (%)
Increased transfusion requirements

( >250 cc/kglyr) 28 (78%)
Secondary hypersplenism 8(22% )
Massive splenomegaly (mechanical 12(33%)
pressure symptoms)

Increased transf}lsmn requirements 36(100%)
plus hypersplenism

Table 2. Indications for splenectomy.

The frequency of blood transfusions increased from
approximately monthly intervals (10-12 times per
year) up to 20-24 times per year or more for the last 6-
12 months before splenectomy as the patients required
blood transfusion every two weeks or even less. In
addition, the amount of the transfusion requirements
increased from 120-180 cc/kg/yr (mean 150cc/kg/year)
to more than 200-360 cc/kg/year (mean 280

cc/kgl/year) through the same previous period of time
preoperatively.
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ABSTRACT

Objective: The aims of our study were to illustrate the most common indications for splenectomy in patients with
p thalassemia and to clarify the effect of splenectomy on blood transfusion requirements in our patients.

Methods: This is a retrospective study of 36 patients with B thalassemia who underwent splenectomy in Prince
Rashed Ben Al-Hassan Hospital in Irbid in the northern area of Jordan over a period of 10 years, from January
1993 to January 2003. Case histories were reviewed with regard to age, sex, indication for splenectomy, blood
transfusion requirements (both amount and frequency), hematocrit level (pre and post splenectomy), hepatitis C
virus (HCV) antibodies, preparations made for surgery, and post-operative complications.

Resules: Increased transfusion requirements, hypersplenism, and massive splenomegaly were the most common
indications for splenectomy in f thalassemia patients. For 6-12 preoperative months, the frequency of blood
transfusion had increased from nearly monthly intervals (10-12 times per year) up to more than 20 to 24 times per
year. The amount of blood required had increased from a mean of 150 cc /kg/year to more than a mean of
280cc/kg/year during the same period of preoperative time. Post splenectonty, patients with f thalassemia major
returned to a monthly transfusion regimen (15-28 months, mean 21.5 months). In patients with B thalassemia
intermedia, the effect of splenectomy was longer lasting (36-48 months, mean 42 months). Hepatitis C infection
was seen in 20 B thalassemia patients (56%) before splenectomy.

Conclusion: Splenectomy is beneficial for children with f thalassemia and hypersplenism because it reduces

blood transfusion requirements even if only for a temporary period. Polyvalent vaccines should be given to all
patients before splenectomy to reduce complications.
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DISCUSSION

The molecular mechanisms that govern the
overproduction of Thl cytokines in women with RSA
are still not well understood. We have shown that the
in situ expression of NF-xB; a molecule that plays a
central role in the control of immunity; is increased in
women with RSA as compared with that of women
with induced abortion or first abortion. In addition, this
increase is significantly correlated (P < 0.001) with the
in situ expression of IFN-v in those patients, and
regression analysis also showed a highly significant
difference of P < 0.001 and a regression coefficient of
b = 0.831 between these two parameters, indicating a
causal relationship between this transcriptional factor
and the Thl cytokine; (IFN- v that is targeted in this
study); at the feto-maternal interface. Activation and
nuclear translocation of NF-kB are necessary for the
development of a Thl response, and a direct link
between NF-kB activity and the regulation of Thl
cytokines has been highlighted in many studies. Mice
unable to activate the p50:p65 signaling pathway of
NF-kB, can only mount Th2 immune responses to
infections.”*?!

Recent studies showed that, the reduction in Thl
cytokine production from T cells in pregnancy is due
specifically to loss of NF-kB activity during normal
pregnancy and that inhibition of NF-xB translocation
resulted in reduced production of Thl cytokines from
stimulated T cells in non-pregnant women to levels
consistent with those of stimulated T cells in pregnant
women.”

Consistent with Thl responses, specifically IFN- 7,
playing a crucial role in acute allograft rejection,
members of the NF-xB family of transcription factors
have been shown to have an essential role in allograft
rejection.”” Given that the fetus is generally linked to a
fetal allograft, our results demonstrated up-regulation
of NF-kB and concurrent increase in the in situ

expression of IFN- v at the feto-maternal interface in
recurrent aborters as compared with women with
induced abortion may reflect one of the underlying
immune mechanisms that mediate rejection of the fetal
allograft and subsequent miscarriage. Although this
study showed that the expression of the Type 1

cytokine (IFN- ) in women with recurrent miscarriage
was significantly higher (P < 0.001) than that of group
2 and 3, the current study, like many of the studies on
human pregnancy failure, has not addressed a direct
causec-and-effect relationship between Thl-type
reactivity and pregnancy loss; for example, an
inflammatory maternal response to a fetus that has
died due to non-immunological factors, could well
manifest a Thl profile. However, given the association
between Thl cytokines and recurrent pregnancy failure
and the demonstrated deleterious effects of IFN-y on
the conceptus and pregnancy, it is suggested that Thl-
mediated effects may have been the cause of
pregnancy failure in these women. Evidence
supporting this suggestion includes the fact that the
administration of one of the Thl cytokines like IFN- v,
TNF-0. or IL-2 to normal pregnant mice causes
abortion.”® IFN- y and TNF-o. inhibit the proliferation
of human trophoblast cells in vitro,” and are toxic to
human trophoblast cells.® Uterine resorption sites in a
murine model of recurrent abortion were infiltrated by
NK cells;” given the fact that the activation of NK
cells has been shown to be detrimental to murine
pregnancy and that NK cells are activated by the Thl
cytokine, IFN-7v, the relevance of these data to
pregnancy failure is obvious.

In addition, other studies reported that, the
concentrations of uNK cells were abnormally high in
women with recurrent miscarriage;’’ activated
macrophages were present in the decidua of resorbing
murine embryos,”> and embryo loss in mice has been
shown to be associated with local production of nitric
oxide.” Furthermore, strong Th1-dominant IESponses
against pathogens compromise pregnancy. For
example, infection by Leishmania major results in

resorptions, with a concurrent increase in the
concentrations of IFN- v in the placenta.*® In a murine
model of immunological abortion, Clark and

colleagues,” have demonstrated that the abortion is
mediated by Thl cytokine-triggered thrombotic
inflammatory processes. Thus, a considerable amount
of evidence suggests that Th1 cytokines might well be
implicated in adversely affecting pregnancy, directly
by interfering with trophoblast survival and function,
and indirectly by activating cell-mediated immune
effectors.
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Figure 1. Relation between the 7z s7fiz expresssion of NF-xB and IFN-v as
explained by regression analysis.

FIG. 2. Detection of IFN-y and NF-«B in patients with abortion by in sifu hybridization. Staining of
IFN-y and NF-xB mRNA by BCIP/NBT (blue-black) counterstained with nuclear fast red.
(A) Tissue from patient with RSA shows positive IFN-y hybridization signals.
(B) Higher magnification of (A) demonstrates the heterogeneous nuclear staining pattern (arrows).
(C) Tissue from patient with RSA shows positive NF-xB hybridization signals.
(D) Higher magnification of (C).
(E) Positive control (housekeeping gene) probe. Magnification power of A, C (X100), B, D AND E (X400).
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groups, and the relationship between these two
parameters was measured using the correlation
coefficient (r), and the regression coefficient (b).
Values of P<0.05 were considered as statistically
significant.

RESULTS

The expression of IFN-y and NF-xB was detected
by ISH technique. Tables (1) and (2) show the
percentages of IFN-y and NF-xB in situ expression
respectively in the villus trophoblasts in terms of mean
+ SE, median, minimum and maximum values of the
three groups.

Tables (3) and (4) show the difference in the

expression of IFN-y and NF-kB among the three
groups and within the groups respectively.

In addition, the study demonstrated a highly
significant correlation between IFN- y and NF-kB (P <
0.001) with a correlation coefficient r = 0.858, and
regression analysis showed also a highly significant
difference (P < 0.001) with a regression coefficient b =
0.831, as demonstrated in Figure 1.

The expression of IFN-y and NF-kB was
heterogeneous blue-black nuclear staining, involving
both decidual and trophoblastic cells, as shown in
Figure 2; (A-B) and (C-D) respectively.

IFN-y n Mean + S.E.Y Median value M Muine
value value
Group 1 24 69.8 + 2.96 69.4 45 93.8
Group 2 10 49.5 + 5.07 61.4 34,7 88
.. . Group3 ... 6 40.1+5.6 43.7 25 62.4

¥ Standard error

Table 1. The expression of IFN-y among the studied groups.

0 Minimum | Maximum
NF-«xB n | Mean+S.EY | Median Value Value
Groupl | 24 61.6+3.4 57.5 30 85
_Group2 | 10 413+2.7 48 25 71
Group3 | 6 399+47 36.7 20 533

¥ Standard error

Table 2. The expression of NF-kB among the studied groups.

IEN-y P Value
Among the groups 0.000
Between group 1 and 2 0.002
Between group 1 and 3 0.000

. Between group 2 and 3 0.645

Table 3. The significance of difference in the expression of IFN-y
in between the groups.

NE-«B P Value
Among the groups 0.001
Between group 1 and 2 0.003
Between group 1 and 3 0.010
‘Between group 2 and 3 1.000

Table 4. The significance of difference in the expression of NF-xB

in between the groups.
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All of them had at least three normal previous
pregnancies.

Group 3: Six pregnant women who had at least
three normal previous pregnancies, undergoing
elective termination of an apparently normal
pregnancy in the first trimester for a maternal
indication under the approved consent of two senior
gynecologists and a physician.

Sera from all women in the three groups were
negative for specific IgM for rubella virus, human
cytomegalovirus, and Toxoplasma gondii.

Samples: From each woman, two to three samples
were taken from different sites of the uterus during
evacuation curettage operation; thus, 2-3 paraffin
embedded blocks were prepared for each patient.

Sections from each block were stained with
heamatoxylin and ecosin for histopathological
examination.

In situ hybridization: For in situ hybridization
technique (ISH), DNA Probe Hybridization/Detection
System in situ kit (Maxim Biotech, Inc., USA) was
used.

Kit contents included: biotinylated housekeeping
gene probe, hybridization solution (ready to use),
protein block (20X), detergent wash buffer (20X),
RNase A (15 pg/ ml), streptavidin-AP conjugate,
substrate (BCIP/NBT), and lyophilized proteinase K (4
mg); which is dissolved in a 2 ml DNase and RNase
free dilution buffer to form 10X proteinase K, then
diluted by deionized water to 1X proteinase K.

The probes were biotin-labeled DNA probes for
human IFN- y (249 bp), and human NF-kB (371 bp),
(Maxim Biotech, Inc., USA).

Tissue sections were deparaffinized in xylene for 5
minutes and rehydrated through a series of ethanol
dilutions. After digestion with 1X proteinase K at
37°C for 15 minutes, the sections were quickly
dehydrated in ethanol. Hybridization was carried out
by applying 10 pl hybridization mixture (0.8 ul of heat
denatured biotin-labeled DNA probe diluted in 9.2 ul
hybridization solution) per slide. After overnight
incubation, the slides were soaked for 10 minutes in
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IX detergent wash at 37 °C, followed by RNase A
treatment at 37 °C for 30 minutes, and then the slides
were washed for 5 minutes in 1X protein blocking
buffer. The biotin-labeled hybrids were detected with
streptavidin-alkaline-phosphatase conjugate, and an
enzyme-substrate chromogen (bromo-chloro-indolyl-
phosphate/ in nitro-blue-tetrazolium salt) BCIP/NBT,
yielding an intense blue-black signal that appears at
the specific site of the hybridized probe. The slides
were counterstained with nuclear fast red stain.

Poor tissue quality or target RNA degradation may
give false negative results or poor signal. This could be
verified by using a probe to an abundant RNA target
like the probe of a housekeeping gene which is a
sequence or gene product that is constitutively
expressed in most tissue types such as actin or tubulin.

The specificity of the ISH signal was assessed by: 1)
RNAase A treatment of the tissue sections for 2 hours
at 37°C, before the in situ hybridization, and 2)
omission of the probe in the hybridization mixture.

Evaluation of ISH signal: The expression of both
IFN-y and NF-xB mRNA was measured by the same
scoring system, by counting the number of positive
decidual and trophoblastic cells, which gave a blue-
black (BCIP/NBT) nuclear staining under the light
microscope. The extent of the ISH signal in the villi
was determined in 10 fields (X100 magnification). In
each field the total number of villi were counted and
the extent of nuclear staining of the cytotrophoblast
and syncytiotrophoblast in a given villus was graded as
3, (75 100%); 2, (25 75%); or 1, (<25%). The total
staining score was divided by the number of whole villi
per field in 10 fields. These scores (between 1 and 3)
were added for each field, and a score between 10 and
30 was gained for each sample. The scorer was blinded
to the clinical diagnosis of the tissues at the time of
assessment, and tissues were independently assessed
by two observers,* as advised by Hennessy (personal
communication, 2004). For the purpose of comparison,
the percentage of positively stained villi was calculated
for each case by taking the mean of the percentages of
the positively stained villi in the 10 fields.

Statistics: ANOVA test was used to determine the
difference in the in situ expression of IFN- y or NF-xB
among the three groups and in between each two
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INTRODUCTION

Immunological factors may play a major a role in
the pathology of recurrent spontaneous abortion
(RSA), constituting about 40-60% of cases of RSA. In
recent years, mounting evidence has emerged that
implicates many factors including cytokines and
growth factors in embryo implantation. However, the
absence of these regulatory factors may be involved in
multiple implantation failures or pregnancy loss.'”

For a long time, successful pregnancy has been
compared to the transplantation of an allograft that is
tolerated by the recipient and not rejected.’ The
production of Th2-type cytokines or regulatory
cytokines such as TGF-B and IL-10 may be central to
the induction and maintenance of allograft tolerance.
However, Thl-dependant effector mechanisms such as
cytotoxic T lymphocytes (CTL) activity play a central
role in acute allograft rejection.*’

In 1995, Thl-type cytokine secretion was observed
for the first time in women with RSA, when peripheral
blood mononuclear cells were activated by a
trophoblast cell line, and this finding was also
supported by other reports.®"’

The cytokines; IFN- y and TNF-o play an important
role in abortions, as their administration increases the
abortion rate and the administration of their specific
antagonists decreases the abortion rate in mice.'""?
These cytokines collaborate to activate fibroleukin
gene (fg)12 prothrombinase expression in endothelial
cells, which converts prothrombin to thrombin.
Thrombin then catalyzes the generation of fibrin and
activates IL-8 secretion by endothelial cells. IL-8
recruits polymorphonuclear leukocytes (PMNs) which
kill endothelium that has been activated by IL-1, TNF-
a and INF- v."* The end result of unchecked thrombin
production is clot formation occluding blood supply to
the embryo and leading to its death.'* Fgl2 was found
to be present in both deciduas and trophoblasts of
aborted but not control tissue. "*

IL-4 and IL-10 inhibit cytokine stimulation of
endothelial prothrombinase activity;”> TGF-p protect
ischemic endothelium from damage by PMNs;'® and a
deficiency in the production of TGF-f has been
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reported in approximately 50% of women with
RSA.'"®

Despite the acceptance that pregnancy is associated
with suppression of a Thl immune response, the
mechanism(s) responsible for regulation of this
suppression is unknown. The NF-xB family of
transcription factors is a critical regulator of the
development and maintenance of the immune system.
NF-kB plays a key regulatory role in controlling Thl
and Th2 immune responses. Mice with a disrupted
p50:p65 signaling pathway, and thus with inhibited
NF-xB activity, develop a Th2 type response to
infection.”™ Conversely, activation of NF-xB is
necessary for the development of a Th1 response.”’ As
Thl responses culminate in allograft rejection, this is
consistent with the observation that abrogation of the
NF-xB signaling pathway is associated with markedly
enhanced allograft survival in an  animal
transplantation model.?? In addition, NF-kB and its
inhibitors were shown to be down regulated during
normal pregnancy, which subsequently inhibit Thl
cytokine production.

In this study, we attempted to delineate the relation
between the in situ expression of NF-kB and the Thl
cytokine; (IFN-7) in women with RSA, to find out
whether or not Thl cytokines are up-regulated at the
transcriptional level in women with RSA.

METHODS

Patients: The study included 40 women from three
hospitals in Baghdad (Al-Kadhmiya, Al Ulwiya and
Al- Noaman hospitals). Patients’ ages ranged between
20-34 years with a mean of (28.5 + 0.73) year. They
were separated into three groups:

Group 1: 24 pregnant woman who presented with
spontaneous incomplete first trimester abortion. All
gave a history of 3-6 previous consecutive
miscarriages with no previous living baby. None of
them had any significant medical disease, family
history of genetic disease, or anatomical uterine
abnormality.

Group 2: 10 pregnant women with no previous

medical illness who presented with spontaneous
incomplete first trimester abortion for the first time.

-
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UP-REGULATION OF THE IN SITU EXPRESSION
OF NF-xB AND IFN- yIN WOMEN
WITH RECURRENT SPONTANEOUS ABORTION
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Asmaa’ Bager Al-Obaidi, MSc, Manal Adnan Habib, PhD,
Walid Khaled Ridha, PhD.
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ABSTRACT

Objective: Estimation of the in situ expression of NF-xB and IFN-y in women with unexplained recurrent
spontaneous abortion (RSA).

Methods: A technique utilizing in situ hybridization was performed to detect and determine the in situ expression
of NF-xB and IFN- Yy mRNA using paraffin embedded sections of curettage samples obtained from 40 women, who
were divided into three groups: 24 women with RSA, 15 women with abortion for the first time, and 6 women with
induced abortion.

Resules: The levels of the in situ expression of both IFN-y and NF-kB were found to be significantly up-regulated
in group 1 as compared with group 2 (P=0. 002, P=0.003 respectively), and group 3 (P=0.001, P=0.01 respectively),
with a highly significant positive correlation between these two parameters (P<0.001, r=0.858).

Conclusion: The Iranscriptional factor NF-xB might play a role in up-regulating the expression of the Thl
cytokine IFN- v, participating in the pathogenesis of RSA.
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In this series, the concept of primary insertion of a
skin flap or flaps into a relaxing tracheal incision or
incisions was used for stomaplasty in the puncture and
control group subdivisions A. However, the type of
stomaplasty used depended on the tracheal stump
diameter at the time of laryngectomy. Tracheal stump
diameter of 3 cm or more did not need stomaplasty
(subdivisions B). However, the lower skin flap hole
was not created as a circular one, but a half-moon
shape with upper transverse margin and lower half a
circle in a trial to avoid any concentric stenosis, When
the tracheal stump diameter was less than 3 cm and
still more than two cm, only a single skin dart was
inserted at 6-o'clock tracheal incision. If it was less
than two cm, two laterally based skin flaps were
inserted at 3- and 9-o'clock incisions. In all patients,
the end result was a tracheostoma of 3-cm or more in
diameter with a serrated suture line at the
tracheocutaneous junction.

The effect of TEP and voice prosthesis on the stoma
of the puncture group was significantly clear after
analysis of the risk factors which were found to be
almost the same in the two major groups. Primary
stomaplasty was proved to be a good method for the
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prevention of stomal stenosis in the control and
puncture groups. This effect was of no significance in
the control group due to the absence of TEP while
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concluded that stomaplasty had succeeded in
preventing the stenotic effect of TEP and prosthesis on
the stoma of laryngectomized patients even with the
presence of risk factors which are known to cause
more  stenosis  such as prosthesis microbial
colonization or longer prosthesis life span (Figure 8).

CONCLUSION

After total laryngectomy, tracheal stoma has a
tendency to gradual cicatricial stenosis. The presence
of TEP and voice prosthesis further exaggerates this
tendency especially in those complicated by leakage
through the puncture. Primary tracheostomaplasty has
dramatically decreased the narrowing effect of the TEP
and other risk factors. Accordingly, it is recommended
to perform it for all tracheoesophageal punctured
alaryngeal patients regardless of the stoma diameter at
the time of laryngectomy.
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Figure 7b. Tracheostoma stenosis around inserted
voice prosthesis.

DISCUSSION

The laryngectomized patient is further traumatized
by the development of tracheostoma stenosis after
losing his voice-box. This stenosis takes the patient
back to the nightmares of cancer, stridor, and fear of
death. The reported incidence of stenosis varies from
22% to 42%.7>?* Risk factors including gender,
radiotherapy, wound and tracheostomal infection, and
pharyngocutaneous fistula are implicated in a
predisposition to stoma stenosis. In 1962,
Montgomery® noted five causes of stomal stenosis: (1)
excessive scar tissue (as a result of infection or fistula
formation), (2) keloid formation, (3) excessive fat
around the stoma, (4) defective or absent tracheal
rings, and (5) recurrent tumor. Others reported that
stenosis frequently occurs when construction of the
tracheostoma involves simple excision of a circular
disk of skin and direct edge-to-edge suturing of the
trachea to the skin.***’

Since the introduction of TEP for speech
rehabilitation, great attention has been directed to the
stoma diameter. However, there is a relative lack of
literature reporting on tracheostoma stenosis after TEP,
this may be related to the fact that the majority of the
procedures were secondarily performed and that the
patients with a narrow tracheostoma had probably been
excluded."® In 1991, Chiu et al" reported a significant
incidence of tracheostoma stenosis in a group of
patients after total laryngectomy with or without
pharyngectomy plus immediate TEP when compared
with that of a control group without puncture.

Figure 8. Demonstration of a tracheostoma with
adequate width in a patent tracheoesophageal puncture
two months after primary stomaplasty.

Prevention or correction of stomal stenosis depends
on the following surgical factors: (1) adequate removal
of skin and soft tissue from around the tracheal
opening, (2) resection of the sternal attachment of the
sternocleidomastoid muscle, (3) reflection of the
thyroid away from the trachea, (4) obliteration of any
dead space between tracheal cartilage, muscle, and
skin margin surrounding the stoma, (5) splitting of the
upper two or three tracheal cartilages with insertion of
triangles of neck skin, (6) meticulous skin to tracheal
mucosa closure using vertical mattress sutures in the
anterior tracheal margin and simple sutures in the
posterior tracheal one, and (7) avoiding tracheal-skin

suture tension by adequate tracheal and skin
undermining.
Montgomery™ noted that the method of

tracheostoma repair will depend on the configuration
of the stenosed stoma which may be vertical slit,
concentric, and inferior or superior shelf stenosis. In
his early trials, Montgomery® used a simple procedure
for widening the stenosis by making radial incisions
with an electric cautery knife through the stoma neck
skin junction followed by insertion of a stenting
tracheostomy tube for several weeks or months. This
technique has recently been readvocated for correction
of stoma stenosis.” Montgomery”’ then recommended
the insertion of two triangles of skin into notches made
in the tracheal stump at 3- and 9-o’clock positions. In
1966, Catlin®® emphasized that the best way to obtain
an adequate tracheal stoma by using Montgomery’s
lateral two-flap is to make it at the time of
laryngectomy.

Albirtmawy OA.



Figure 3a. The two superiorly based Vs Figure 3b. An inferiorly based skin dart is inserted in
of a W-shaped incision are removed from the lower the tracheal stump through an incision
skin flap, leaving an inferiorly based skin dart. in the first two rings at 6 o’clock.

Figure 4. An x-shaped incision is created on the lower Figure 5. A catheter passing through the primary
skin flap followed by removal of the superiorly tracheoesophageal puncture.
and inferiorly based skin flaps,
leaving two medially pointing skin darts.

Figure 6. Provox 2 voice prosthesis is inserted through Figure 7a. Tracheostoma stenosis with excessive
the primarily created tracheoesophageal puncture. crustation at the tracheocutaneous junction.
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Control Group (N=32) Puncture Group (N=45) =
Stomaplasty No Stomaplasty Stomaplasty No Stomaplasty
A (N=17) B (N=15) A (N=24) B (N=21)
l g‘;}?:th;c();;)mal ?“f’_’los‘s' 1/17(5.8%) 5/15(33%) 3/24(12.5%) 15121(71%)
~Total L 6/32(19%) 18/45(40%)
Table 4: Incidence of tracheostomal stenosis.

Stomaplasty No Stomaplasty

: Subdivision A (N=24) Subdivision B (N=21)

Factors No. of No.(%) of patients | No.of | No.(%) of patients

patients With stenosis patients With stenosis

Male 22 3(17%) 19 ' 14(74%)

Female 2 0(0%) 2 1(50%)

Preoperative tracheostomy 3 1(33%) 2 1(50%)
Preoperative radiation 2 1(50%) 3 1(33%)
Postoperative radiation 4 1(25%) 4 3(75%)
Wound infection 2 0(0%) 1 1(100%)
‘Tracheostomal infection 2 1(50%) 2 2(100%)
2 1(50%) 2 1(50%)
6 1(17%) 5 5(100%)
5 1(20%) 7 6(86%)

Figure 1. The tracheal stump is sutured
to a half-moon shape hole in between the two Figure 2. W-shaped stomaplasty (left);
skin flaps (left) or in a separate one X-shaped stomaplasty (right).
in the lower skin flap (right).
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subdivision showed stenosis (33%). This difference
was not statistically significant (P>.05).

In the puncture group, stenosis was noticed in
12.5% of subdivision A (stomaplasty) and in 71% of
subdivision B (without stomaplasty). The difference
was proved to be of a higher significance (P<.001). On
comparing the rate of stenosis in the puncture group
subdivision A with that of the control group
subdivision A, the difference was of no significant
value (P>.05). However, it was noticed to be highly
significant when subdivisions) in the two groups were
compared (P<.05).

Risk factors in the puncture group subdivisions were
analyzed as listed in Table 5. Males had a higher
incidence of stenosis in both subdivisions; however,
this failed to show statistical significance. Those
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patients receiving perioperative radiotherapy did
not show a significant difference in stenosis rate on
comparing the puncture group subdivisions. Wound
infection failed to develop stenosis in the two patients
of subdivision A, but affected the only infected patient
of subdivision B. The incidence of stenosis in the
puncture group subdivisions was not significantly
affected by a history of preoperative tracheostomy,
tracheostomal infection, and pharyngocutaneous
fistula. Only one patient of six in subdivision A whose
voice prosthesis was soiled by microbial colonization
developed stenosis (17%) and one out of 5 in the same
subdivision whose voice prosthesis continued more
than 8 months developed stenosis (20%). The stenosis
rate was found to be highly significant in the patients
of subdivision B regarding these two parameters
(100% and 86% respectively) (P<.001).

Control Group Puncture Group
(N=32) (N=45)
Sex - :
Male 29 41
Female 3 4
Age .
Range 44 years - 65 years | 45 years 70 years
Average 55 years 58 years
Tumor stage
T3 72% 75%
T, 28% 25%
N;-N; 16% 17%
Radiotherapy
No radiation 22/32(69%) 32/45(71%)
Preoperative 3/32(9%) 5/45(11%)
Postoperative 7/32(22%) 8/45(18%)
_ Preoperative tracheostomy 4/32(12.5%) 5/45(11%)
Table 1. Patient profiles.
Control Group Puncture Group
N/Total(%) N/Total(%)
Total laryngectomy 28/32(87.5%) 39/45(87%)
Total laryngectomy +
P ala;’}{ afy ngectgmy 4/32(12.5%) 6/45(13%)
i fg:fgg;"my i 5/32(16%) 7/45(15.5%)
Stomaplasty = subdivision (A) 17/32(53.1%) 24/45(53.3%)
No Stomaplasty = subdivision (B) 15/32(46.9%) 21/45(46.7%)

Table 2. Surgical management.

Control Group N/Total(%) Puncture Group N/Total(%)
Wound infection 2/32(6.2%) 3/45(6.7%)
Tracheostomal infection 2/32(6.2%) 4/45(8.8%)
Pharyngocutaneous fistula 3/32(9.4%) 4/45(8.8%)

Table 3. Postoperative complications.

wSolo,dl

ol ogods L,




ring; if the tracheostoma passed in-between the two
neck flaps, the upper skin flap edge was sutured to the
membranous trachea, while the lower one was sutured
to the tracheal rings pulling its posterior ends laterally
to increase the transverse diameter of the stump
(Figure 1).

In patients of subdivision A of both groups, stoma
diameter was less than 3.0 cm, accordingly, two types
of stomaplasty were designed (Figure 2). If the
diameter was less than 3.0 cm but still more than 2.0
cm a W-shape incision was made along the lower skin
flap edge or 1 cm below, the two superiorly based V of
the W were removed leaving an inferiorly based skin
dart pointing superiorly. A vertical slit at 6 o’clock was
created along the first two tracheostomal rings to
accommodate the skin dart which was sutured using
unabsorbable vertical mattress stitches (Figures 3a,
3b). When the tracheostomal diameter did not exceed
2.0 cm, a more relaxing stomaplasty was used. An X-
shape incision was created on the lower skin flap either
along the edge or 1 cm below, the upper superiorly
based and the lower inferiorly based skin darts were
removed leaving two laterally based skin flaps (Figure
4); these medially pointing flaps were inserted into two
relaxing incisions at 3 and 9 o’clock, wedging the first
two tracheal stump rings.

In the puncture group, the tracheoesophageal fistula
was performed either primarily in the same setting of
surgery according to the method described by Freeman
and Hamaker" or early secondarily in the first month
after surgery using the method described by Singer and
Blom*'** in some cases and by the Provox trocar
(ATOS Medical, Horby, Sweden) apparatus ~*'  in
other cases. The catheter was usually replaced by the
Blom-Singer indwelling voice prosthesis 48 hours
after operation (Figure 5) while the Provox 2 was
inserted immediately after the puncture (Figure 6). The
patient was then trained in the use and maintenance of
the fistula and prosthesis with periodical replacement
every six to eight months. Cases of late secondary TEP
or TEP after secondary stomaplasty of already
stenosed stoma were not included in this study.

No postoperative stenting of the repaired stoma was
given in either group. The stoma suture line stitches
were removed within 7 to 14 days postoperatively.

of the Arab Board of Medical Specializations Vol. 8, No

The tracheostoma was considered stenosed on a
clinical background according to the parameters
suggested by Panje and Kitt in 1985 if: (1) the patient
required continuous or frequent stenting of the stoma,
(2) there was decreased ventilation with normal daily
activity (manual labor, walking), (3) excessive crusting
occurred despite adequate humidification, or (4) there
was inability to insert or maintain a tracheoesophageal
indwelling prosthesis (Figure 7a, 7b).

Preoperative, operative, and postoperative risk
factors, including sex, age, tumor staging,
perioperative radiotherapy, preoperative tracheostomy,
surgical procedures, wound infection, tracheostomal
infection, and pharyngocutaneous fistula, were
reviewed in both groups and statistically analyzed in
the puncture group.

Statistical analysis was performed using the #-test or
chi-square analysis where appropriate.

RESULTS

The mean age was 58 years for the puncture group
and 55 years for the control group. Male to female
ratio was 10.2:1 for puncture and 9.6:1 for the control
group. Tumor staging and the proportions of patients
receiving preoperative or postoperative radiotherapy,
or requiring preoperative tracheostomy were similar in
the two groups (Table 1). The choice of surgical
treatment was almost the same in both groups.
Stomaplasty was performed in 53.3 % of the puncture
group and in 53.1% of the control group, subdivision
(A) in each group (Table 2).

The complication rates are presented in Tables 3 and
4. There was no statistical difference in rates of wound
infection, tracheostomal infection, or pharyngo-
cutaneous fistula between the two groups. There was
also no statistical difference in these three
complications when those who received radiation were
compared with those who did not (P>.05).
Tracheostoma stenosis development, however, was
significantly higher in the patients of the puncture
group as compared with the control group (P<.001).

In the control group, only one patient out of 17 who
received stomaplasty developed tracheostoma stenosis
(5.8%), whereas five of 15 of no stomaplasty

Albirmawy OA.



INTRODUCTION

Tracheostoma stenosis following total laryngectomy
is an annoying problem not only for the patient, but
also for the surgeon.' Stenosis interferes with adequate
pulmonary ventilation and cleaning of the
tracheobroncheal tree due to difficult expectoration of
the accumulated crusts. Frequent changing of a stomal
stent or “stomal button” leads to ulceration and
bleeding from the trachea and stomal edges, this
causes the patient to fear tumor recurrence and the
surgeon to expect further aggravation of the stenosis.>

The introduction of tracheoesophageal puncture
(TEP) and subsequent prosthetic voice restoration
makes this complication more undesirable and
increases the concern for its prevention and
management.’ Stenosis will preclude voice prosthesis
insertion and the patient cannot benefit from vocal
rehabilitation via the TEP. Although this difficulty
could be managed by using the tracheostoma vent
voice prosthesis,” it is more difficult to change and
maintain the prosthesis if the tracheostoma is narrow,
this makes secondary tracheostomaplasty generally
recommended.®”

The effect of tracheostoma stenosis on TEP voice
restoration seems clear in the literature.'”"* However
the effect of continuous soiling from this “controlled”
iatrogenic fistula and the implanted prosthesis on the
tracheostoma is uncertain." Pharyngeal salivary fistula
has long been incriminated as an important factor
leading to tracheostomal stenosis by causing excessive
scarring and inflammation.'**°

Various surgical techniques to prevent and correct
stomal stenosis have been published previously, these
techniques employ some kind of relaxing tracheal
incisions and/or insertion of a triangle of neck skin into
the tracheal stump.'*

It is the aim of this study to highlight the effect of
TEP and the implanted silastic voice prosthesis on the
size of the stoma in alaryngeal patients and to
determine if it is advantageous to perform a primary
tracheostomaplasty in these patients to avoid any
expected stenosis.

ssabelt |
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METHODS

Forty five patients with squamous cancer of the
larynx, who underwent total laryngectomy together
with tracheoesophageal puncture between January
2003 and February 2006, were prospectively
evaluated. All patients had follow-up of at least 6
months; hospital deaths and patients unavailable for
follow-up within 6 months were excluded. The
tracheoesophageal puncture was performed as primary
at the same operative session or early secondary within
the first postoperative month followed by insertion of a
silastic voice prosthesis either indwelling Blom-
Singer or Provox 2 . These patients were compared
with a historic control group of 32 patients with
squamous cancer of the larynx who presented to the
same department from January 2000 to December
2002 and who underwent similar resections, but
without creation of the TEP. The patients of the
puncture group and the control group were then
subdivided between those with tracheal stump
stomaplasty (subdivision-A) and those without
(subdivision-B).

In patients of both groups, the skin incision was a
transverse or collar one according to the intention of
making neck dissection. The tracheal stump was
brought out through the middle of the skin flaps either
in-between or through a separate hole in the lower one
about 1 cm below its edge. The sternal attachments of
the sternocleidomastoid muscle of both sides or in the
remaining side in case of neck dissection were cut
transversely together with removal of any crowded
subcutaneous tissues around the tracheal stoma. It was
the transverse diameter of the tracheal stump which
affected the type of its construction in patients of both
groups. When the tracheal diameter was 3.0 cm or
more, then there was no need for stomaplasty
(subdivision-B in each group). However, the following
surgical points were considered: when the tracheal
stump was designed to pass through the lower skin
flap, a half-moon shape hole was created with an upper
transverse margin sutured to the membranous posterior
tracheal edge using simple unabsorbable stitches and a
lower half-circle margin sutured to the tracheal rings
with half-buried vertical mattress sutures to ensure that
the skin was pulled over the raw edge of the tracheal
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TRACHEAL STOMAPLASTY IN TRACHEOESOPHAGEAL
PUNCTURED ALARYNGEAL PATIENTS: IS IT A MUST?
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ABSTRACT

Objectives: The purpose of this study is to highlight the stenotic effect of tracheoesophageal puncture and the
implanted voice prosthesis on the tracheostoma of alaryngeal patients and to evaluate the role of primary
tracheostomaplasty in prevention of this stenosis.

Methods: This was a prospective clinical study conducted in the Otolaryngology Department of Tanta University,
Egypt. The records of seventy-seven laryngectomized patients who were operated on between January 2000 and
February 2006 were reviewed and divided into two major groups; those with tracheoesophageal puncture
(puncture-study group) and those without (control group). The two groups were then subdivided between those
with stomaplasty (subdivision A) and those without (subdivision B). The rates of tracheostoma stenosis in the two
major groups and in the four subdivisions were compared and statistically analyzed considering different risk
factors.

Resules: In the puncture group, the total incidence of tracheostoma stenosis was 18 in 45 cases (40%) including
3 in 24 cases in subdivision-A (12.5%) and 15 in 21 cases in subdivision-B (71%), while its total incidence in the
control group was 6 in 32 cases (19%) including 1 in 17 cases in subdivision A (9%) and 5 in 15 cases in
subdivision B (33%). On analysis, the risk factors within both the major groups were almost similar.

Conclusion: Performing primary tracheostomaplasty after completion of total laryngectomy dramatically
reduces the stenotic effect of this puncture and other risk factors.
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CONCLUSION The most frequent clinical features were tachycardia,
agitation, dilated pupils and flushing. All of our patients
Accidental Datura stramonium poisoning 18 a left the hospital in a few hours. No deaths were reported.

common problem in Babylon city especially in infants.
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from the emergency unit within 0.5-5 hours (mean 2.6
hours). Sixteen mothers (76.1%) were inside the house
at the moment of poisoning.

Maternal Variables No %

Age: <20 Years 2 9.5
20-29 Years 9 42.8
30-39 Years 10 47.6

Education: .

Primary 10 47.6

Secondary 6 28.5

Preparatory 5 23.8

Occupation:

Housewife 20 95.2

Teacher 1 4.7

Attendance for help:

Emergency Department 18 85.7

Clinics 3 14.2

At the moment

of poisoning, the mother was:

Inside the home 16 76.1

Outside the home 5 23.8

Table 3. Distribution of patients according
to maternal variables.

Indoor poisonings were seen in fourteen patients
(66.6%), while the remainder were outside. There was
no history of previous poisoning with the same
substance for the patients or any of their family
members. Two pairs of brothers were recorded in this
study. The Datura plants were used for decoration in
eighteen cases (85.7%).

Figure 1. Jimsonweed flower and seeds
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DISCUSSION

The present study shows that Damura stramonium
poisoning is present in Babylon city and that the
commonest pediatric age affected is 1-2 years, which
is the age of exploration and increased mobility, but
other ages are not exempt. Intoxication with this plant
occurred in our patients by accidental ingestion of the
seeds. The plant is grown in private gardens for
decoration or it has been encountered growing wild.
We do not have local studies regarding poisoning in
adults or adolescents. To the best of our knowledge,
the plant seems to be newly imported into the country
since we did not encounter its clinical effects earlier.

Children have a special susceptibility to atropine
toxicity; even small amounts may produce central
nervous system manifestations.

Poisoning by other types of plants has not been
studied perhaps because of incomplete patient history
and lack of knowledge of the local types of herbs. On
the other hand, it has been reported in other countries
including India.>®

Datura poisoning has also been described as
common in India.”

Clinical features are mainly due to the
anticholinergic effects attributed to the presence of
atropine, hyoscyamine, and scopolamine in the seeds
of this plant.***

In all of our patients, poisoning was accidental, but
it can be intentional, especially in adolescents as has
been reported elsewhere.”” We did not include
patients of this age group during the study period. The
most frequent clinical features were tachycardia,
agitation, dilated pupils, and flushing respectively.
Urinary retention was not observed. It is not
unexpected that it has been reported in other studies."

All of our patients left the hospital in a few hours;
no deaths were reported in keeping with other studies
where the prognosis was described as good.”’

Supportive care including fluid replacement,
diazepam, antibiotics, and neostigmine 0.02 mg/ kg,
repeated when necessary, was used. The response was
favorable in all cases.




poisoning has been described in children in Riyadh
(Saudi Arabia) where three children were described to
have symptoms with anticholinergic features after
consumption of this plant.' It has also been described
in horses after ingestion of contaminated hay.’

Jimsonweed extract, due to its high content of
anticholinergic material, can be used as a treatment for
organophosphate poisoning.’

METHODS

Anticholinergic manifestations that are potentially
dangerous may be caused by Datura stramonium
seeds. A prospective study was designed to cover the
twenty one patients with an age range between 13 and
66 months (average 29.6 months), who were admitted
in the emergency unit of Babylon Maternity and
Children’s Hospital from November 2003 to October
2005, with features suggestive of anticholinergic
substance poisoning. A special form was prepared and
filled in by the medical staff on duty. This form
included patient variables, parental variables, and
family and housing circumstances that predisposed to
the event of poisoning. Other cases due to belladonna
poisoning were excluded. Clinical features present on
admission or later were recorded. General lines of
treatment and supportive care were offered, and
neostigmine 0.02 mg/ kg was given and repeated when
needed.

RESULTS

Features of presentation that made parents seek
medical help were mainly uncontrollable irritability
and agitation, and less commonly flushing. History
revealed the cause of poisoning was accidental
consumption of jimsonweed seeds.

Table 1 shows patient variables. The commonest
age was 1-2 years, 9/22(42.8%). Males were affected
more than females, 15(71.4%).

There was no difference with regard to residence
and personality of patients. Poisoning was more
common among normal than abnormal children.

Table 2 shows the clinical features of patients
admitted with Datura poisoning; tachycardia,
agitation, dilated pupils, and flushing were the more

bbbl S (sSgi0ll .z wSipe e

2006 ~4 302 - 8 lows dudall cilaliana S sl

frequent clinical features (100%, 95.2%, 81%, 76.1%)
respectively.

Patient variables Number %
Age: 12- 23 months 9 42.8
24- 35 months 4 19
36- 47 months 5 23.8
48- 59 months 2 9.5
60- 71 months 1 4.7
Gender: Male 15 714
Female 6 28.5
Residence:Rural 11 52.3
Urban 10 47.6
Personality: Easy 10 47.6
Difficult 11 523
Mentality: Normal 18 85.7
Abnormal 3 14.2

Table 1. Distribution of poisoning according to
patient variables.

Clinical features Number %
Heart Rate:
Normal 0 0
Increased 21 100
Respiratory Rate:
Normal 14 66.6
Increased 7 33.3
Temperature:
Normal ‘ 13 72
Increased 8 28
Pupils:
Normal 4 19
Dilated 17 81
Flushing:

Present 16 76.1
Absent 5 23.8
Agitation:
Present 20 95.2
Absent 1 4.7
Euphoria:

Present 2 9.5
Absent 19 90.4
Urinary Retention:

Present 2 9.5
Absent 19 90.4

Table 2. Clinical features of patients
with Datura poisoning.

Table 3 shows maternal variables. The frequency of
poisoning increases with age of the mothers and lower
educational level. Because the symptoms were
alarming, most (85.7%) of the mothers sought help
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ABSTRACT

Oébjective: Datura stramonium poisoning is reported to be a relatively common problem. The aim of this study is
to alert doctors and parents about this poisoning and its danger.

Methods: Twenty one patients who presented to the emergency department at Babylon Maternity and Children’s
Hospital with features of intoxication with Datura seeds, were studied after treatment. Variables of the patients and
their mothers, clinical features, and treatment were studied.

Results: The commonest age was 1-2 years (42.8%). Males were affected more than females (71.4%). The most
frequent clinical features were, tachycardia (100%), agitation (95.2%), dilated pupils (81%), and flushing (76.1%).
Neostigmine was used for treatment and no deaths were reported.

Conclusion: Datura stramonium poisoning is a common problem in Babylon city especially in infants. It carries a

good prognosis.
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INTRODUCTION

Ingestion of jimsonweed (Datura stramonium)
seeds can lead to intoxication and to anticholinergic
manifestations that are potentially dangerous. The
plant is known to grow in private gardens although it is
described to be a wild herb. The plant, Datura
stramonium is a common weed along roadsides, in

flowers, and prickly, spherical or egg shaped fruiting
capsules which contain scopolamine. Datura flowers
and leaves are attractive to children and intoxication
with this plant has not been known before in Babylon
governorate.

In recent years, we have started to see children

cornfields, and in waste areas. It has big, irregularly
to othed leaves, white or purplish tinged tubular

JABMS 2006;8(4):318-21E

presenting with features pointing to the intoxication
with this plant especially its seeds. Jimsonweed
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DISCUSSION

The data collected revealed remarkable differences
among the countries in the region. The health care
systems are determined by the political situation, status
of economic level and historical background." The
findings suggest the growing variety in the level of eye
health care services of EMR countries.

Cataract surgery is among the most frequent
intraocular surgical procedures. The cataract surgical
rate (CSR) is considered one of the main indicators of
eye care services. An analysis of cataract surgical
services in Eastern Mediterranean Region countries
indicates that the utilization of ophthalmologists varied
highly. The highest CSR was recorded in Pakistan
(2250) followed by Jordan (2200) and Oman (2120).
The lowest was in Afghanistan (260) followed by
Somalia (284). All Gulf countries have the highest
rates of intraocular lens implantation in cataract
surgeries (> 95%), and the lowest rates were noted in
Somalia, Djibouti, and Afghanistan (<45%). The
reason for these differences in relation to cataract
surgeries is usually related to financial resources,
deficiency of qualified ophthalmologists, and unstable
political status.

The highest population per ophthalmologist was
recorded in Somalia (565,000) followed by
Afghanistan (325,000), Sudan (270,000), and Djibouti
(170,000). The lowest population per ophthalmologist
was noted in Egypt (14,000).

Seven priority county have been identified for
urgent support by the WHO, namely Afghanistan,
Djibouti, Iraq, Pakistan, Palestine, Somalia, Sudan and
Yemen.*
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The establishment of a national evidence based
strategy for the prevention of blindness and the
preparation of an effective plan to implement this
strategy are needed. Each strategy requires the
execution of an analysis of the ophthalmic situation.’

Further analysis of eye health care systems in the
region is necessary to identify possible ways to
increase the cataract surgical rate.  To reach the goals
of "Vision 2020 the right to sight," each country of
the East Mediterranean Region (EMR) should reach
2500 cataract surgeries per million population by the
year 2010, and 3000 cataract surgeries per million
population by the year 2020.>  This target can be
achieved by mutual cooperation between ministries of
health and local and international NGOs.

The development of ophthalmic human resources by
improving surgical training, especially in cataract
surgery and intraocular lens implantation, mainly in
the rural areas of some countries in the EMR region is
needed. A long term quality analysis of cataract
surgeries in the region in advisable.

CONCLUSION

There is an urgent need to update the eye health data
on a regular basis as part of the health system.
Blindness remains a major public health problem in
our region and the ministries of health need to address
this situation.

Acknowledgments:

This work was sponsored by Taiba Charity Corporation.
We gratefully acknowledge the assistance of Dr
Abdulahannan Choudhury (EMR Office, Cairo) and Dr
Abdulmoghni Al Barrag (Sana'a University), and the
contribution of each of the national programs for the
prevention of blindness in the Eastern Mediterranean Region
countries.

1. Focal points conference for East Mediterranean Region Cairo. December 2003.

2. Vision 2020 the right to sight. www.iapb.org

3. Bamashmus M, Al-Akily S, Al-Barrag A. Ophthalmic situation analysis results in Republic of Yemen.

Majd. May 2005: 22-28.

4. WHQO bulletin. Volume 82 Number 11, Nov 2004, 811-890

wshadisll Lo (ugosinels L0

Yemen: Dar Al-

il Amall dle,l oloss



he Arab Board of Medical Specializations Vol. 8, N

100

80
60 i

40 |-

Figure 6. Percentage of IOL implantation in EMR countries in 2003.

Country Number of Optometrists Ophtl;llgglli)grl\?zf foeh
Afghanistan 6 71
Bahrain 54 72
Djibouti 1 gl
Egypt 1400 4995
Iraq N/A N/A
Iran 1632 618
Jordan 130 124
Kuwait N/A 137
Lebanon 110 N/A
Libya 5 500
Morocco N/A N/A
Oman 34 0
Pakistan 20 3020
Palestine N/A 45
Qatar 62 29
Saudi Arabia 76 1904
Somalia N/A N/A
Sudan 820 240
Syria 5 650
~ Tunisia 0 400
United Arab Emirates N/A N/A
~ Yemen 35 281

Table 2 Number of Optometrists and Ophthalmic Nurses
in Eastern Mediterranean Region Countries in 2003

Eye Health Care Services...

Bamashmus M, Al-Akily S.
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Figure 5. Cataract surgical rate (CSR) in EMR countries in 2003.

Country Population | Prevalence of Blindness | Prevalence of Low Vision
Afghanistan 22.1 Million 1.5% (Estimated) 4.8%
Bahrain 0.7 Million 1.9% (Survey) 4.0%
Djibouti 0.7 Million 1.5% (Estimated) N/A
Egypt 66.7 Million 1.2% (Survey) - 4.8%
Iraq 25.1 Million 0.9% (Estimated) N/A
Iran | 65.2 Million 0.8% (Estimated) 2.5%
Jordan 5.4 Million 0.6% (Survey) 4.9%
Kuwait 2.3 Million 0.7% (Estimated) N/A
Lebanon 4.3 Million 0.8% (Estimated) N/A
Libya 5.5 Million 0.8% (Estimated) N/A
Morocco 29.6 Million 0.8% (Survey) 2.3%
Oman 2.5 Million 1.1% (Survey) N/A
Pakistan 145 Million 1.1% (Survey) N/A
Palestine 3.5 Million 0.7% (Estimated) N/A
Qatar 0.6 Million 0.7% (Estimated) N/A
Saudi Arabia 21.3 Million 0.7% (Survey) N/A
Somalia 7.9 Million 1.2% (Estimated) N/A
Sugm. 32.7 Million 1.5% (Estimated) 4.5%
Sytia | 17.1 Million 0.7% (Estimated) N/A
Tomsa 9.8 Million 0.8% (Survey) 2.0%
United Arab Emirates | 3.7 Million 0.7% (Estimated) N/A
Yemen | . 19.6 Million 1.5% (Estimated) 4.5%
N/A = Data not available|

Table 1. Prevalence of blindness and visual impairment in EMR Countries.
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There is also a lack of information describing eye
health care services in some countries by measurable
parameters. The aim of this study was to describe the
current status of eye health care services in the fight
against preventable or treatable diseases which cause
blindness. The outcome of this study will be a major
contribution for the development of national
prevention of blindness strategies in the framework of
the global initiative "Vision 2020 the right to sight."*
Yemen is one of the few countries in the region that
has done an ophthalmic situation analysis survey
which produced an ophthalmic situation analysis
document * that forms a solid basis for such a strategy
concerned with the prevention of blindness.

METHODS

The data and information were collected from the
reports of national programs for the prevention of
blindness in the 22 Eastern Mediterranean Region
countries." These data from the region included the
prevalence of blindness and visual impairment,
number  of  ophthalmologists, number  of
ophthalmologists per population, number of
optometrists, number of ophthalmic nurses, number of
cataract surgeries per year, number of cataract
surgeries per one million population per year (cataract
surgical rates CSR) and percentage of intraocular lens

006 -4 suc - 8 ulers Zuulatl ciliolata U s pa

implantation in cataract surgery. Some of these data
are estimates, and some have been collected from
surveys. The data obtained were further reviewed and
analyzed by using the Excel 2000 program.

RESULTS

By reviewing and analyzing the available data,
results from this study can be categorized in the
following categories.

Prevalence of blindness and visual impairment:
Table 1 shows that the highest prevalence of blindness
was in Afghanistan (2%). Prevalence of low vision
ranged from 2.0% to 4.8%.

Ophthalmic Human Resources: Data on the
ophthalmic human resources are as follows:

Number of ophthalmologists (Figure 2); number of
ophthalmologist per population (Figure 3); number of
optometrists and ophthalmic nurses (Table 2).

Cataract surgery: Number of cataract surgery per
year is shown in Figure 4 and cataract surgical rate
(total number of cataract operations within a year per
one million inhabitants per year) in 2003 is shown in
Figure 5. Percentage of intraocular lens implantation in
cataract surgeries in 2003 is shown in Figure 6.
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EYE HEALTH CARE SERVICES
IN EASTERN MEDITERRANEAN REGION COUNTRIES
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Mahfouth Bamashmus, MD, Saleh Al-Akily, MD.
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ABSTRACT

Oéjective: To describe eye health care services in 2003 in 22 Eastern Mediterranean Region couniries.

Methods: Data were collected and reviewed from the reports of national programs for the prevention of blindness
in the 22 Eastern Mediterranean Region countries. The data obtained were further processed and analyzed by
using Excel 2000 program.

Results: The prevalence of blindness ranged from 0. 7% to 2.0%. The total number of cataract surgeries per one
million inhabitants per year (CSR) in 2003 was calculated and ranged from 260 (Afghanistan) to 2250 (Pakistan ).
The number of ophthalmologists in the 22 countries ranged from one ophthalmologist for 565,000 population in
Somalia to one ophthalmologist for 14.000 in Egypt.

Conclusions: Eye health care services in Eastern Mediterranean Region countries differ from country to country
due to various economic and political factors in the region.
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INTRODUCTION

availability of eye health care services in the Eastern

The Eastern Mediterranean Region (EMR) includes
the following countries as shown in the map (Figure

1). These countries are: Afghanistan, Bahrain,
Djibouti, Egypt, Iraq, Iran, J ordan, Kuwait,
Lebanon, Libya, Morocco, Oman, Pakistan,

Palestine, Qatar, Saudi Arabia, Somalia, Sudan, Syria,
Tunisia, Emirates and Yemen.' The affordability and

JABMS 2006;8(4):312-7E

Mediterranean Region countries are affected mainly by
economic and political factors. Since there are
countries in the region with high income and
politically stable and countries with low income,
unstable political conditions and civil wars, there is
diversity in eye health care services provided in the
region.’

#Mahfouth A Bamashmus MD, FRCSEd, FRCOphth, Assistant Professor of Ophthalmology, Faculty of Medicine and Health Sciences, Sana‘a

University, PO Box 19576, Sana'a, Yemen. Email: bamashmus@y.net.ye

*Saleh Al-Akily MD, Eye Department, Faculty of Medicine and Health Sciences, Sana’a University, Sana’a, Republic of Yemen.
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N.B. These requirements are adapted from the “Uniform Requirements for Manuscripts (URM) Submitted to Biomedical Journals by

the International Committee of Medical Editors.” The complete text is available at http://www.icmje.org/

1. Manuscripts should report original work that has not been published elsewhere either in print or in electronic form. Work that has
been presented at a professional meeting is eligible for consideration for publication.

2. All manuscripts received by the Journal are submitted to a double blind review by a number of peers in addition to consideration
by the editorial staff. Manuscripts are accepted, returned to the author for revision, or rejected on the basis of these reviews.

3. Manuscripts may be submitted either in Arabic or in English. The title page and abstract should be submitted in both languages.
Arabic numbers should be used in all articles, regardless of language, (i.e
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provided after the abstract
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reproducibility of the results. Statistical methods should be included with enough data to permit independent verification of the
reported results. When data are summarized in the Results section the statistical methods used to analyze them should be specified.
Any drugs and chemicals used should include generic names, doses, and routes of administration. Tables and figures should be used
to explain and support the premise of the paper. Use graphs as an alternative to tables with many entries. Do not duplicate data in
graphs and tables. The number of tables and graphs should be appropriate to the length of the manuscript. It is preferable not to
submit more than 6 tables. The Discussion section should include the important aspects of the study and conclusions. The
implications of the findings and their limitations should be included. Observations should be related to other relevant studies. Avoid
unqualified statements and conclusions that are not supported by the data. Recommendations should be included when relevant.

e Review articles must not exceed 6000 words (not including references). The structure of the manuscript may be adapted to the
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e  Case Reports about unusual clinical cases will be received. A brief, unstructured abstract should be included.
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