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Lady From Falmyra
This alabaster funereal statue represents a noble lady from Falmyra,

dating from the second century A.D. She is wearing the traditional garb and jewelry
of the wealthy. To her upper right is a lament eulogizing her (45x58cm).
[ Falmyra Museum, Syria]
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Brooch
Gold Brooch, dating from the second century A.D. decorated with porcelain and
rubies .The center is the figure of a man carved in gemstone (2x7x&8.6cm).
{Damascus National Museum, Syria}
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PREVALENCE OF GASTROESOPHAGEAL REFLUX DISEASE
IN A SAMPLE OF THE SYRIAN POPULATION
t_.zi‘ ag3 aal .

Ayman Fahed Ali, MD.
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ABSTRACT

Background & Objective: Gastroesophageal reflux disease (GERD) is a major clinical problem in western
countries due to its prevalence, complications and impairment of the quality of life. Some recently published
studies suggest that the high prevalence of GERD is not restricted to the West. The aim of this study was to
determine the prevalence and clinical spectrum of GERD in a sample of the Syrian population.

Methods: A cross-sectional survey was performed among 566 employees at Al-Mouassat University Hospital,
using a 32-question questionnaire. All subjects were interviewed at their offices by a team of doctors. Statistical

" evaluation was performed using SPSS 12.

Resalés: 566 subjects (215 male, 38% and 351 female, 62%) were surveyed. The prevalence of heartburn and/ or
acid regurgitation occurring at least once a year or once a month, or once a week, or once daily was 43.6%,
22.4%, 14.7%, and 6.2% respectively. The prevalence of GERD, defined as heartburn and/or acid regurgitation
experienced at least weekly, was 14.7%. Following the definition from the Genval workshop (symptoms occuring
twice a week and impairing a patient’s quality of life) the prevalence was 3.5%. There was significant association
with BMI P=0.019). Heartburn and regurgitation were significantly associated with atypical symptoms
(P<0.0001). No significant difference was detected between the sexes.

JABMS 2005;7(3):321-8E

*Ayman Fahed Ali, MD, Assistant Professor, Division of Gastroenterology, Department of Internal Medicine, Al-Mouwassat Hospital, Faculty of
Medicine, Damascus University. E-mail: aliayman @scs-net.org
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Conclusion: The prevalence of GERD was 14.7% in this Syrian population, similar to that of some developed

countries.
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COMPARATIVE STUDY OF THREE CONSERVATIVE TREATMENTS
FOR EARLY HEMORRHOIDS
A PROSPECTIVE RANDOMIZED LONG-TERM STUDY
IN THE OUT-PATIENT CLINIC
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ABSTRACT

Objective: This study aims to compare three conservative treatments of internal hemorrhoids: sclerotherapy,
infra-red coagulation,and rubber band ligation, as outpatient procedures.

Methods: This is a prospective study in which 272 patients were included and divided into three groups: group A
(n=96) was treated by injecting 5% phenol in almond oil, group B (n=92 ) was treated by infra-red coagulation,
and group C (n=84) was treated by rubber band ligation.

Resules: The mean age was 41.5 years in group A, 43 years in group B, and 45 years in group C. Success rate
in group A was 91% for grade I, 82% for grade II and 66% for early grade Ill. In group B success was 94% for
grade I, 80.5% for grade Il and 65% for stage III. In group C, success was 74% for grade I, 92.8% for grade II
and 82% for early grade III.

Conclusion: This study suggests that sclerotherapy, infra-red coagulatio,n and rubber band ligation were all
effective methods in the treatment of internal hemorrhoids. Sclerotherapy and infra-red coagulation were both
equally effective in grade 1, and rubber band ligation gave better results in grade I11.

JABMS 2005;7(3):315-20E

*Hayel Hamid, MD, FRCS, Assistant Professor of Surgery, Faculty of Medicine, Damascus University, Al-Assad University Hospital, Department of General
Surgery, Syria. PO Box 31444, E-mail: hammidhQ @scs-net.org
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ABSTRACT :

Muslim physicians in the Middle East were pioneers in hernia surgery. Most prominent of these physicians was
Abu-Algassem Al-Zahrawi, who described various kinds of external hernias,distinguished between direct and
indirect inguinal hernias, and also accurately and knowledgeably described the correct anatomic basis for

repairing both umbilical and inguinal hernias.
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CONCLUSION & COMMENT: Although self-

reported abstinence for 7 days is a soft endpoint, these ‘

findings suggest that free NRT, distributed by mail,
can be an effective component of large-scale cessation
efforts.
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Soybean Protein Lowers Blood Pressue

Saitz R.

Journal Watch 2005 Aug 15;25(17):136

[He ] et al. Effect of soybean protein...Ann Intern Med 2003 Jul 5;143:1-9.
Culter JA and Obarzanek E. Nutrition and blood pressure...Ann Intern Med
2005 Jul 5:143:74-3.]
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Free Nicotine Patches Led to Smoking Cassation

Soloway B.

Journal Watch 2005 Jul 15;25(14):115-6

[Miller N et al. Effectiveness of a large-scale.. Lancet 2005 May 28:365:1849-
54

Murphy M and Aveyard P.New York City offensive against...Lancet 2005;May
28;365:1831-2]
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CONCLUSION: Treatment with 200 mg of Modafinil
reduced the extreme sleepiness that we observed in
patients with shift-work sleep disorder and resulted in
a small but significant improvement in performance as
compared with placebo. However, the residual
sleepiness that was observed in the treated patients

underscores the need for the development of
interventions that are even more effective.
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A Population-Based Study of
Primary Human Herpesvirus 6 Infection

Zerr DM, et al.
N Engl J Med 2005;352:768-76
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CONCLUSION & COMMENT: Despite the promising
results from this short-term study, widespread

recommendations of soybean protein supplementation
would be premature. Editorialists point out that we

~dont know enough about feasibility and safety.

Nonetheless they suggest that the findings provide
support for diets higher in total protein intake.
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Modafinil for Excessive Sleepiness Associated With
Shift-Work Sleep Disorder

Czeister CA, et al.
N Engl Med 2005;353:476-86.
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Oxman MN, et al.
N Engl J Med 2005;352:2271-84
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CONCLUSION: The acquisition of HHV-6 in infancy
is usually symptomatic and often results in medical
evaluation. Roseola occurs in a minority of patients,
and febrile seizures are infrequently associated with
primary HHV-6 infection. Older siblings appear to
serve as a source of HHV-6 transmission.
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A Vaccine to Prevent Herpes Zoster
and Postherpetic Neuralgia in Older Adults
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CONCLUSION: In 2 to 10-year-old children, MCV-4
had a safety profile similar to that of PSV-4 and
elicited significantly higher and more persistent serum
bactericidal antibody responses against meningococcal

serogroups A, C, Y and W-135 than did the licensed
polysaccharide vaccine.

G e

Emergency Medicine

638 pall duliad) 3 clad¥lg calladidn
Adverse Events and Errors in Intensive Care

Brett AS.

Journal Watch 2005 Oct 1;25(19):151-2.

[Rothschild JM et al. The Critical Care...Crit Care Med 2005 Aug:33:1694-
700.]
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CONCLUSION: The zoster vaccine markedly reduced
morbidity from herpes zoster and postherpetic
neuralgia among older adults.
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Comparative Trial of the Safety and
Immunogenicity of Quadrivalent (A, C, Y, W-135)
Meningococcal Polysaccharide-Diphtheria
Conjugate Vaccine versus Quadrivalent
Polysaccharide Vaccine
in Two- to Ten-Year-Old Children

Pichichero M, et al.
Pediatr Infect Dis J 2005 Jan;24(1):57-62.
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CONCLUSION: Initial resuscitation with Ringer’s
lactate is indicated for children with moderately severe
dengue shock syndrome. Dextran 70 and 6 percent
hydroxyethyl starch perform similarly in children with
severe shock, but given the adverse reactions

associated with the use of dextran, starch may be
preferable for this group.
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CONCLUSION & COMMENT: In this study, more
than 1 in 10 patients experienced preventable adverse
events, and an even greater number potentially could
have been harmed by errors that, fortunately, were
either intercepted or did not result in injury. These
findings are consistent with estimates from previous
studies. Interested readers should consult the original
article for more details on types of adverse events and

errors and for suggested ways to minimize these
events.
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Comparison of Three Fluid Solutions for

Resuscitation
in Dengue Shock Syndrome

Wills BA, et al.
N Engl J Med 2005;353:877-89.
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CONCLUSION & COMMENT: These findings are
intriguing, but they are difficult to translate into
routine practice for many reasons: A large proportion
of subjects did not complete the study; the behavioral
interventions were intense (as suggested by the
impressive weight loss in one sixth of controls); the
side effects were considerable; and the medication is
expensive (US$ 170/month wholesale, according to an
editorialist} and would have to be taken during school.
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Vitamin C Might Lower Serum Uric Acid

Brett AS.

Journal Watch Jul 15;25(14):114-5

[Huang H-Y et al. The effects of vitamin C...Arthritis Rheum 2005 Jun;52:1843-
71
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Obesity, Metabolic Diseases,
and Diabetes Mellitus
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Orlistat and Weight Loss in Adolescents
Schwent TL.

Journal Watch 2005 Jul 15;25(14):111
[Chanoine J-P et al. Effect of orlistat on.. JAMA 2005 Jun 15;293:2873-83
Joffe A.  Pharmacotherapy for adolescent obesity.. JAMA 2005 Jun
15:293:2932-4]
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CONCLUSION & COMMENT: In this study, pre-
meal inhaled insulin lowered HbA;. levels more
effectively than oral therapy with rosiglitazone.
However, the relatively frequent occurrence of
hypoglycemia with inhaled insulin suggests that
accurate dosing can be an issue for some patients.
Other aspects of inhaled insulin therapy that are being
studied include development of insulin antibodies and
changes in pulmonary function with long-term use. If
inhaled insulin is approved by the FDA, it will be
another therapeutic option for patients with type 2
diabetes, but primary care physicians will need

guidance in selecting appropriate candidates for the
drug.
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Further Evidence of PANDAS

Bauchner H.

Journal Watch 2005 Aug 15:25(16):129

[Mell LK et al. Association between streptococcal...Pediatrics 2005 Jul; 116:56-
60]
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CONCLUSION & COMMENT: These results strongly
suggest that vitamin C supplementation lowers serum
uric acid levels. Because Vitamin C has been reported
to interfere with measurements of uric acid in some
assays, the researchers took steps to remove vitamin C
from serum samples before measuring uric acid. If the
findings can be duplicated, they raise the possibility of

using vitamin C to help prevent gout attacks in
hyperuricemic patients.
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Inhaled Insulin for Type 2 Diabetes

Brett AS.

Journal Watch 2005 Oct 1;25(19):149.

[DeFronzo RA et al Efficacy of inhaled insulin.. Diabetes Care 2005
Aug;28:1922-8.]

St cpl iU Aalall 50l o) A a) Caay ddla
—osinal Gl e diadl g8 o (Exubera) Ll s sl
A8 el oty ol3R) Awte JB e oY) Aaal el o
A58 8 e Agaas S el soamie il s3a .FDA
il

plally cpdias Liasse 145 Ll pal Cuaca sl jall % 5k
oy R Uil Jagumall e 2 daaill (e g Sl
hnd BT sl Al W pte ol m58 S
G Al e Aligas de e Ry JSOJ8
S L,u 5 Ofie e 4 )ie rosiglitazone O ez s
sl sased (5 sinna b giay e 54 m sl e ausia
%9.5 Ay

e Ad Y Jeas Aalladl e el 3 5 dmy sl
Ol sl) il e %83 (%8 e JH HbA L (5 sine) Al
trosiglitazone (st y5 0 il (e %585 ¢ 3diiuall
ColS S el g oS5 elaal g G S Ml
0.05 Jiie 0.7) Gatiudl Cul sl e sane 8 52alie S
Clisll sia e gl 0% o ol (Loed omie S A

Juad




'he Arab Board:of Medical SpeciaTi'zatibnSjVéi;

Ayl Jalhall algall o3 cumbibE) aladil

i ajedl s Jale Jaudi o aiaall
Abatacept for Rheumatoid Arthritis
Refractory to Tumor Necrosis Factor o Inhibition

Genovese MC, et al.
N Engl J Med 2005;353:1114-23
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CONCLUSION & COMMENT: PANDAS are
intriguing disdorders. Streptococcal infections are
known to induce autoimmune disorders (e.g.,
poststreptococcal glomerulonephritis), but the authors
carefully point out that case-control studies cannot be
used to determine causation. For various reasons
(including the difficulty in distinguishing the carrier
state from invasive disease), whether clinicians should
order cultures for patients with new-onset neuro-

psychiatric disorders and treat those who are positive
for streptococci is unclear.
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CONCLUSION & COMMENT: Intensity, frequency,

and duration of exercise varied among these studies, as

did level of supervision, and the effects of exercise

also varied considerably among individuals. However,

the authors conclude that school-aged children should

participate in at least 60 minutes (increased from 45

minutes in the studies, to adjust for play being

unsupervised and possibly less intense) of

developmentally appropriate, moderate-to-vigorous
physical activity every day.
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Buccal Midazolam for Acute Seizures in Children

Howard Bauchner, MD.

Journal Watch 2005 Sep 15;25(18):145
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CONCLUSION: Abatacept produced significant

clinical and functional benefits in patients who had had
an inadequate response to anti-TNF-a therapy.
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Proof That Physical Activity Benefits Children

Dershewitz RA.

Journal Watch 2005 Aug 15;25(16):127-8

[Strong WB et al. Evidence based physical...J Pediatr 2005 Jun; 146:732-7
Dietz WH. Physical activity recommendations. ..J Pediatr 2005 Jun;146:719-20]
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CONCLUSION: Whole-body hypothermia reduces the
risk of death or disability in infants with moderate or
severe hypoxic-ischemic encephalopathy.
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Treated With Inhaled Nitric Oxide
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N Engl ] Med 2005;353:23-32.
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CONCLUSION & COMMENT: Although IV
lorazepam remains the preferred treatment for status
epilepticus in children, buccal midazolam offers a new

option for children with seizures when IV access is not
possible.
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CONCLUSION: 1In otherwise healthy children
younger than three years of age who have persistent

middle-ear effusion within the duration of effusion that
we studied, prompt insertion of tympanostomy tubes
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CONCLUSION: Premature infants treated with

inhaled nitric oxide have improved
neurodevelopmental outcomes at two years of age.
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CONCLUSION & COMMENT: Once again, response
to nitroglycerin did not discriminate between cardiac
and noncardiac chest pain in an ED. Presumably,
nitroglycerin’s effect among patients without coronary
etiology is mediated by some combination of placebo
effect and relaxation of esophageal smooth muscle.
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does not improve developmental outcomes at six year
of age.
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Does Relief of Chest Pain With Nitro Have
Diagnostic Value?

Brett AS.
Journal Watch 2005 Jul 15;25(14):114.
[Diercks DB et al. Changes in the numeric...Ann Emerg Med 2005 Jun;45:581-
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CONCLUSION: We could not demonstrate that, given
optimized medical therapy, an early invasive strategy
was superior to a selectively invasive strategy in
patients with acute coronary syndromes without ST

segment eclevation and with an elevated cardiac
troponin T level.
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CONCLUSION: Celecoxib use was associated with a
dose-related increase in the composite end point of
death from cardiovascular causes, myocardial
infarction, stroke, or heart failure. In light of recent
reports of cardiovascular harm associated with
treatment with other agents in this class, these data
provide further evidence that the use of COX-2

inhibitors may increase the risk of serious
cardiovascular events.
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CONCLUSION: Long-term vasodilator therapy with
nifedipine or enalapril did not reduce or delay the need
for aortic-valve replacement in patients with
asymptomatic severe aortic regurgitation and normal
left ventricular systolic function. Furthermore, such
therapy did not reduce the aortic regurgitant volume,

decrease the size of the left ventricle, or improve left
ventricular function.

) udil] Juiiasal Sassall dealll Lalgall
ol jels 381 shall
Quantitative Determinants of the Outcome
of Asymptomatic Mitral Regurgitation

Enriquez-Sarano M, et al.
N Engl J Med 2005 Mar 3;352(9):875-83.

el

4



O by 50 338 e EVAR-2 Lud 53 &y jal 120 Zud ol
s Dyhely Aud il Jadll EVAR-1 ulas ) gada ol
EVAR &l e &5y |se 5 ca sl allaall (aDle
Aliiae e o

5 sl

LK 8 ablae oal bl clasd L) cled e
EVAR ic sana & lof 280 ulS Laiy ¢yic sandl

A sl saldl o Y gad s radedll s AaNA
320l e s EVAR il il Jals 5y skl sl cilgal dalladl
sdefy Yl UK plin)y dawgd gad e Lad
cia giball Aallaall padlall e omsall Jla g L Al3)al)
'g;d“'“ _)g._\i\]l (350 ﬁ.;n_)ﬁ_)u saild ﬁ.'ﬁ:g YJ s EVAR u!—‘l
.L}'..\:'\u“)_‘.yl tllstéjﬁ_)al.ua:\.'l_ll:m.“}

CONCLUSION & COMMENT: The short-term
advantage of EVAR must be weighed against the lack
of demonstrated medium-term survival benefit and
higher costs for surveillance and reintervention. In
patients who are unfit for open repair, EVAR is costly

and offers no clinical advantage over medical
management. Follow-up will continue in both trials.
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for Coronary Revasculaization
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CONCLUSION: Quantitative grading of mitral
regurgitation is a powerful predictor of the clinical
outcome of asymptomatic mitral regurgitation. Patients
with an effective regurgitant orifice of at least 40 mm®
should promptly be considered for cardiac surgery.
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CONCLUSION: There was no evidence of adverse
effects on mortality with medium to long term use of
inhaled long acting beta2 agonist drugs. The
association with short acting beta(2) agonists has

several explanations, only one of which may be a
direct adverse effect.
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CONCLUSION: As compared with paclitaxel-eluting
stents, the use of sirolimus-eluting stents results in
fewer major adverse cardiac events, primarily by

decreasing the rates of clinical and angiographic
restenosis.
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Bronchodilator Treatment and Deaths From
Asthma: Case-Control Study

Anderson HR, et al.
BMI 2005 Jan 15;330(7483):117.
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CONCLUSION & COMMENT: The results of this
study, supported by a maker of omeprazole, suggest
that a 4-week course of omeprazole is superior to
ranitidine or cisapride for treating H. pylori-negative
dyspepsia (cisapride is used rarely now because of

safety concerns). Although the subgroup analyses are
only exploratory, they suggest that omeprazole’s
superiority to ranitidine (at least at these doses) is
achieved mainly among dyspeptic patients with
heartburn. Other interesting findings are that half of
patients didn’t respond to omeprazole and that a
substantial placebo response was noted.
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Sargramostim for Active Crohn’s Disease

Korzenik JR, et al.
N Engl J Med 2005;352:2193-201.
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Omeprazole vs Ranitidine for Dyspepsia

Brett AS.

Journal Watch 2005 Sep 1;25(17):140.

[Veldhuyzen van Zanten SJO et al. A randomized trial comparing
omeprazole.. Am J Gastroenterol 2005 ul; 100 1477-88]
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Recombinant Factor VII for Patients
With Intracerebral Hemorrhage

Brett AS.

Journal Watch 2005 Apr 1;25(7):55

[Mayer SA eta l. Recombinant activated factor VII...N Engl J Med 2005 Feb
24,352:777-85

Brown DL and Morgenstern LB. Stopping the Bleeding in...N Engl J Med 2005
Feb 24;352:828-30]
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CONCLUSION: This study was negative for the
primary end point, but findings for the secondary end
points suggest that sargramostim therapy decreased

disease severity and improved the quality of life in
patients with active Crohn’s disease.
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CONCLUSION: Our data suggest that erythropoietin
is a potent ischemia-induced angiogenic factor that

acts independently of VEGF during retinal
angiogenesis in proliferative diabetic retinopathy.
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Subclinical Hypothyroidism
and Pregnancy Outcomes

Casey BM, et al.
Obstet Gynecel 2005 Feb;105(2):239-45.
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CONCLUSION & COMMENT: In this study, tFVIla
improved 90-day clinical outcomes of patients with
intracerebral hemorrhage. However, an editorialist
regards these results as “preliminary.” Because of
numerous exclusion criteria, only a minority of
patients with intracerebral hemorrhage were enrolled
in this study; thus, generalizability remains an issue.
Appropriate patient selection is another important
issue because of the thromboembolic risks and the
extraordinary expense of rFVIIa: At the currently
listed Average Wholesale Price (US$ 2.04/ ng), a 160-
pg/kg dose would cost more than $20,000 for 70-kg
person.
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Erythropoietin as a Retinal Angiogenic Factor
in Proliferative Diabetic Retinopathy

Watanabe D, et al.
N Engl J Med 2005;353:782-92.
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CONCLUSION: For women in labor who have thick
meconium  staining of the amniotic fluid,
amnioinfusion did not reduce the risk of moderate or
severe meconium aspiration syndrome, perinatal death,
or other major maternal or neonatal disorders.
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Passive Immunization during Pregnancy
for Congenital Cytomegalovirus Infection

Nigro G, et al.
N Engl ] Med 2005;353:1350-62
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CONCLUSION: We speculate that the previously
reported reduction in intelligence quotient of offspring

of women with subclinical hypothyroidism may be
related to the effects of prematurity.
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Amnioinfusion for the Prevention of the
Meconium Aspiration Syndrome

Fraser WD, et al.
N Engl J Med 2005;353:909-17
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may be effective in the treatment and prevention of
congenital CMV infection. A controlled trial of this
agent may now be appropriate.

dadaliil) @BY) oy Aliiia L3N angi
doad | (st pell) Sand ) puag pd RSy
gl el cluiadl sad
Poor Correlation Between Genital Lesions

and Detection of Herpes Simplex Virus
in Women in Labor

Gardella C, et al.
Obstet Gynecol 2005 Aug;106(2):268-74.
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CONCLUSION: Treatment of pregnant women with

CMV-specific hyperimmune globulin is safe, and the
findings of this nonrandomized study suggest that it
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CONCLUSION: Treatment of early pregnancy failure
with 800 g of misoprostol vaginally is a safe and

acceptable approach, with a success rate of
approximately 84 percent.
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The Risk of Cesarean Delivery With Neuroaxial
Analgesia Given Early versus Late in Labor

Wong CA, et al.
N Engl ] Med 2005:352:622-65.
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CONCLUSION: Clinical diagnosis of genital herpes at
the time of labor correlates relatively poorly with HSV
detection from genital sites or lesions by culture or
PCR and fails to identify asymptomatic women who

have HSV in their genital secretions at the time of
labor.
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A Comparison of Medical Management
With Misoprostol and Surgical Management
for Early Pregnancy Failure

Zang I, et al.
N Engl J] Med 2005;353:761-9.
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CONCLUSION & COMMENT: Without a placebo
group (which the authors considered impractical in a
primary care-based study), it is uncertain how much
value either intervention had. Moreover, no data were
reported on short-term pain relief, an important
outcome clinically and economically. Still, the authors
and editorialists suggest that acute back pain might be
treated most effectively when baseline patient
characteristics guide the choice of physical or

behavioral therapy (or a combination of the two).
Studies of this intriguing hypothesis are sure to follow.
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Restless Legs Syndrome:
Fairly Common, Very Disruptive

Schwenk TL.

Journal Watch 2005 Jul 15;25(14):109

[Allen RP et al. Restless legs syndrome prevalence.. Arch Intern Med 2005 Jun
13:165:1286-92]
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CONCLUSION: Neuroaxial analgesia in early labor
did not increase the rate of cesarean delivery, and it

provided better analgesia and resulted in a shorter
duration of labor than systemic analgesia.
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Should Primary Care for Acute Back Pain
Include Behavioral Therapy?

Soloway B.

Journal Watch 2005 Aug 1;25(15):122-3

[Hay EM et al,Comparison of physical treatments.. Lancet 2005 Jun
11;365:2024-30

Shekelle PG and Delitto AM. Treating low back pain. Lancet 2005 Jun
11;365:1987-9]
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treatment and emphasize the need to target therapy to
patients who meet specific diagnostic criteria.
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Extracorporeal Shock Wave Therapy
for Tennis Elbow

Allan S. Brett, MD.

Journal Watch 2005 Jul 15;25(14):115

[Pettrone FA and McCall BR. Extracorporeal shock wave therapy...J Bone
Joint Surg Am 2005 Jun;87:1297-304]
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CONCLUSION & COMMENT: This
probably the largest and most representative
population-based view of the prevalence and
functional effect of RLS to date. The prevalence of
clinically meaningful RLS is much lower than that of
any RLS, but its influence on affected individuals is

considerable. Recent reviews by the American
Academy of Sleep Medicine outline available drug
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CONCLUSION: A regimen of total lymphoid
irradiation plus antithymocyte globulin decreases the
incidence of acute GVHD and allows graft antitumor
activity in patients with lymphoid malignant diseases

or acute leukemia treated with hematopoietic-cell
transplantation.
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Costimulation Blockade With Belatacept
in Renal Transplantation

Flavio Vincenti, et al
N Engl J Med 2005;353:770-81
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CONCLUSION & COMMENT: Despite the positive
results of this trial, the jury is still out on ESWT for
tennis elbow. The authors discuss five other
randomized trials published since 2002, only one of
which demonstrated a benefit of ESWT. These trials
differed in several ways that could explain the variable
outcomes (e.g., dosing schedules, duration of

symptoms, use of concurrent therapies such as
NSAIDs).
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Protective Conditioning
for Acute Graft-versus-Host Disease

Lowsky R, et al.
N Engl J Med 2005;353:1321-31
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CONCLUSION: This report documenting the
transmission of rabies virus from an organ donor to
multiple recipients underscores the challenges of

preventing and detecting transmission of unusual
pathogens through transplantation.
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Forgetting Numbers in Old Age:
Strategy and Learning Speed Matter

Derwinger A, et al.
Gerontology 2005 Jul-Aug;51(4):277-84,
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CONCLUSION: Belatacept, an investigational
selective costimulation blocker, did not appear to be
inferior to cyclosporine as a means af preventing acute
rejection after renal transplantation. Belatacept may

preserve the glomerular filtration rate and reduce the
rate of chronic allograft nephropathy.
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Transmission of Rabies Virus
Fom an Organ Donor to Four Transplant
Recipients

Srinivasan A, et al.
N Engl J Med 2005;352:1103-11

elmel ilia (e 4 5 2004 Qe i Al ddl
peiibia) 15850 ke mile (ya (Rl ) Aadals a8y ¢ JS)

sl Jsena ¢ lad el
slac¥) milad dpdall el dxal e Cad dud yall A3k
Sl glall Bl clie Cuasdy bl

i



JSlia 1o 3aY el amy i) ClES) () Al ) Aals
Sy eyl sal s jalia Al s ASslay 48 ey A laial
V) o Y ad V) Liad oLV (sal 6oy 5 ) ESY) e
W e o ils Jea Julal

Gl o (e Gldare daal jan Gialy B Al A5y
S 13800 chea saaidl dSlad) 8 AV sk deles
8 3V 5l amy gy el o goal s L edlibil
Mgl A mla QLS Gl pladiuly auld
ed 21 ase 2n oAl 5oe ol i goal . oaiad
bl sy sa Sl A Yl Ll el
SR R FPON Y. S SR CA PO AT BN NS
3.5 e b JELY) o AL, Akl Ul
LA

:Ej\ﬁﬂ‘

Gsdias agd e WY e %4 Sl (0 %10 Caia —
Lol &3._:.\.&': & SEsYL

G A Sy ) A, elaaV) (5 gl Jania aay -
Y QS S 21 el N sl el g gl
ool Sl ASsle sl g Uafise a0 W
JulY) sal (Rpible o sl

Al il e Jla il say gl e O LESY oS & -
- sSA (gal Jali Ja i g A0S gl il plaialy ala JSy Jas
IS cled) Q) b il Gl o B oasy Wb -
opiall e sU (2] Banat) 2S Lo el jlacaly Unsi 5
waadl 5 Al Gl janl e Al el bda rEdedll ; AaDlAl
JLiny sVl gl Jaol Gleg) byl A
il o cang Al dilad o)y Y Al dddaall el jal
oAl s ek el e T el
Syl sk e 5aY 0 ) oL QLS (5 el
CONCLUSION & COMMENT: This study invites
further investigation of the prevalence and effects of
postpartum depression in men to complement the
extensive literature in women. Further research should
draw greater attention to the role of fathers in child
development, as well as the clinical implications of

paternal postpartum depression for the developing
family.

=

B ciedl gal 3 KIAL ddbd Sla¥l ) A el Aala
Coyny oy ccapall bl il e uld OS5 @)
fLaY) o e BN 83 S Cup ASd e JAE) Y
oV s es Aalatiall

Gad s A all eda Ge put N Cangdl o) Al Caw
Dlee¥) A ) Sl gleall s e 59 Qi Allad
ol Jare e alall Ao 80 g jan QIS Aesiiall
Lepanl i aaliy Qe pladiul &5 rdad 455k
AV G S Al Sl el ALY Adad aadiy
-38L5 e pana Al all cilad L€ ¢ A oyl Ak iy
83-60 i pb leel i gl 5 18 jLia 20 e gene IS Cian
Sy el A 6 558 lial ke ey ull Nl aey LA
Ve ENA Clepeadl 4 oS oliall eldl ozl
e e B Attt B el (s el e Rt
ol SE A culs G oAl e
3 n.:-} 'L.):.‘:‘:.‘;'.ﬁ'd'l L')_,.I:lc-}o_;aﬁ ;l..u.u..ﬁ ‘E,,;*I‘Jlll L'_\.JJ.J:L‘.‘I ELC._}A;.A
e oy coglhall lwal) §galy il o S L ol el e
el ks e 8 Ulgasi |5yl

05 B A Cyoxll ddaa o Akl sl edn DA
& 5S4 giall AN planll Ay plal Aaud O e D
Aadiiall e 4 skl gad) o a6 Y1 gl s
CONCLUSION: These data indicate that self-
generated strategy training may have advantages over

learning a classical mnemonic for preventing long-
term forgetting of numeric materials in old age.
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Paternal Postpartum Depression
Correlates With Later Behavior Problems in Sons

Soloway B.

Journal Watch 2005 Aug 1;25(15):123

[Ramchndani P et al. Paternal depression in the posinatal.. Lancet 2005 Jun
25;365:2201-5

Solantaus T & Salo S. Paternal postnatal depression.. Lancet 2005 Jun
25;365:2158-9]
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CONCLUSION: The majority of patients in each
group discontinued their assigned treatment owing to
inefficacy or intolerable side effects or for other
reasons. Olanzapine was the most effective in terms of
the rate of discontinuation, and the efficacy of the
conventional antipsychotic agent perphenazine
appeared similar to that of quetiapine, risperidone, and
ziprasidone. Olanzapine was associated with greater

weight gain and increases in measures of glucose and
lipid metabolism.
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Salt, Salted Food Intake, and Risk of
Gasric Cancer: Epidemiologic Evidence

Tsugane S.
Cancer Sci 2005 Jan;96(1):1-6
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Effectiveness of Antipsychotic Drugs
in Patients With Chronic Schizophrenia

Lieberman JA, et al.
N Engl ] Med 2005;353:1209-23
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CONCLUSION: We conclude that consumption of
miso soup and other soya foods may reduce HCC risk.
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A Large Cohort Study of Aspirin and Other

Nonsteroidal Antiinflammatory Drugs
and Prostate Cancer

Jacobs EJ, et al,
J Natl Cancer Inst 2005 Jul 6;97(13):975-80.
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CONCLUSION: Based on substantial evidence about
the association between salt and salted food intake and
the risk of gastric cancer from ecological, case-control,
and cohort studies conducted in Japan and other
countries, as well as mechanistic plausibility, dietary
modification involving less salt and salted food intake

is a practical strategy with which to prevent gastric
cancer.
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Relationship of Hepatocellular Carcinoma

to Soya Food Consumption:
a Cohort-Based, Case-Control Study in Japan

Sharp GB, et al.
Int J Cancer 2005 Jun 10;115(2):290-5
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CONCLUSION: Risk factors for breast cancer after
the diagnosis of benign breast disease include the

histologic classification of a benign breast lesion and a
family history of breast cancer.
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CONCLUSION: These results support the hypothesis

that long duration regular NSAIDs ‘use is associated
with modestly reduced risk of prostate cancer.
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Benign Breast Disease
and the Risk of Breast Cancer

Hartmann LC, et al.
N Engl J Med 2005;353:229-37.
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may identify women at the greatest risk of > or = CIN3
and may permit less aggressive management of other
women with oncogenic HPV infections.
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Cervical Dysplasia in Adolescents Can Be
Progressive

Rebar RW.
Journal Watch 2005 Sep 13;25(18):143.

[Wright JD et al. Cervical Dysplasia in adolescents. Obstet Gynecol 2005 Jul;
106:115-20]
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Papillomavirus (HPV) Type 16 or 18 and the
Possible Utility of Type-Specific HPV Testing
in Clinical Practice

Khan MJ, et al.
J Natl Cancer Inst 2005 Jul 20:97(14):1072-9.
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CONCLUSION: HPV screening that distinguishes
HPV16 and HPV18 from other oncogenic HPV types
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CONCLUSION: Serum osteopontin levels can be used
to distinguish persons with exposure to asbestos who

do not have cancer from those with exposure to
asbestos who have pleural mesothelioma.
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Age-Related Prevalence of Anal Cancer Precursors
in Homosexual Men: The Explore Study

Chin-Hong PV, et al.
J Natl Cancer Inst 2005 Jun 15;97(12):896-905.
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CONCLUSION & COMMENT: These data indicate
that cervical abnormalities in adolescents behave
similarly to those in older women, with significant risk
for progression to high-grade cervical dysplasia.
However, because progression to invasive cervical
cancer is exceptionally rare in adolescents, current
guidelines call for cytologic follow-up alone at 6 and
12 months for teens with LSILs. In addition, in a
recent study, researchers documented low risk for
progression in young women with LSILs. Given the

disparate findings between studies, management plans
should be individualized.
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possibly reflecting their ongoing sexual exposure to
HPV.
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Tissue Engineered Fetal Skin Constructs for
Paediatric Burns

Hohlfeld T, et al.
The Lancet 2005;366:840-842.
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CONCLUSION: This simple technique provided
complete treatment without auto-grafting, showing that

fetal skin cells might have great potential to treat burns
and eventually acute and chronic wounds of other

types.
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Family-Based Association Between
Alzheimer’s Disease and Variants in UBQLN1

Bertram L, et al.
N Engl J Med 2005;352:884-94.
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CONCLUSION: Sexually active HIV-negative MSM
in all age groups have a high prevalence of ASILs,
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CONCLUSION: The level of circulating CD34+

KDR+ endothelial progenitor cells predicts the
occurrence of cardiovascular events and death from
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CONCLUSION & COMMENT: This is the first
technology that can reliably detect small quantities of
prions in blood. Currently, the technology is too slow
(several days per sample) to be practical for screening
blood bank donations. Moreover, the investigators
have not yet shown that the technology can detect
prions in the blood of infected animals or humans that
are not yet symptomatic from prion disease--the
primary group for whom blood screening is important.
Nevertheless, improvements in this technology could

lead to an effective way of screening the blood supply
for prions.
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Circulating Endothelial Progenitor Cells and
Cardiovascular QOutcomes
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possibly by influencing alternative splicing of this
gene in the brain.
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Type II Collagen Gene Variants and
Inherited Osteonecrosis of the Femoral Head

Liu Y-F, et al.
N Engl J Med 2005;352:2294-301
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CONCLUSION: All the patients with familial ANFH
whom we studied carried COL2AI mutations. In
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cardiovascular causes and may help to identify patients
at increased cardiovascular risk.
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Family-Based Association Between
Alzheimer’s Disease and Variants in UBQLN1

Bertram L, et al.
N Engl J Med 2005;352:884-94.
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CONCLUSION: Our findings suggest that genetic

variants in UBQLN1 on chromosome 9q22
substantially increase the risk of Alzheimer's disease,
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biology with statistical modeling makes great sense.
Furthermore, each of the four proteins that emerged is
a plausible marker. However, the number of patients
tested is relatively small, which creates a wide
confidence interval around the estimates for sensitivity
and specificity. Moreover, even if this test were
approximately 95% sensitive and specific in detecting
early ovarian cancer, it would have a low positive
predictive value if it were used as a screening test.
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MicroRNAs Play Central Role in Cancer

Komaroff AL.

Journal Watch 2005 Aug 1;25(15):122

[Lu J et al. MicroRNA expression profiles...Nature 2005 Jun 9;435:834-8

He L et al, A microRNA polycisrton as a .. .Nature 2005 Jun 9;435:828-33
O’Donnell KA et al. c-myc-regulated microRNAs modulate... Nature 2005 Jun
9;435:839-43

Meltzer PS. Small RNAs with big impacts. Nature 2005 Jun 9;435:745-6]
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families with ANFH, haplotype and sequence analysis
of the COL2A]I gene can be used to identify carriers of
the mutant allele before the onset of clinical
symptoms, allowing the initiation of measures that
may delay progression of the disease.
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Testing for Four Proteins
Detects Early Ovarian Cancer

Komaroff AL.

Journal Watch 2005 Jul 15:25(14):112

[Mor G et al. Serum protein markers for early...Proc Natl Acad Sci U S A 2005
May 24;102:7677-82]
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CONCLUSION & COMMENT: Finding markers of
early ovarian cancer by combining state-of-the-art
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CONCLUSION: SEER-based tissue resources
represent a step forward in true, population-based
tissue repositories of tumors from US patients and may

serve as a foundation for molecular epidemiology
studies of cancer in this country.
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CONCLUSION & COMMENT: Through analysis of
the miRNA fingerprint of tumors, this research could
lead to improved diagnostic and prognostic
information. These findings also are likely to lead to a
better understanding of the biology of human tumors,
now that a role for miRNAs in cancer has been
revealed. An editorialist states that these studies
“change the landscape of cancer genetics.”
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Tissue From Population-based Cancer Registries:
a Novel Approach to Increasing Research Potential

Goodman MT, et al.
Hum Pathol 2005 Jul;36(7):812-20.
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1) Hemoglobin of 11 gm/dL

2) B-HCG of 90 MIU/mL

3) Regression of placental volume coincident with
a marked reduction in vascularization.

The patient remains asymptomatic and stable.

DISCUSSION

The adage "the eye does not see what the mind does
not think” was well demonstrated in this patient. The
diagnosis of abdominal pregnancy continues to be a
challenge potentially resulting in a delay in diagnosis
and appropriate treatment. In this patient, the diagnosis
was delayed due to her admission with a presumptive
diagnosis of intrauterine fetal death at 29 weeks
gestational age. The presence of a midline suprapubic
mass coinciding with a gravid uterus of 29 weeks,
along with initial obstetric scans done in the private
sector, and our hospital confirming an” intrauterine
fetal death” compatible with a gestation of 29 weeks
lulled us into a feeling of false security. Repeated
failed attempts at induction of labor are highly
suggestive of extrauterine pregnancy. This, along with
a confirmatory scan ultimately confirmed the diagnosis
of ectopic abdominal pregnancy.

The episode of persistent epigastric pain, gradually
increasing in intensity could have been a result of
episodic bleeding from the placental site into the
abdominal cavity.
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Overall, approximately 1% of ectopic pregnancies
are abdominal pregnancies. These can be life
threatening even when surgical intervention with
laparotomy is performed.” A high index of clinical
suspicion and the application of strict diagnostic
criteria are necessary to make a diagnosis. Most
abdominal pregnancies arise due to partial rupture of a
tubal pregnancy.

In 1942, Studdford * set the criteria for the diagnosis
of a primary abdominal pregnancy. The occurrence of
a primary peritoneal implantation is a rarity. Placental
attachment to the uterus appears to be a factor related
to fetal survival and maternal morbidity." What,
however, represents the minimal placental -maternal
viscous contact necessary to achieve fetal viability
remains debatable. In 1995, Dubinsky et al.* reported
on fetal survival in abdominal pregnancy after
reviewing 11 cases. The authors commented that the
four fetuses that survived had either a partial or
complete attachment of the placenta to the uterus,
apparently ensuring an adequate blood supply for
survival.

Lately, extended field of view sonography has been
put forth as a useful tool in the diagnosis and
management of abdominal pregnancy. > The authors
also underscored the shortcomings of MRI with
respect to localizing the site of placental attachment.’
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Figure 1. USS depicting the empty uterus (dotted line), placental attachment to the peritoneum, and part of the fetal trunk.

abdominal pregnancy was confirmed (Figure 1).
Laparotomy was performed with a general surgeon in
attendance. A dead fetus of approximately 28-30
weeks of gestation, birth weight 1100 grams, wrapped
in grossly thickened membranes, was removed. The
fetus appeared macerated. There was no evidence of
hemoperitoneum. The placenta appeared luxuriant and
was attached exclusively to the parietal peritoneum,
some parts of the omentum, and the visceral
peritoneum. The ovaries and both tubes appeared
normal with no evidence of injury. There were no
signs of uteroperitoneal fistula.

The slightest placental manipulation resulted in
appreciable active bleeding from the parietal
peritoneum and was controlled by the general surgeon.

12652

Pitfalls in the Diagnosis. ..

The placenta was left in situ, and the skin was closed
after partial rectus sheath closure. Postoperatively, the
patient was given prophylactic broad spectrum
antibiotics.

The postoperative period was uneventful.
Hemoglobin was 10.5 mg/dL, B-human chorionic
gonadotrophin (BHCG) was 994 MIU/mL. The patient
was given a single dose of intravenous methotrexate.
Repeated (BHCG) revealed a downward trend. She
was discharged in a stable condition on the 8™ post-
operative day, and was monitored periodically. We
assessed placental involution by measuring serum -
HCG and by using color and pulsed Doppler
sonography. The first follow wup 6 weeks
postoperatively revealed:

-
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PITFALLS IN THE DIAGNOSIS OF A CASE OF
PRIMARY ABDOMINAL ECTOPIC PREGNANCY

Fathia Al-Jama, MD, Rachana Chibber, MD
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ABSTRACT

Primary peritoneal ectopic pregnancy is a rare and life threatening form of ectopic abdominal pregnancy. We
report a case of third trimester abdominal pregnancy with exclusive peritoneal-omental insertion of the placenta

and fetal death.
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INTRODUCTION

Although abdominal pregnancy is rare, it is
associated with high fetal and maternal mortality rates.
In the United States, there are 10.8 abdominal
pregnancies per 100,000 births and 9.2 abdominal
pregnancies per 1000 ectopic gestations.' The risk of
dying of ectopic pregnancy is 90 times greater than
with an intrauterine pregnancy. The overall maternal
mortality rate is estimated at 0.5% to 8%.” Treatment
of our case was delayed due to a delay in diagnosis
owing to its unusual presentation.

CASE REPORT

A 29-year-old woman, gravida 3, para 2, abortion 0,
was admitted through our emergency department with
an ultrasonically confirmed diagnosis of “intrauterine
fetal death” at 29 weeks’ menstrual age. This patient
was completely asymptomatic on admission with no
history of dyspepsia, vaginal bleeding, and lower
abdominal or pelvic pain since the onset of this
pregnancy. She was not anemic, and pre-operative
hemoglobin remained at 11.2 mg/dL.

JABMS 2005:7(3):264-6E

On physical examination, this young woman, with
no evidence of anemia and normal vital signs, had
a midline suprapubic mass concomitant with a
symphysis-pubis fundal height of 30 cm, with a boggy
feel on palpation. The abdomen was soft, with no
tenderness. On vaginal examination, there was no
vaginal bleeding or discharge.

As an in-patient, pelvis ultrasound was repeated by
a senior registrar and a misdiagnosis of “intrauterine
fetal death” at a gestation age of 29 weeks, with
Spalding sign present was documented. Subsequent to
the diagnosis of intra-uterine fetal death, she was
repeatedly and unsuccessfully induced with
prostaglandin E,, (PGE,) vaginally over a period of ten
days. She developed persistent epigastric pain along
with dyspepsia and tenderness in the epigastric area
from the 7 day of hospitalization. There was no
clinical evidence of acute abdomen, and the
hemoglobin remained consistent at 11.2 mg/dL. She
was treated unsuccessfully with antacids for the
presumed gastritis.

Pelvic  ultrasonography = was repeated on
hospitalization day 10, by the first author, and ectopic
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to receive 0.2 percent GTN ointment, and 26 patients,
15 women, median (range) age 41 (25-72) years
received 2 percent DTZ cream. The groups were
similar with regard to age, sex and duration and nature

e T s Lot ot e |

of symptoms (Table 1).

GTN b1z

N=26 N=26
Mean age +/- SD 37.54/-2.7 | 39.4+/-3.5
Sex ratio M: F 11:15 11: 15
Mean duration
of symptoms +/-SD (weeks) STt SN2
Pain 26 26
Bleeding 22 23
Anal pruritus 16 18
Discharge 13 15

Table 1. Patient demographic and symptom profile.

After 6-8 weeks of treatment 20 of 26 patients in the
GTN group experienced side effects, compared with
10 of 26 in the DTZ group (P = 0.01). Other side
effects are reported in Table 2. There was less pain in
both groups during treatment, with no significant
differences between the groups at any point during the
study.

GTN DTZ
Nedsl Nedeh
Headaches 14 6 0.01
Gastrointestinal effects 3 2
Pruritus ani 2 1
Other 1 1
Total 20 10 0.01

1’=8.14 df=2
Table 2. Profile of side effects.

At 8 weeks, 22 of 26 patients in the GTN group
were deemed to be healed (n=12) or improved (n=10),
compared with 20 of 26 patients in the DTZ group (8
healed, 12 improved) (P=0.21) Table 3.

GTN DTZ

P value

N=26 N=26
Healed 12 8
Improved 10 12
Total 22 20 0.21

y2=1.16 df=2

Table 3. Healing and symptomatic improvement
after 8 weeks of treatment.
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On comparing the two groups at various time
intervals during the treatment period, there were no
differences regarding pulse rate and diastolic blood
pressure from the base line readings.

At the 12 week visit, three patients had recurrence
after healing in the GTN group, whereas none of the
patients in the DTZ group had such recurrence.

DISCUSSION

This study shows that patients who used 2 percent
DTZ cream for the treatment of chronic anal fissure
experienced fewer side effects than patients applying
0.2 percent GTN ointment (P=0.01), although
therapeutic efficacy was similar for both preparations.
(P=0.21). However the number of headaches reported
was significantly fewer than with the GTN group,
P=0.01(Table 2).

Headaches were not reported in a previous case
series using DTZ," but neither were they reported in
the initial case series using nitrates.'®'® Non-specific
gastrointestinal side-effects (abdominal pain, nausea,
vomiting, diarrhea) are known to occur among patients
using GTN for cardiovascular purposes.lg Perineal
itching or pruritus during treatment may be due to the
cream or ointment formulation or perhaps sphincteric
relaxation that results in perineal soiling, however,
none of these patients reported any incontinence.

In this study there was no significant difference
between the treatments with regard to healing or
symptomatic improvement (P=0.21). Other series
have reported that treatment for more than 8 weeks
results in better healing rates,'* but those remain
inferior to surgical sphincterotomy which is the
treatment of choice for patients who do not improve
with  pharmacological internal anal sphincter
relaxation.

Early recurrence will presumably remain a problem
with all methods of pharmacological sphincter
relaxation, as the anal resting pressure may revert to
pretreatment levels on stopping treatment.

CONCLUSION

Two percent DTZ cream, because of its minimal
side effects may be regarded as the preferred first-line
treatment for chronic anal fissure.

-
B2




INTRODUCTION

Anal fissure is a common medical problem. It
affects both sexes equally.' It is characterized by pain
and rectal bleeding. The treatment of acute anal fissure
is conservative;” however, the standard treatment for
chronic anal fissure (defined as symptoms lasting for
more than 8-12 weeks, with horizontal muscle fibers
showing at the fissure base and/or the presence of a
sentinel tag) has been lateral sphincterotomy” or rarely,
anal dilatation. Both of these treatments cause
significant short-and long-term morbidity with
incontinence rates of up to 30 percent.*”

The ischemic nature of chronic anal fissure is due to
high resting anal pressure.® Various medical therapies
have now been introduced to reduce the resting anal
pressure and to improve the blood supply to the
affected anoderm and thus enhance healing. The agents
used have been glyceryl trinitrate (GTN) ointment,””
botulinum  toxin,'  nifedipin,'""*  diltiazem
hydrochloride (DTZ), and bethanechol. "> All of these
treatments have been shown to reduce the mean
maximum resting anal pressure by 23-30 percent.
Glyceryl trinitrate has been studied most extensively in
various series.”*'® It has an efficacy of 68 percent
when used as a 0.2 percent ointment,® but headaches
are a major side-effect. Oral nifedipine'> and oral
DTZ" also cause headaches and postural hypotension.
Topical 2 percent DTZ cream holds the promise of
causing few or no side effects,"'* while being equally
efficacious in reducing the mean maximum resting
anal pressure. In this study, comparing 0.2 percent
GTN ointment with 2 percent DTZ cream, the primary
end point was the relative incidence of side effects of
treatment. Secondary end points were the efficacy of
treatment and early recurrence.

METHODS

In March 2003, consecutive adult patients with
symptomatic chronic anal fissure were enrolled
randomly to one of the two treatment groups. After
exclusion of patients lost to follow up, there were 26
patients in each group. The inclusion and exclusion
criteria are listed below.

Inclusion criteria: Diagnosis of chronic anal fissure

(anterior or posterior midline) based on presence of
two of the following three criteria:

Randomized Clinical Trial...
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-Pain after defecation lasting for more than 3 months
(with or without bleeding, pruritus and/or discharge).
-Presence of a sentinel anal tag.

-Exposure of the horizontal fibers of the internal anal
sphincter.

Exclusion criteria:
-Patients with acute fissure.
-Fissure was associated with other conditions (e.g.
inflammatory  bowel  disease, anal cancer,
tuberculosis).
-Women who were pregnant or lactating or wishing to
become pregnant.
-Patients with significant cardiovascular conditions.

All patients underwent a pretreatment evaluation
that included clinical inspection of the fissure,
proctoscopy or sigmoidoscopy. If this was not possible
at the first visit because of pain, it was completed at a
subsequent visit.  Patients applied the allocated
treatment, 0.2 percent GTN ointment or 2 percent DTZ
cream, by fingertip to the anus, twice daily for 6
weeks. If at 6 weeks the treatment was considered to
have improved but not to have healed the fissures, a
further 2 weeks of the same treatment was given and
the patient was seen at 8 weeks.

At 3, 6,9, 12 weeks of follow up, the treatment was
considered successful if the fissure had healed.
Persistence of the fissure in the absence of symptoms
was considered to be symptomatic improvement. Pulse
and blood pressure readings were taken at each visit
and all side effects were recorded. If the fissure
persisted at the 6-week evaluation, the examiner could
decide to offer the patient lateral internal
sphinecterotomy.

We depended on the subjective symptoms of the
patients and the objective findings before, during, and
after treatment, which correlated with the degree of
reduction of the resting anal pressure. We used the chi
square test (¥) to detect significant differences
between the two groups. P value <0.05 was considered
the minimum for statistical significance.

RESULTS

Fifty-two consecutive patients with chronic anal
fissure were enrolled; 26 patients, 15 women, median
(range) age 38 (23-70) years were randomly assigned

-
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RANDOMIZED CLINICAL TRIAL ASSESSING THE SIDE EFFECTS OF
GLYCERYL TRINITRATE AND DILTIAZEM HYDROCHLORIDE
IN THE TREATMENT OF CHRONIC ANAL FISSURE
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Ibtesam K.S. Al-Shadydy

ABSTRACT

Objective: To compare the side effects of 0.2 percent glyeryl trinitrate (GTN)ointment and 2 percent diltiazem
hydrochloride (DIZ) in the treatment of chronic anal fissure.

Methods: A prospective randomized clinical trial with 26 patients in each group was instituted in order to
compare the side effects of the 2 agents. Treatments were applied perianally twice daily for 6-8 weeks.

Results: Both groups were comparable in patient demographics and clinical characteristics. There were more
side effects with GTN (20 of 26 patients) than with DTZ (10 of 26 patients), P=0.01. In particular, more headaches
occurred with GTN (14 of 26 patients) than with DTZ (6 of 26 patients), P=0.01. There were no significant
differences in healing and symptomatic improvement rates in the two groups: 22/26 in the GTN group and 20/26
in the DTZ group.

Conclusion: There were no significant differences in the healing or improvement of chronic anal fissures

between the two groups. DTZ caused substantially fewer headaches than GTN ointment and, thus, may be the
preferred first line treatment for chronic anal fissures.

sagdl sails

Akl 355K a8 a S5 %0.2 GTN A2 i puealall il 55 aa e Jlanind psladl i 20 &5 i tiuad jall Ban
sl a3 34 dalles b %2 DTZ

Agalall gl 4356 Ao gane IS b Ly ye 26 Caacia il g (R8LEM) Aliin Ty 5 e Aud 3 oy al sl jall Ay yha
ot 86 524l 4 slly (4 0 Limaiasa (ppadiianall (ppadlall

20) GTN Juasiudy 51 G iyl Ciam s Ayl 22 sl il (o oot sl (i pame S6IS sl
Lm0 26 (3 14 (530 38 35 53 g hacall deals s <(0.01=P) (Lima 30 26 (50 10) DTZ  Jlaxindl S0LED (ye (Lazngia 26 030
Sl cpuny (NI 3 saly R Ly oy ((0.01-P) DTZ e sena o Ly 3o 26 ¢ 65 GTN dcsens (3¢
DTZ 4c sasa 3t bing 3026 34 205 GTN e gaps oya bimg 30 26 54 22 t05fic panall b &gy ol

s Ji placall S - cufic ganal o a3l a ol BAY ity S b Ja gale (ORI Ll ol 0a b Ly o sAaMA)
e e Lm0 2 Na ol Mabe (3583 3 13 GTN b e Juastiad Si 4ia DTZ 4y S Jlasiicd

TABMS 2005;7(3):260-3F

*Ibtesam K.S. Al-Shadydy, MD, Consultant Surgeon, Assistant Professor Department of Surgery, Al-Kindy Medical College, Baghdad Irag.
E-mail Alshididi @yahoo.com.

-




oard of Medical Specializations

initiating treatment at a significantly earlier stage than estimate the risk of prostate cancer in a given patient,
would ever have been possible in the past. no PSA level exists below which there is no risk of
cancer. PSA is clearly superior to the PAP in detection

CONCLUSION of cancer path.
Our study confirmed that the ratio of PSA f/t was The results in Sudanese patients are comparable to

more sensitive and specific compared to tPSA and those reported in the literature.
PAP in Sudanese patients Though PSA levels can
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f/t PSA was 85.7% and specificity was 77.3%. For
PAP the sensitivity was 63.6% and specificity was
36.4%.

Sensitivity | Specificity
PSA ratio 85.7% 77.3%
Total PSA 82.6% 71.4%
" PAP 63.6% 36.4%

Table 3. The sensitivity and specificity
of tPSA, f/t PSA ratio, and PAP.

DISCUSSION

It is well recognized that prostate cancer is a major
cause of worldwide morbidity and mortality. It has
been estimated that 678000 men worldwide were
diagnosed with prostate cancer, and 221000 men died
of the disease in the year 2002 alone.™

Prostate specific antigen, PSA, has been proven to
be a tumor marker for early detection of prostate
cancer and monitoring patients for disease
progression."’ Despite the benefit of PSA in monitoring
and diagnosing prostate cancer, there is a continued
effort to enhance test specificity, especially in early
detection and population screening. Several PSA
derivatives are known to increase the specificity of
PSA including ranges, velocity and density.'®

Free:total PSA.

In this study, there were highly significant statistical
differences between those with prostate carcinoma
(PCa) or benign prostatic hyperplasia (BPH) for f/t
PSA. This finding is in agreement with the findings of
Carter et al ¥, who reported that the f/t ratio was
significantly lower in patients with prostate cancer
than in those with BPH.

Table | shows a highly significant difference
between those with cancer and BPH for tPSA, fPSA,
PAP, and f/t PSA. Patients with PCa had a
significantly lower f/t PSA ratio compared with BPH
patients.

Our result showed that total and free PSA were
significantly higher in cancer patients compared to
BPH patients and that the proportion of serum PSA in
complex with ACT is significantly higher in cancer
compared to BPH in contrast with previous
findings.'”'® This may be due to structural changes in
the PSA molecules produced by cancer cells.

Table 2 demonstrates that there was a highly
positive correlation (r = .86 and .72) between free PSA
and total PSA levels in cancer and BPH patients
respectively. In this study there was a positive
correlation between age and f/t PSA ratio (r = 0.67) in
cancer patients (data not shown)

Sensitivity and specificity of PSA.

The ideal choice of a PSA threshold for biopsy
should maximize the ability of the screening test to
differentiate those patients with the disease from those
without This capacity is measured as sensitivity and
specificity of the test; however, an estimate of a true
sensitivity and specificity of PSA testing is difficult to
obtain due to the effect of verification bias."T able 3
shows the sensitivity and specificity of tPSA, f/t PSA
ratio, and PAP. Sensitivity of tPSA was 82.6% and
specificity was 71.4%, while sensitivity of f/t PSA was
85.7% and specificity was 77.3%. For PAP, the
sensitivity was 63.6% and specificity was 36.4%.
Verification bias is introduced into any screening test
when the disease status is not determined in all patients
who are screened. In the case of prostate cancer,
transrectal ultrasound-guided biopsy is necessary to
definitively determine disease status; however,
prostate biopsy is not performed in all men who
undergo PSA screening."”

Prostate acid phosphatase PAP.

In addition, this study revealed that the mean of
PAP was significantly higher in prostate carcinoma
(PCa) patients compared with benign prostatic
hyperplasia (BPH) patients. In spite of its highly
significant difference in this study, in contrast with
previous findings,'™" this may be due to its elevation
in several malignant conditions, such as multiple
myeloma and bone metastases of other cancers. In this
study, it was found that there was a positive correlation
between free and total PSA in both groups of patients.
There was no significant difference between the ages
of patients with prostate cancer or BPH, but there was
a correlation between age and PSA ratio (r =.67) in
cancer patients. This follows the knowledge that BPH
and PSA are diseases of age; their incidences increase
after age 40 until they reach a peak in the eighth
decade.'®

There is no doubt that PSA has revolutionized the
diagnosis of prostate cancer since its advent in the
1980s.We are now identifying the disease and

-
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obtained by vein puncture before any manipulation of
the prostate; the serum was stored at 80 C° and
thawed immediately before analysis. The free and total
prostate-specific antigens were assessed using an
immunoradiometric assay (Skybio, London, UK)
based on two anti-PSA antibodies: 'I- labeled and
solid phase. All tubes were counted for 100 seconds on
a multi-well gamma counter, and data were processed
by a computer program. A standard curve was drawn
as (% bound/ total counts) vs. log free PSA
concentration.  Quality control and samples were
determined by interpolation. The PAP was assessed
by enzymatic colorimetric method (Spin-react
Company, Spain). The mean STD and percentiles
were calculated and the differences between means
were analyzed using the Student unpaired ¢ test. All
data were analyzed by using the SPSS computer
program and P<0.05 was considered to be statistically
significant.

RESULTS

The mean age of our 116 patients was 65 years
(range 40-90). Of these patients, 70 had benign
prostate hyperplasia and 46 had prostate cancer. There
were 40 healthy men in the control group.

Table 1 shows a highly significant difference
between those with cancer or BPH for tPSA, fPSA,

PAP, and f/t PSA. The patients with PCa had a
significantly lower f/t PSA ratio compared with BPH
patients.

Mean +/-SD Significance
Total PSA (ng/ml) T o
BPH pts 11.21 +/-10.41 000
Ca. pts 192.14+/-189.68
Free PSA (ng/ml)
BPH pts 3.17+/-3.69 .000
Ca. pts 14.66+/-15.28
PAP (U/L)
BPH pts 0.99+/-0.44 001
Ca. pts 8.57+/-12.07
' PSA Ratio
~ BPH pts 28.93+/-18.56 .000
_Ca.pts 12.06+/-11.59

Table 1. The concentration (mean+/-SD) comparison
of total PSA, free PSA, PAP, PSA ratio, levels in BPH
and cancer patients.

Table 2 demonstrates a highly positive correlation (r
= .86 and .72) between free PSA and total PSA levels
in cancer and BPH patients respectively. In this study
there was a positive correlation between age and f/t
PSA ratio (r = 0.67) in cancer patients (data not
shown).

Table 3 shows the sensitivity and specificity of
tPSA, f/t PSA ratio, and PAP. Sensitivity of tPSA was
82.6% and specificity was 71.4%, while sensitivity of

Mean +/- SD Correlation | Significance
Control .
Free PSA and 0.42+4/-0.35 35 1026
Total PSA 3.86+/-1.10° - e
Total PSA and 3.86+/-1.10 05 846
PAP 0.86+/-0.41 o
PSA ratio and 10.59+/- 8.62 10 665
Total PSA 3.86+/-1.10
BPH patients -
Free PSA and 3.17+/- 3.69 .86 .000-
Total PSA 11.214+/-10.41
Total PSA and 9.85+/-7.14 32 070
PAP 0.99+/-0.44
PSA ratio and 28.93+4/-18.56 -.04 .822
 Total PSA 11.21+/-10.41 .
' Cancer patients
- Free PSA and 14.66+/-15.28 72 .000
Total PSA 192.14+/-189.68
Total PSA and 226.46+/-218.50 49 121
PAP_ 8.57+/-12.07
'PSA ratio and 12.074/-11.59 -40 056
Total PSA 192.14+/-189.68

Table 2. Mean +/- SD and correlation between total PSA,
free PSA and PAP, PSA ratio in control, in BPH and cancer patients.

The Utility of Free/Total...

Ahmed FA, Ahmed MIM, et al.
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INTRODUCTION

Prostate cancer is the most commonly diagnosed
cancer in men, and death rates are second only to those
for lung neoplasm.' With the emergence of prostate
specific antigen (PSA) in 19717 and its introduction
into clinical use in 1979, the detection, screening and
follow up of prostate cancer were revolutionized.
Measurements of serum PSA are objective,
independent of examiner skill, and more acceptable to
patients than digital rectal examination or transrectal
ultrasonography.® Because of its unique organ
specificity,” PSA is widely accepted as the most
important tumor marker in oncology.’ It is organ
specific but not cancer specific and so there is a high
rate of false-positive results related to other prostatic
diseases especially benign prostatic hyperplasia
(BPH).

Empirical evidence has shown that cancer patients
have a higher percentage of PSA bound to
antichymotrypsin ACT than normal controls.”®
Recently, investigators have begun measuring the ratio
of free to total PSA. Serum PSA exists in a free form
as well as in a complex with a number of protease
inhibitors. The f/t ratio was significantly lower in
patients with prostate cancer than in those with BPH.

In contrast, prostate acid phosphatase (PAP) is not
specific.”'* Prostate acid phosphatase (PAP) consists
of a group of enzymes that hydrolyze phosphate esters.
Although acid phosphatase is produced primarily by
the prostate gland, it is also found in erythrocytes,
platelets, leukocytes, bone marrow, liver, spleen,
kidney and intestine. Acid phosphatase is measured
by its enzymatic activity and by radioimmunoassay
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(RIA). Serum acid phosphatase is elevated in several
malignant conditions such as multiple myeloma and
bone metastases of other cancers. The clinical use of
PAP as tumor marker of prostate cancer has been
replaced by PSA.” No study has previously been
conducted in Sudanese patients to evaluate the
application of PSA derivatives.

The objective of this study is to evaluate the use of
f/t PSA and fPSA in the differentiation of patients with
prostate cancer and BPH in Sudanese men and to
determine the value of PSA over PAP in the detection
of prostatic cancer.

METHODS

This was a prospective case control study conducted
in Gezira Hospital for Renal Diseases and Surgery. All
patients included had prostate enlargement with lower
urinary tract symptoms (LUTS). A clinical work up
was done for all patients in order to reach the final
diagnosis.

Sera were obtained from all patients who suffered
from lower urinary tract symptoms of prostate
enlargement and symptoms of prostate carcinoma.
Patients were diagnosed at Gezira Hospital for Renal
Diseases and Surgery and in the Institute of Nuclear
Medicine, Molecular Biology, and Oncology (INMO).

Exclusion criteria were applied in all patients who
had undergone any type of surgical or medical
intervention that might have an impact on the PSA or
PAP level.

The control group was composed of healthy
volunteers from the community. Blood samples were
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THE UTILITY OF FREE/TOTAL PROSTATE SPECIFIC ANTIGEN
AND PROSTATIC ACID PHOSPHATASE AS TUMOR MARKERS
IN SUDANESE PATIENTS WITH PROSTATE ENLARGEMENT

ity pll el Wil y Y Yl o gl iy ) duine A 55

Fatima Abdelmotaal Ahmed, MD, Mohammed El Imam M. Ahmed, MD, Khalid El Tahir Khalid, MD,
Nasr El Din M A El Wali, MD, Mustafa Omran, MD, Khalid El Tom Ali, PhD.

s jalall alls g caand sana alad] aana 3 caand Jlaiall e Lakals .o
q.L: Pgl” alli ‘C)'JA'C U.A.La..m «d cq.llsﬂ u.u.[l J..aL'\ A
ABSTRACT

Objective: This study aimed to evaluate the estimation of free to total prostate specific antigen (ftPSA) ratio to
differentiate between prostate carcinoma (PCa) and benign prostatic hyperplasia (BPH) in Sudanese patients with
prostate enlargement.

/Methods: This cross-sectional, case- control study included 116 patients (mean age 65 years, range 40-90) with
prostate carcinoma (46) or benign prostatic hyperplasia (70), who were diagnosed in the period between 2002 to
December 2003. Forty healthy males were included in the control group. Serum total PSA (tPSA) and free PSA
(fPSA) were measured using immunoradiometric assay (IRMA); prostatic acid phosphatase (PAP) was determined
by an enzymatic-colorimetric method for both the patients and the control group. The differences among serum
PSA, f/t PSA and PAP of the three groups were compared and analyzed.

Resutes: In this study, the means of total PSA and free PSA were significantly different berween PCa and BPH
(P=.000), while the f/t PSA ratio was significantly greater in BPH patients (28.9+/-18.6) than that of PCa patients
(12.1+/-11.6) (P= .000). There was a significant mean difference between BPH patients (0.99+/-0.44) and PCa
patients (8.65+/-12.07) in PAP levels (P=0.001). The f/t PSA ratio had a higher specificity than total PSA at all
levels of the sensitivity in differentiating between prostate cancer and BPH.

Conclusion: The measurement of f/t PSA and fPSA increases the specificity of the differential diagnosis between
BPH and PCa in Sudanese patients.
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The mean hospital stay of 5 days in our patients is
relatively extended for minimally invasive surgery, but
this is the result of the social preferences of Jordanian
patients, who prefer to stay in the hospital until
removal of their drains and maximal improvement of
postoperative pain.

The recurrence rate with mean a follow-up of 11
months was 0%. This compares favorably with that in

other reports of laparoscopic treatment of liver hydatid
18,19
cysts.”™

CONCLUSION

Laparoscopic treatment of liver hydatid cyst disease
is safe and effective in selected patients and offers the
advantages of such surgery; however, both further
evaluation of this technique and long-term follow up
of patients are recommended.
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hydatid disease and in the prevention of local
recurrence.® Total pericystectomy seems to be the best
operative procedure for small and peripherally located
cysts.”'? For large and deeply located cysts, the more
extensive  cystectomy and  hepatectomy  are
accompanied by a higher morbidity. We have used the
laparoscopic technique in selected cases, applying the
principles of conventional liver hydatid cyst surgery,
including inactivation of the scolices, prevention of
spillage, elimination of viable elements of the cyst,
partial cystectomy or deroofing of the liver hydatid
cyst, and management of the residual cavity.

A major disadvantage of laparoscopy is the lack of
precautionary measures concerning spillage, especially
under the high abdominal pressure induced by
pneumoperitoneum;  however, Bickel et al"
demonstrated that the increase in intracystic pressure
was no greater than the increase in intraabdominal
pressure, and that the pneumoperitoneum was
protective against spillage. We believe that decreasing
the pressure of pneumoperitoneum to avoid possible
spillage is not beneficial and is perhaps harmful. The
most dangerous step is the initial puncture and
aspiration of the cystic fluid because of the risk of
anaphylaxis with spillage. One of our patients (5.3%)
developed anaphylaxis during aspiration of cystic
fluid, but he was managed successfully and recovered.
Likewise, advancing the aspirating needle too deeply
into the liver parenchyma can also cause an allergic
reaction.'”  For this reason, it has been recommended
that in addition to the same precautions taken with
open conventional surgery (gauzes soaked with a
scolicidal agent surrounding the puncture site and
suction catheter on guard), the cysts surfacing into the
peritoneal cavity should be dealt with laparoscopically.
Also, the cyst should be approached through the
fibrous capsule and adequate precision should still be
used to avoid parenchymal injury to the liver. A new
instrument'” has been introduced which functions both
as perforator and as aspirator in the laparoscopic
management of hepatic hydatid cyst. It seems to be
effective in the prevention of spillage in the peritoneal
cavity. Some authors introduced another technique’
through the use of an umbrella trocar to be inserted
into the cyst and locked inside to enable suspension of
the cyst against the abdominal wall, thus avoiding
spillage of the cystic fluid and contamination of the
peritoneal cavity.

Laparoscopic Treatment...
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We converted to laparotomy in one patient because
of unsafe exposure. In addition, the cyst was located
in segment VII, and it was not surfacing into the
peritoneal cavity. We use the supine position in all
cases. We do not consider the lateral position safe for
laparoscopic access to hydatid cysts of the liver.

Some authors do not recommend the use of
scolicidal agents because of the risk of a complicating
sclerosing cholangitis.'* We believe these agents are
necessary because simple irrigation with isotonic
saline does not ensure the inactivation or clearance of
the scolices. In our study, we used hypertonic saline
(20%). This has been considered safer in the presence
of biliary communication."

Another important issue in laparoscopic hydatid
surgery is the removal of the germinative membrane.
For this procedure, several techniques and instruments
have been described. Alper et al use an aspirator-
grinder apparatus.'® and Bickel and Eitan recommend
the use of large-bore suction catheter.” We used a
wide-bore suction catheter without a valvular system.

Postoperative morbidity reported in laparoscopic
studies ranges from 8% to 25%.>'® ' Our complication
rate was 10.5%, which compares favorably with those
reported elsewhere. There were two patients involved.
The first developed anaphylaxis during the procedure
and was treated successfully. The second developed a
right subphrenic abscess that was (treated by
percutaneous drainage under ultrasound guidance and
intravenous antibiotics. Four patients (20.1%)
developed bile leakage postoperatively; however, it
ceased spontaneously and the drains were removed 4-8
days after surgery. There were no deaths in our series
or in other reports.>"®

Patients with biliary communication are recognized
preoperatively with symptoms of obstructive jaundice
and cholangitis and they are treated either with
endoscopic sphincterotomy or biliary drainage, but
none of our patients had these symptoms. On the other
hand, clinically silent simple biliary communications
may be seen only during surgery;therefore,
we advocate the use of a 30°telescope to be inserted
inside the cyst after its evacuation and removal of the
germinative membrane in order to detect any small
biliary opening. We were able to detect and clip such
an opening in two patients.

-
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before the operation. A nasogastric tube was inserted
and the urinary bladder was catheterized. Four trocars

were placed according to cyst location. Following
exposure of the cyst by a 0" telescope inserted through
the supraumbilical trocar (Figure 2), an 11 mm trocar
was inserted from a point as close as possible to the
cyst. From this trocar, 3 gauzes were introduced into
the abdominal cavity (Figure 3), placed around the
cyst, and soaked with 20% hypertonic saline as a
scolicidal agent. The cyst was punctured with a 14-
gauge 6F aspiration needle. As a precaution, the tip of
5 mm suction catheter was placed close to the puncture
site (Figure 4), and as much cystic fluid as possible
was aspirated, so that the endocyst (germinative
membrane) detached from the cystic wall and shrank
to the bottom of the cyst. The deflated cystic wall was
suspended by 2 graspers, and cystotomy was
performed. At this stage, the 11 mm trocar was
exchanged for an 18 mm one. A transparent tube with
a 15 mm internal diameter was inserted through the 18
mm trocar, the germinative membrane was aspirated,
and the entire membrane was removed (Figures 5 and
6). In all cases, a 30" telescope was inserted into the
cyst to explore for the potential biliary opening and
retained daughter cysts. The cystic cavity was irrigated
with 20% hypertonic saline, and a drain was placed in
the cystic cavity in all of the patients (Figure 7).

Oral liquid intake was started on the first
postoperative day if there was no bile leakage, the
drain was removed and the patient was discharged. A 3
month course of albendazole (10mg/kg per day) was
administered to all patients.

We followed up the patients every 3 months during
the first year, then by US and CT every 6 months
during the second year, and thereafter by US, CT, and
serological examination annually.

RESULTS

Laparoscopic cystotomy and partial cystectomy or
deroofing of hepatic hydatid cysts were performed in
19 patients. In one patient (5.3%), the laparoscopic
procedure was converted to open surgery because of
inadequate exposure and access. One patient (5.3%)
developed anaphylactic shock during the procedure.
This was managed successfully, and the patient
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Figure 6. Suctioning of the contents of the hydatid cyst
and removal of the germinative membrane .

Figure 7. Suction drain is left in the cystic cavity

recovered completely. The mean operative time was 80
minutes (range 40-180 minutes). The postoperative
complications included subphrenic abscess in one
patient (5.3%), which was treated with percutaneous
drainage under US guidance and intravenous
antibiotics, and bile leakage in 4 patients (20.1%). The
leakage in all four stopped spontaneously after 4-8
days, and the drains were removed subsequently. The
mean length of hospital stay was 5 days (range 3-14
days).

The mean follow-up was 11 months (range 3-24

months). Radiological and serological results showed
NO recurrences.

DISCUSSION

Surgery remains the mainstay of treatment of liver
hydatid test. Surgery combined with medical treatment
with albendazole is effective in the eradication of liver
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treatment and interventional radiologic techniques.'”

Hepatic hydatid cysts have been subjected to
laparoscopic surgery since 1992; however, most of the
studies have been in case series featuring a small
number of patients.“’6 With increased use, the
technique has been refined and standardized. A report
of a series of 33 patients was published in 20007 that
described, in detail, a new technique of laparoscopic
management of liver hydatid cysts. The present study
presents our experience, technique, and accumulative
results in laparoscopic treatment of hepatic hydatid
cysts at King Hussein Medical Center, Amman,
Jordan.

METHODS

From January 1, 2002 to December 2004, 19
patients with hepatic hydatid disease were treated
laparoscopically in the Department of General
Surgery, King Hussein Medical Center, Amman,
Jordan. There were 15 females and 5 males with a
mean age of 41.5 years(range 10-67 years). The disease
was diagnosed by abdominal ultrasonography (US)
and abdominal computed tomography (CT) (Figure 1)
and confirmed by serological examination. Our
exclusion criteria for laparoscopic intervention
included intraparenchymal location of the cyst, more
than 3 cysts, cysts with thick and calcified wall,
evidence of cyst infection or abscess, cyst location
near vascular liver elements, and cyst location in
segment I, IT and VIL

All procedures were performed in the supine
position with administration of endotracheal
anesthesia. Antibiotics were administered 30 minutes

Figure 1. Preoperative CT image

Arab Board of Medical Specializations Vol.

Figure 2. Hydatid cyst with adhesions
to the anterior abdominal wall

Figure 3. Gauzes soaked with 20% hypertonic saline
surrounding the puncture site of the hydatid cyst

Figure 4. Suction close to the puncture site
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Figure 5. Deroofing of the hydatid cyst
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LAPAROSCOPIC TREATMENT OF LIVER HYDATID CYSTS
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Ali M Abuseini, MD, Assad Ghazzal, MD.
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ABSTRACT

Objective: In the era of laparoscopic surgery, and in the last decade, attempts have been made to treat liver cysts
laparoscopically. The aim of this study was to evaluate our experience in laparoscopically treated liver hydatid
cysts at King Hussein Medical Center.

/Methods: Between January 2002 and December 2004, nineteen patients between the ages of 10 to 67 vears

underwent laparoscopic treatment of liver hydatid disease in the Department of General Surgery, King Hussein
Medical Center, Amman, Jordan. Cystotomy and partial cystectomy or deroofing with drainage were performed.
The clinicopathologic features, morbidity, mortality, length of hospital stay and conversions to laparotomy were
recorded.

Results: The mean operative time was 80 minutes (range, 40-180 minutes). One patient was converted to open
surgery; the mean hospital stay was 5 days (range, 3-12 days); morbidity occurred in two patients. There were no
deaths, and no recurrences were observed during this period.

Conclusion: Laparoscopic treatment of hepatic hydatid cyst is a safe and effective procedure in selected patients;
however, further studies should be conducted in this field because there is no universally accepted technique.
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INTRODUCTION
has become a worldwide health problem as a result of
Hepatic hydatidosis is endemic in Jordan. It is the increased travel and emigration. Surgery is the
most common cause of liver cyst in the world, and it mainstay of treatment despite advances in medical

JABMS 2005;7(3):250-4E
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number of anti-fungal agents available for therapy is
small compared with the number of fungal pathogens
capable of infecting the eye. Natamycin is the drug of
choice for therapy of mycotic keratitis, particularly for
keratitis due to filamentous fungi.’ The use of
imidazole as an anti-fungal agent has been reported
previously. Data from a recent study suggests that 2%
econazole can be used as an alternative to 5%
natamycin in the management of fungal keratitis.® A
study suggested that diluted dermatological preparation
of clotrimazle can be wused successfully for
keratomycosis.” Oral ketoconazol was reported to be
effective in mycotic keratitis.'® Other studies justified
use of topical chlorhexidine gluconate eye drops for
keratomycosis in circumstances where specific
antifungal agents are mnot available.'"'? Topical
application of amphotercin B had been used in the
management of keratomycosis. The concentrations of
amphotercin B varied from 0.05% to 1%, but in
clinical practice the 0.15% solution used appears to be
well tolerated.” Penetrating keratoplasty may be
considered in resistant cases of fungal keratitis."*

Specific antifungal eye drops (natamycin 5%) are
not available in Iraq. Before this study, cases of fungal
keratitis were treated with systemic available
antifungal drugs (oral ketoconazol 400 mg/day), which
were not helpful due to poor ocular penetration.
Diluted dermatological clotrimazole was an irritant and
not effective. The use of chlorhexidine gluconate,
0.1% eye drops, was effective only in recently infected
non severe cases of fungal keratitis."”

At the time of this study, amphotercin B (Fungizone
50 mg vials) became available in limited amounts. Due
to the relatively large number of patients with fungal
keratitis, we used a 0.1% concentration of topical
amphotercin B for the treatments.

This study included 22 cases of culture proven
fungal keratitis belonging to five different genera.
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Nine patients (41%) had non-severe keratitis; they
were recently infected. The causative agents belong to
the five different genera of fungi isolated. All of them
responded well to treatment with topical amphotercin
B.

Thirteen patients (59%) had severe keratitis; they
presented late and had received several previous
topical and systemic medications. They were more
resistant to treatment with amphotercin B and had poor
visual outcomes. '

As with other microbial keratitis, prolongation of
the infective stage (due to a delay in giving specific
anti-microbial therapy) causes more damage to the
comea and leads to loss of its functions as a
transparent refractive element and part of the
protective coat of the eye. Therefore, delayed cases of
fungal keratitis had poor visual outcome even after
eradication of the causative fungi with amphotercin B,

Due to poor ocular penetration of topical
amphotercin B eye drops, cases of severe and deeply
seated fungal keratitis were more resistant to treatment
and required a longer time for healing.

All five genera of fungi isolated were sensitive to
the topical amphotercin B 0.1% eye drops provided
that the treatment was given early after onset of the
disease.

CONCLUSION

Fungal keratitis is an important blinding disease in
Iraq. It requires urgent identification and eradication of
the causative agent. Therefore microbiological
investigation is an essential primary step in the
management of suppurative keratitis. Topical use of
0.1% amphotercin B proved to be effective in different
types of fungi responsible for keratomycosis in Iraq,
and it was free from local side effects.
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Figure 1. Healing of nonfungal keratitis using amphotercin B 0.1% eye drops. A 20 year old student with trauma
secondary to organic material 5 days before presentation, causative fungus was Fusarium sp.
(A) At presentation, (B) 10 days after treatment began, (C) fully healed at day 21 with improvement
of vision from 6/60 at presentation to 6/9.
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Figure 2: Healing of severe fungal keratitis using amphotercin B 0.1% eye drops. A 30 year old farmer with history
of trauma secondary to organic material one month before presentation, causative fungus was Aspergillus sp.
(A) At presentation, (B) 4 weeks after treatment, (C) 8 weeks after treatment; healing of the keratitis with dense
opacity. No improvement of vision from baseline level.

amphotercin B was used. These treatment failure
cases presented late with severe keratitis. In one
patient, the ulcer was complicated with perforation of
the cornea and ended with phthisis bulbi. In the other
two patients, the infection progressed to
endophthalmitis, = which  required evisceration.
Fusarium sp. was the causative agent of these
treatment failure cases. Fusarium sp. seemed to cause
more aggressive keratitis and required a longer time
for healing. None of the patients treated with topical
amphotercin B 0.1% eye drops developed ocular
hypersensitivity or toxicity to the drug.

DISCUSSION

This study illustrates that fungal infection is one of
the important causes of microbial keratitis in Iraq. The
incidence of fungal keratitis was similar to that found

Funhgal Keratitis in...

in a previous study done one year before where fungal
keratitis accounted for 16% of suppurative keratitis,
and 24.6% of culture positive cases.” The relatively
high prevalence of fungal keratitis in Iraq is due to the
hot climate and high numbers of agricultural workers.
The prevalence of fungal keratitis was previously
underestimated because microbiological investigations
to diagnose the causative agents of suppurative
keratitis were seldom done. The diagnosis of
keratomycosis must be confirmed by laboratory
investigation because although there are characteristics
signs, there is no pathognomonic clinical picture.
Fungal keratitis was sometimes misdiagnosed, and
there was faulty management with other drugs
including antibiotics, antivirals, or topical steroids
which aggravate the condition.

The treatment of mycotic keratitis represents a
therapeutic dilemma for the ophthalmologist. The




adherent leucoma or anterior

2-No perforation,
staphyloma .
3-No hypopyon.
4-Improvement of vision or vision not worse than
baseline level.

RESULTS

A total number of 129 patients with suppurative
keratitis presented to Ibn Al-Haetham Teaching Eye
Hospital during the period of this study. Positive
cultures were obtained in 80 cases (62%). Fungal
growth was obtained from 22 cases (17%).

Social and demographic characteristics of these 22
patients with fungal keratitis are shown in table 1. The
ages of patients ranged from 4 to 65 years; the mean
age was 36 years. Twelve patients were male and ten
patients were female. Most of the patients (77%) were
from rural areas with agricultural work (64%).

Age Number | Percentage
1-10 3 14%
11-20 5 23%
21-30 6 21%
31-40 4 18%
41-50 2 9%
51-60 1 4.5%
61-70 1 4.5%
Sex No. Percentage |
Male 12 55%
Female 10 45%
Occupation No. Percentage
Farmer 14 64%
Student 2 9%
Carpenter 2 9%
Housekeeper 2 9%
. Shepherd 1 4.5%
. Baby 1 4.5%
' Residence No. Percentage
| Rumal 17 17%
' Urban 5 23%

Table 1. Demographic and social characteristics of
22 patients with fungal keratitis.

Five different genera of fungi were isolated (Table
2). The most common type was Aspergillus sp. (10
cases) followed by Fusarium sp. (8 cases),

Scopulariopsis sp. (2 cases) then Candida sp. and
Pencillium sp. (one case for each).

No. Percentage
Aspergillus sp. 10 45%
Fusarium sp. 8 37%
Scopulariopsis sp. 2 9%
| Pencillium sp. 1 4.5%
Candida sp. 1 4.5%

Table 2. Types of fungi isolated from the corneal
ulcers treated with topical amphotercin B.

Table 3 shows the predisposing factors for fungal
keratitis. Thirteen patients (59%) had a history of
trauma by organic materials. Five patients (23%) had a
history of trauma induced by quacksalvers, to whom
some villagers go for treatment of a foreign body
sensation in their eyes. Two patients (9%) were
carpenters with a history of trauma by a piece of wood.
One patient with Candida keratitis was a poorly
controlled diabetic;c he was using topical
corticosteroids following recent cataract surgery.

No. | Percentage
Trauma by organic materials 13 39%
Trauma induced by quacksalvers 5 23%
Trauma by piece of wood 2 9%
Diabetes 1 4.5%
Unknown 1 4.5%

Table 3. Predisposing factors for fungal keratitis.

The fungal keratitis of 19 patients (86.5%)
responded to topical amphotercin B 0.1% eye drops.
Nine of them presented early with a short history of
symptoms (less than two weeks). They had non-severe
keratitis; the ulcers healed within 4 weeks leaving
small corneal scars, with improvement of vision from
the baseline (Figure 1). The fungi isolated from these
non severe keratitis were Aspergillus sp. (3 cases),
Fusarium sp. (2 cases), Scopulariopsis sp. (2 cases),
Pencillium sp. (one case) and Candida sp. (one case).
The other ten patients with healed ulcers presented late
(more than two weeks). They had severe keratitis. The
ulcers healed within 12 weeks and ended with a
vascularized opaque cornea with no improvement of
vision from the baseline level (Figure 2). The causative
agents were Aspergillus sp. (7 cases) and Fusarium sp.
(three cases).

The keratitis of 3 patients (13.5%) did not respond
to topical amphotercin B eye drops, even when 0.2%

-
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INTRODUCTION

Mycotic keratitis due to filamentous fungi is an
important cause of corneal blindness in the developing
countries in the tropical regions and is difficult to
treat.’ The incidence of fungal keratitis varies
according to geographical locations. In Bangladesh,
the proportion of suppurative keratitis due to
filamentous fungi reaches up to 33%.* In Accra,
Ghana, fungal keratitis alone was responsible in 44%
of positive cultures, and, if mixed fungal and bacterial
infections were included, fungi occurred in 56% of
cultures.’ In southern Florida, fungi accounted for 35%
of isolates.” In China, fungal keratitis is a major cause
of blindness.’

In Iraq, the prevalence of fungal keratitis was
previously underestimated because appropriate
investigations for microbial keratitis to diagnose the
causative agents were seldom done. Specific anti-
fungal eye drops are not available in Iraq. Therefore,
fungal keratitis wusually progressed to severe
suppuration and perforation of the cornea with loss of
vision.

The objectives of this study included:
- To study this important and ignored blinding disease
in Iraq and to define its prevalence, causative fungi,
and predisposing factors.
- To ascertain the importance of microbiological
investigations in the management of suppurative
keratitis.
- To determine the efficacy of topical amphotercin B
in a concentration of 0.1% in the management of
fungal keratitis in Iraq.

METHODS

Successive new patients with suppurative keratitis
attending Ibn Al-Haetham Teaching Eye Hospital from
August 1, 2001 until October 1, 2002 were enrolled in
this study if they had positive culture for fungi.
Scraping of the ulcers with a sterile bend tipped needle
was done under slit-lamp visualization. The materials
were inoculated into:

-Blood agar plates incubated in aerobic condition at
37°C.

-Chocolate agar plates incubated under increased
CO; tension at 37°C.

Fungal Keratitis in...

-Sabauraud agar without cyclohexamide maintained

at30°C.,

-Brain-heart infusion broth incubated aerobically at
37°C.

Further corneal scrapings were taken for smears on
glass slides. They were stained with Gram’s method
and with lactophenol cotton blue for direct
microscopic examination.

The patient’s age, sex, occupation, and place of
residence were recorded. Medical and ophthalmic
history was taken. Visual acuity at presentation was
recorded. Examination of the infected eyes was
performed under slit lamp. Size, shape of the ulcers,
size of stromal infiltrate and height of hypopyon, if
present, were recorded.

The ulcers were graded as severe if they had a
diameter of 6 mm or more, if the ulcers involved the
deep one half of the cornea, or if there was a posterior
corneal abscess or an endothelial plaque. All other
ulcers were graded as non-severe.

Amphotercin B 0.1% eye drops were prepared in an
aseptic manner from the commercially available
intravenous preparation Fungizone (50 mg vials) by
dilution of 5 mg of the drug powder with 5 cc of sterile
water. The preparation was kept in a sterile dropper
bottle. Fresh preparations were reconstituted every 3-7
days.

Initial therapy included topical administrations of
0.1% Amphotercin B every 60 minutes during waking
hours. Frequency of instillation was gradually reduced
if there were signs of favorable response.

Signs of favorable response were:
- Decrease in size of the ulcer and blunting of its
margins.
- Decrease in stromal infiltration.
- Decrease in height of hypopyon, if present.

If ro signs of improvement occurred within 5 days
from the initiation of the treatment, then 0.2%
Amphotercin B was used.

The time required for healing was recorded for each
case. Healing of ulcer was defined as:
1-No abnormality on fluorescein staining.

C
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FUNGAL KERATITIS IN IRAQ AND ITS MANAGEMENT
WITH AMPHOTERCIN B 0.1% EYE DROPS
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ABSTRACT

Objective: To study this important blinding disease in Irag, and to determine the efficacy of topical
amphotercin B 0.1% eye drops in its management.

Methods: Successive new patients with suppurative keratitis attending Ibn Al-Haetham Teaching Eye Hospital
from August 1, 2001 until October 1, 2002 were enrolled in this study if they had culture proven fungal keratitis.
These patients were treated with topical amphotercin B 0.1% eye drops, which were prepared from the intravenous
preparation (Fungizone).

Resules: Of 129 patients with suppurative keratitis, 22 patients had culture proven fungal keratitis (17%). The
most common fungi isolated were Aspergillus sp. (10 cases) followed by Fusarium sp. (8 cases), Scopulariopsis sp.
(2 cases), Pencillium sp. and Candida sp. (one case for each of them). Trauma by organic materials was the most
common predisposing factor for fungal keratitis. Topical amphotercin B 0.1% eye drops were effective on different
types of fungi isolated. The final visual outcome was related to the duration of the disease before using topical
amphotercin B.

Conclusion: Fungal keratitis is an important cause of corneal blindness in Iraq. It requires urgent identification
and proper treatment. Amphotercin B 0.1% eye drops are effective for fungal keratitis and free from local side
effects.
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Condition Total CDAb+ | Biopsy+ | Biopsy- | Ab prevalence
T1DM only 192 17 4 2 8.85%
T1DM and thyroid disease 11 18 %
T1DM, thyroid disease and

Down Syndrome 1 1 L

Table 2. Prevalence of positive celiac antibodies (Ab) in children with T1DM.

DISCUSSION

Celiac disease is more common than previously
recognized and may be the most common autoimmune
disease in some countries.' Growing data suggest that
early diagnosis and treatment can prevent
complications of CD.? The conventional treatment is a
gluten-free diet. In our population, patients with
TIDM and Down syndrome were significantly
associated with positive CD antibodies. Our numbers
of patients with Turner Syndrome were not large
enough to reach a level of significance. However, other
studies have shown an increased prevalence of positive
CD antibodies among patients with Turner syndrome,
and our data support those findings.

Data suggest that the high prevalence of
autoimmunity to tissue transglutaminase in patients
with TIDM could be due to the shared major
haplotypes associated with CD and T1DM. 3 QOther
possibilities include involvement of the gut in the
pathogenesis of TIDM or release of tissue
transglutaminase from destroyed pancreatic beta cells.’

Our data suggest that routine screening for CD
antibodies in patients with TIDM or Down syndrome
is indicated. Our data support previous observations
that routine screening should be done in patients
with Turner syndrome. Further studies are needed to

REFERENCES

determine when and how frequently these patients
should be screened for CD.'* We observed one patient
with TIDM who seroconverted for anti-tissue
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INTRODUCTION

Celiac disease (CD) is one of the most common
autoimmune disorders in humans.' It is unique in
that the environmental trigger is known and the major
histocompatability groups at risk have been defined.
Dietary gluten and related proteins trigger an
immunologic response leading to small bowel
inflammation and autoantibody produc:tion.2 Ninety
percent of patients with CD carry the HLA-
DQB10201 allele compared to 36% of the general
population. Patients with CD who carry the
DRB10301-DQB1°0201 haplotype have been found
to have associated autoimmune diseases including type
1 diabetes mellitus (T1DM), IgA deficiency,
autoimmune hepatitis, sclerosing cholangitis, and
autoimmune polyglandular synclrome.3

Celiac disease is a clinically variable disease with
over 50% of patients having no GI symptoms. For
those who have symptoms, dyspepsia, anorexia,
weakness, constipation or abdominal pain may be the
only complaint. Other features may include glossitis,
recurrent aphthous ulcers, hair loss, vomiting,
dysphagia, anemia, short stature and failure to thrive."*
Celiac disease, whether symptomatic or silent, if left
untreated can lead to malabsorption, osteopenia, and,
rarely, intestinal T-cell lymphoma. Calcification of the
cerebral cortex and epilepsy have also been described.’

The prevalence of CD in the U.S. is 0.4%, while in
Finland the prevalence is 1%."* The reported
prevalence of CD in patients with T1DM has ranged in
different studies from 3.9% to 13.5%.> Four percent
of patients with Turner Syndrome,"” 3.6% to 8% of
patients with Down Syndrome,'""? and 7.7% of
patients with autoimmune thyroid disease are reported
to have CD."” It has been recommended that all
children with these disorders or problems with growth

should be screened for CD. There are also studies

reporting silent CD in 0.5-2% of healthy children and
blood donors in Europe '* and the USA."

We determined the prevalence of positive CD
antibodies in our patients with certain endocrine
disorders to see if these recommendations are justified.

METHODS

This was a retrospective study of 449 patients who
had one or more of the following endocrine disorders:
T1DM, autoimmune thyroid disease (Graves or
Hashimoto), osteoporosis, growth disorder (short
stature or delayed onset of puberty), Down syndrome,
Turner syndrome. These patients were screened for
IgA antibodies to tissue transglutaminase or
endomysium.*'*'” Anti-endomysial IgA performed by
immunofluorescence has a reported sensitivity of at
least 94% and a specificity of 93% for diagnosis of
CD." A human recombinant  anti-tissue
transglutaminase ELISA has a reported sensitivity of at
least 92% and a specificity of 95% for diagnosis of
CD.'*'" All patients were seen between June 2002 and
January 2004. Confirmatory small bowel biopsies were
offered to all patients with positive antibody screening.
Chi-square or Fisher's exact tests were used to
compare patients with the above endocrine disorders
on the prevalence of positive CD antibodies. The
institutional review board of the Cleveland Clinic
Foundation approved this study.

RESULTS

Celiac disease antibodies were significantly more
prevalent in patients with T1DM (P=0.011), and Down
Syndrome (P=0.009); however, CD antibodies were
less prevalent in patients with growth disorder
(P=0.011).

Table 1 shows the positive CD antibody prevalence
in our patients with the studied endocrine disorders.
Table 2 further characterizes those patients with
T1DM.

Condition Total | CD Ab+ | Biopsy+ | Biopsy- | Ab Prevalence |
TiDM 205 17 4 2 82%
Thyroid disease only 45 1 1 22%
Growth disorder only 153 1 0.65%
Turner Syndrome 14 2 1 T%
Down Syndrome 17 4% 2 17.6%

* Three children have thyroid disease. One patient also has TIDM.

Table 1. Prevalence of positive celiac disease antibodies (Ab)
in the pediatric endocrine clinic.
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PREVALENCE OF POSITIVE CELIAC DISEASE ANTIBODIES IN CHILDREN
ATTENDING A PEDIATRIC ENDOCRINOLOGY CLINIC IN THE USA
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ABSTRACT

Objective: To determine the prevalence of positive endomysial or tissue transglutaminase IgA
antibodies in pediatric patients attending an endocrine clinic in the USA.

Methods: The records of 449 patients who had one or more of the following endocrine disorders: TIDM,
autoimmune thyroid disease (Graves or Hashimoto), osteoporosis, growth disorder (short stature or
delayed onset of puberty), Down syndrome, Turner syndrome, who were screened for IgA antibodies to
tissue transglutaminase or endomysium were reviewed.

Resutts: CD antibodies were significantly more prevalent in patients with TIDM (P=0.011), and Down
syndrome (P=0.009). However, CD antibodies were less prevalent in patients with growth disorder
(P=0.011). ‘

) Conclusion: Our data suggest that, in this American population of pediatric endocrine patients, routine
screening for CD antibodies in patients with TIDM or Down syndrome is indicated. Further studies are
needed to see how patients with weakly positive CD antibodies should be evaluated.
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due to the multiple hemodialyses. This in accordance seems to be of rare occurrence. HIV infections remain
with previous findings reported by others.™® absent among these patients. Only a small minority of
patients was infected with actively replicating HBV.
Strategies to reduce the transmission of HBV and
HCV through hemodialysis are mandatory to prevent
the consequences of HBV and HCV liver disease
among these patients. Along with stringent infection
control procedures, which are essential to control of
the spread of parenteral viral infections through
hemodialysis, HBV vaccination is the realistic
preventive measure for control of HBV transmission
among hemodialysis patients.

The elevated levels of liver enzymes among our
patients reflect the impaired liver function of patients
with chronic renal failure. Previous studies have
shown biochemical abnormalities in liver function in
10-44% of patients on chronic hemodialysis.'"® Our
findings have shown that a significant elevation of
ALT and AST levels was found in the group of
patients with concurrent HBV and HCV markers. This
may suggest that this group of patients was
experiencing active HBV and/or HCV infection. Other
investigators reported higher aminotransferase activity Acknowledgements
in patients positive for both HBsAg positive/HCV as

compared to patients with single markers."
n0:055648). We also would like to thank the Central Public
CONCLUSION Health Laboratory, and Al-Thawra General Hospital,

A high HBsAg carrier rate and a high prevalence of Ministry of Health, Yemen for their contribution towards
HBV and HCV antibodies were found among  funding this study.
hemodialysis patients in Yemen. Infection with HDV
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Marker Number | Mean age +/-SD (years)

HBsAg only 3 39.67 +/-100
Anti-HCV only 6 39.50 +/-6.6
HBsAg/Anti-HCV 9 35.80 +/-7.2

Anti-HBc 22 40.6 +/-11.2
Anti-HB¢/ Anti-HCV 15 39.67 +/-13.0
All negative 18 41.88 +/-10.7
Total 73 40. 00+/-10.5
F value = 0.38 P=0.86

Table 4. HBV and HCV markers in relation to age of patients.

. HBsAg/ . Anti-HBe/ | Al
Sex Total | HBsAg | Anti-HCV Anti-HOV Anti-HBc¢ Anti-HCV pe
Female 27 1(3.7) 3(11.1) 3(1.1) 7(25.9) 8 (29.6) 5(18.5)
 Male | 47 2(4.3) 3(6.4) 6(12.8) 15 (31.9) 8(17) 13 (27.7)

Chi square tests were not significant for all markers

Table 5. HBV and HCV markers in relation to sex of hemodialysis patients.

HBV and HCV markers between males and females
was not significant (Table 5).

DISCUSSION

Infections with parenterally transmitted viruses,
namely HBV, HCV, HDV and HIV, pose a major
threat to hemodialysis patients due to the lack of or
break down of procedures of infection control in
hemodialysis units. Our findings have shown that
HBV is highly prevalent among hemodialysis patients
as 16.2% had HBsAg and 67.6% had markers of on-
going and past HBV infections. This high prevalence
can be attributed to the high HBV endemicity in
Yemen.'” It also underlines the importance of
hemodialysis as a major risk of HBV transmission. A
number of studies have reported a high prevalence of
HBV markers.®'¢

The presence of HCV antibodies among 41.9% of
our patients despite the low HCV antibody prevalence
in Yemen reported by previous studies''* further
supports the notion that hemodialysis is the major
mode of transmission of parenterally transmitted
viruses. High HCV antibody prevalence among
hemodialysis patients has been reported by other
investigators.4‘6‘17 The high prevalence of HBV and
HCV revealed by our study raises questions on the
safety of hemodialysis in Yemen and demands a
review of the infection control procedures practiced in
the hemodialysis setting. Only two patients were

9 .si.:_g i;s sp\l_.u.l .&.Jo

infected with an actively replicating HBV as indicated
by the HBeAg reactivity. This suggests that the
majority of patients are chronically infected.

The general health of hemodialysis patients and the
tendency of HBV and HCV to cause chronic infections
greatly hinder the patient’s ability to eliminate the
viruses. This poses an epidemiological concern, as
such patients become a source of HBV and HCV
contamination of hemodialysis machines and thus lead
to increasing numbers of hemodialysis patients being
infected. The other concern is the serious liver
outcomes such as liver cirrhosis and hepatocellular
carcinoma, which may develop in these patients as a
result of chronic HBV and HCV infections.”” The
small minority of our patients that reported HBV
vaccination reflects the lack of preventive measures
that should be practiced as part of the management of
hemodialysis patients. The extremely low prevalence
of HDV antibodies and the absence of HIV antibodies
among our patients reflect the fact that these viruses
are less common in Yemen;™ however, considering the
common mode of transmission of HIV with that of
HBYV and HCV, it seems that there is a potential threat
for the spread of this virus through hemodialysis in
Yemen.

The patients with HBsAg/anti-HCV and those with
anti-HBc/anti-HCV had a significantly longer duration
and greater number of times of dialysis.This reflects
the increasing risk of co-infection with HBV and HCV

-
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Marker Number Mean duration in months +/-SD _ ttest | Pyalue
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Table 1. HBV and HCV markers in relation to duration of dialysis in months.

Marker Number Log mean number of washes +/-SD | test .
PPsAzonly ;ZS 137 1.12;:%33 1 099 _
e Brar
R e e
o e IBar0e o | s
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Table 2. Logarithmic mean number of times of dialysis in relation to HBV and HCV markers reactivity

Markers No of patients Mean ALT +/-SD* | Mean AST +/-SD**
 HBsAg only 3 39.7 +/- 1.2 rosioeyT
Anti-HCV only 6 44.8+/- 20.7 35241119

HBsAg /Anti-HCV 9 62.0+/-11.3 50.8+/-8.3
' Anti-HBc¢/HCV 16 51.24/-12.4 40.9+/-10.0
only 2D, 49.8+/-17.8 40.4+/-14.6
markers 18 45.3+/-17.6 38.06+/-13.9

Fvalue=172  P=0.14 "F value=2.13

Table 3. ALT and AST levels in patients with HBV and/or HCV markers.

had HBsAg. Fifty (67.6%) patients had markers of
current or past HBV infection. Twenty-five (33.8%)
had both HBsAg and HCV antibodies. Of 12 HBsAg
positive patients, two had HBeAg and one had HDV
antibodies. HCV antibodies were detected in 31
(41.9%) of patients. All patients were HIV antibody
negative. Only -4/74 (5.4%) patients reported HBV
vaccination. Patients with HBsAg/anti-HCV and anti-
HBc/anti-HCV reported a significantly longer duration
and greater number of times of dialysis (Tables 1 & 2).

Elevated ALT and AST levels were detected in 60
(81.1%) and 51(68.9%) of patients respectively (mean

Farenterally Transmitted Viruses

levels of 49.68+/-16.36 and 40.28 +/-13 respectively)
irrespective of the presence of HBV or HCV markers.
Differences in the levels of ALT and AST between
patients with single HBV or HCV markers and those
without markers were not significant (Table 3).
Multiple comparisons (LSD) have shown that ALT
and AST levels were significantly higher among
patients with concurrent HBsAg/HCV antibodies
compared to those with single markers or with those
with no markers (Table 3). There was no significant
difference in the mean age of patients who showed
reactivity to two, one, or none of the HBV and HCV
markers (Table 4). The difference in prevalence of

-
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INTRODUCTION

Hemodialysis is an invasive medical procedure
which carries the risk of infections with parenterally
transmitted viruses including hepatitis B virus (HBV),
hepatitis C virus (HCV), hepatitis D virus (HDV) and
human immunodeficiency virus (HIV). The risk of
transmission of these viruses is mostly attributed to the
inadequacy or breakdown of standard infection control
practices in dialysis units.

The general health of renal failure patients and the
tendency of HBV and HCV to cause chronic infections
are the main reasons for the inability of patients to
eliminate these viruses. Serious liver outcomes such as
liver cirrhosis and hepatocellular carcinoma may
develop as a result of chronic HBV and HCV
infections.'™

In different parts of the world, HBsAg was found in
8.2% to 25%"%® and HBV markers of current and past
HBV infection were found in 33.3 to 100%"° of
hemodialysis patients; HCV antibodies were also
found in 7.9 to 100% of hemodialysis pat1ents "9 The
reported prevalence of HIV antibodies among
hemodialysis patients from different countries varies
between 0 to 13%. ™

The general belief is that Yemen has high HBV
endemlcny 19 as available data shows that 9% of blood
donors'’ and 12.7% of the general populatlon are

HBsAg positive. We have recently shown that 28. 8%
of blood donors had current or past HBV infection.”

The epidemiology of HCV, and HDV in Yemen
remain poorly understood. The avallable data show an
HCV antibody prevalence of 2. 6%"* among the general
population and 6.4% among patients with acute
hepatitis,

whereas a 2.6% prevalence of HDV

antibodies was detected in patients with acute
hepatitis.” Recently we have reported an HCV
antibody prevalence of 0.61% among blood donors.”
The epidemiology of HIV in Yemen has not been
adequately investigated. This study aims to investigate
the prevalence of hepatitis B, C, D viruses and HIV in
hemodialysis patients and to associate infections with
age, sex duration and times of dialysis and liver
enzymes.

METHODS

Seventy-four ~ hemodialysis patients were
investigated for HBsAg and anti-HBc, HCV, HDV and
HIV antibodies. Sera were collected from patients
undergoing regular hemodialysis at a center in Yemen.
Sera were tested for HBsAg using a commercial
ELISA kit (Ag HBs Plus, BioRad, France). Reactive
sera were further tested for HBeAg using ELISA
(Murex HBeAg/antiHBe; Abbott, USA) and HDV
antibodies using ETI-AB-DELTAK-2; DiaSorin,
Italy. Sera that were non-reactive to HBsAg were
further tested for anti-HBc (BioRad HBc Plus;
France). Alanine aminotransferase (ALT) and
aspartate transferase (AST) levels were determined as
a standard procedure for dialysis patients. Patients
were interviewed using questionnaire forms in order to
obtain data such as age, sex, duration of dialysis in
years, number of times of dialysis, and previous HBV
vaccination. Data were processed in a PC using SPSS
11.5 to calculate means, SD, ¢- test and one way
ANOVA.

RESULTS

Of 74 hemodialysis patients aged 17 to 70 years
(mean age 40+/-10.52), 47 (63.5%) were males and 27
(36.5%) were females. A total of 12 (16.2%) patients
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PARENTERALLY TRANSMITTED VIRUSES
IN HEMODIALYSIS PATIENTS IN YEMEN
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Talal A. Sallam, MSc, MD, Yahia A Raja’a, MSc, PhD,
Saeed M Al-Shaibani MSc, PhD, Mohamed A Al-Hanany MSc, MD.
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ABSTRACT

Background & Objective: Hemodialysis is an invasive medical procedure that carries the risk of infections with
parenterally transmitted viruses. The risk of transmission of these viruses is mostly attributed to the inadequacy or
breakdown of standard infection control practices in dialysis units. This study aims to investigate the prevalence of
hepatitis B, C, D viruses and HIV in hemodialysis patients in Yemen and to associate infections with age, sex,
duration and times of dialysis, and liver enzymes.

Methods: Seventy-four hemodialysis patients who attended a hemodialysis center in Yemen were investigated.
Patient sera were tested using ELISA for HBsAg, HCV and HIV antibodies. HBsAg reactive sera were further
tested for HBeAg and HDV antibodies. HBsAg non-reactive sera were further tested for anti-HBc. Also ALT and
AST levels were measured routinely for all patients.

Results: Of 74 patients (63.5% males and 36.5% females) who were aged 40 +/- 10.5 years, 15% had HBsAg.
Markers of current and past HBV infection were found in 66.3%. Of HBsAg positives, 16.7% had HBeAg and 8.3%
had HDV antibodies. HCV antibodies were found in 51.3% of patients. None of the patients had HIV antibodies.
Patients with HBsAg/anti-HCV and anti-HBc/anti-HCV reported a significantly (P<0.05) longer duration and
greater number of times of dialysis. Patients with concurrent HBV and HCV markers showed elevated ALT and

AST levels.
Conclusion: High HBsAg carrier rate and high prevalence of HBV and HCV but a low prevalence of HDV were

found among hemodialysis patients in Yemen. Absence of HIV antibodies reflects the low HIV prevalence in Yemen.
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JABMS 2005;7(3):235-9E

*Talal A. Sallam, MD, MSc, PhD, Associate Professor of Virology, Department of Microbiology, Faculty of Medicine and Health Sciences, Sana'a University,
P.O. Box: 12586 Sana'a, Republic of Yemen. E-mail: talalsallam2000@yahoo.com

*Yahia A. Raja'a, MD, MSc, PhD, Department of Community Medicine, Faculty of Medicine and Health Sciences, Sana'a University, Republic of Yemen.
*Saeed M Al- Shaibani, MD, MSc, PhD, Department of Biochemistry, Faculty of Medicine and Health Sciences, Sana'a University, Sana‘a, Republic of Yemen.
*Mohamed A. Al-Hanany, MD, MSc, Department of Surgery, Faculty of Medicine and Health Sciences, Sana'a University, Sana’a, Republic of Yemen.

‘(-‘

2354




M:al Specializations

CONTENTS
JABMS Vol. 7, No. 3, 2005

P 235-333 E
® Brain Drain
Moufid Jokhadar, MD.
Editor-in-Chief, Secretary General of the Arab Board of Medical Specializations ..............cccovvcivininiivinininssininanns P333&

® Parenterally Transmitted Viruses in Hemodialysis Patients in Yemen

Talal A. Sallam, MSc, MD, Yahia A Raja’a, MSe, PhD, Saeed M Al-Shaibani, MSc, PhD,
Mohamed A Al-Hanany, MS¢, MD. (FEHIER).. .....c.cocoeviiiriiiiinininieiiisis st P235&

® Prevalence of Positive Celiac Disease Antibodies in Children Attending a Pediatric
Endocrinology Clinic in the USA

Lepejian G, MD, Rogers D, MD, Worley S, MS, Cotman K, BS. (USA). ..o P240F

® Fungal Keratitis in Iraq and Its Management With Amphotercin B 0.1% Eye Drops
Faiz I. Al-Shakarchi, MD, Muaed Al-Khashen, MD, Farrok K. Hassen, PhD. (Iraq). .....ccooeinenenn P244 &

® Laparoscopic Treatment of Liver Hydatid Cysts
Ali M Abuseini, MD, Assad Ghazzal, MD. (JOrdam).......c.....ccccccoovoiiiiiiiiiiiiiiicecceiiiis s siarins s P 250 &

® The Utility of Free/Total Prostate Specific Antigen and Prostatic Acid Phosphatase
as Tumor Markers in Sudanese Patients With Prostate Enlargement

Fatima Abdelmotaal Ahmed, MD, Mohammed El Imam M. Ahmed, MD, Khalid El Tahir Khalid, MD,
Nasr El Din M A El Wali, MD, Mustafa Omran, MD, Khalid EI Tom Ali, PhD. (Sudan). .....cc.cco.c...... P255&

® Randomized Clinical Trial Assessing the Side Effects of Glyceryl Trinitrate and
Diltiazem Hydrochloride in the Treatment of Chronic Anal Fissure
Thresamn TS Al B, B ATF ), osivs inis 0 A 1S B B R 3i rsasa vsss P 260 &

e C(;mparative Study of Three Conservative Treatments for Early Hemorrhoids
A Prospective Randomized Long-Term Study in the Out-Patient Clinic

Hayel Hamid: MID, ((SPFIG); wivssssiosstiosinss it soms s 645 o450 o4t a2 bt 04595050 beswosh s s atmo s e nems e ass P320&

| @ Prevalence of Gastroesophageal Reflux Disease in a Sample of the Syrian Population

. @ Pitfalls in the Diagnosis of a Case of Primary Abdominal Ectopic Pregnancy
Fathia Al-Jama, MD, Rachana Chibber, MD. (Saudi Arabia). .---ccooreriveennniiiiiiiiins P264&

. ® Surgery of Hernias in Islamic Arab Medicine )
Ahmad Mohammad Al-Hadrani, MD. (Y2MER). .......ccccccuvrirvrnivisrersserinseeeseesieesess s smeseeesessns P314F¢



H
fi e

Now, for the very first time, a low molecular weight heparin has received a licence for the

b

*innohep®

tinzaparin sodium

treatment of PE. This means that instead of having to give patients a continuous i.v. infusion of
unfractionated heparin, you can simply give them a once-daily injection of innohep, which is just
as effective,' but without the drawbacks of having to maintain an intravenous line.

imio_hep is the onl_y truly once—.daily treatment for PE and DVT, and is also available as variable-dose

syringes for added convenience and simplicity.

innohep® Anticoagulant. Tinzaparin sodium. Vials of 2 ml Tinzaparin sodium 10,000 anti-Xa
1U/ml, preserved with benzyl alcohol. Tinzaparin sodium 20,000 anti-Xa 1U/ml, _'preserved with
benzyl alcohol, stabilized with sodium bisulphite. Syringe of 0.35 mi or 0.45 ml Tinzaparin sodi-
um 10,000 anti-Xa |U/ml Graduated syringe of 0.50 ml, 0.70 ml or 0.20 ml Tinzaparin sodium
20,000 anti-Xa 1U/ml stabilized with sodium bisulphite. Properties Tinzaparin sodium Is a low
molecular weight heparin produced by enzymatic depolymerization of conventional heparin. The
molecular mass is betwean 1,000 and 14,000 dalton, with a peak maximum molecular mass of
ngmx. 4,500 dalton. Tinzaparin sodium is an anti-thrombotic agent. innchep has a bioavail-

ility of about 90% following subcutaneous injection. The absorption half-life is 200 minutes,
peak plasma activity being observed after 4-6 hours. The elimination half-life is about 80 min-
utes. Tinzaparin sodium is eliminated, primarily with the urine, as unchanged drug. The phar-

* macokinetics/pharmacodynamics of innohep are monitored by anti-Xa activity. There is a linear

dose-response relationship between plasma activity and the dose administered. The biological
activity of Innohep is expressed in anti-Xa international units. Indications Treatment of deep-

-vein thrombosis and pulmenary embolism. Prevention of postoperative deep-vein thrombosis in

patients undergoing general and orthopaedic surgery. Prevention of clotting in in-dwelling intra-
venous lines for extracorporeal circulation and haemodialysis. Dosage Treatment of DVT and
PE: The recommended dose is 175 antiXa IU body-weight s.c. once daily.

Thromboprophylaxis in patients with moderate risk of thrombosis (general surgery): On the day

of operation 3,500 anti-Xa IU s.c. until 2 hours before surgery and postoperatively once daily
3,500 anti-Xa U for 7-10 i:lans. ‘Thromboprophylaxis in patients with high risk of thrombosis (e.g.
total hip replacement): On the day of operation 50 anti-Xa 1U/kg body-weight s.c. until 2 hours
before surgery and then once daily until the patient has been mobilized. For shori-term

“haemodialysis (less than 4 hours): A bolus dose of 2,000-2,500 anti-Xa 1U into the arterial side
of the dialyser (or intravenously) at the beginning of dialysis. Long-term haemodialysis (more

than 4 hours): A bolus dose of 2,500 anti-Xa U into the arterial side of the dialyser (or intra-

venously) at the beginning of dialysis, followed by an infusion of 750 anti-Xa [U/hour. Dose

adjustment: Increase or decrease of the bolus dose, if required, can be made in steps of 250-
500 anti-Xa 1U until a satisfactory response is obtained. Overdose An overdose of Innohep may
be complicated by haemorrhage. At recommended doses there should be no need for an anti-

- disorders, severe thrombocytopenia) are excluded or treated Wil

 ited clinical documentation is available on

dote, but in the event of accidental administration of an overdose, the effect of Innohep can be
reversed Dy intravenous administration of 1% protamine sulphate solution. The dose of prota-
mine sulphate required per neutralization should be accurately determined by titrating with the
glasma of the patient. As a rule, 1 m? of protamine sulphate neutralizes the effect of 100 anti-
a IU of tinzaparin. Adverse effects innohep is safe with regard to bleeding risks, when applied
at the doses recommended, provided that patients with increased bleeding %'dtemial _(l‘iuleedlng
_special  care.

Contraindications Known hypersensilivity to any of the constituents. The 20,000 anti-Xa IU/ml
formulation of Innohep contains sodium bisulphite, which may cause allergic reactions, includ-

ing anaphylaxis in predisposed patients. In the remaining formulations without sulphite, this risk

does not exist. Other coniraindications are generalized or focal haemorrhagic tendency.
Uncontrolled severe hypertension. Acute cerebral insults. Septic endocarditis. Special precau-
tions innohep shouild be given with caution to patients with renal or hepatic insufficiency. In such
cases a dose redugction should be considered. Innohep should not be administered by intra-
muscular injection due to risk of local haematoma formation. Interactions Concomitant admin-
istration of other drugs affecting haemostasis, e.g. vitamin K aniagonists and dextran, may
enhance the anticoagulant effect of Innuhe?. Use during Pregnancy and Lactation Only lim-
C r r nnohep so far, and thers has been no evidence of
adverse reactions in animal models. No transplacental passage of Innohep was found
(assessed by anti-Xa and anti-lla activity) in patients given doses of 30-40 anti-Xa |U/kg in the
second trimester of pregnancy. it is not known whether Innohep is excreted in breast milk.
Incompatibllities Innohep is compatible with isotonic sodium chioride EJ mg/mi) or isotonic glu-
case (50 mg/ml). It should not be admixed with other infusion fluids. LEQ PHARMACEUTICAL
PROI UCTgA BALLERUP - DENMARK 11/87 o -
Reference o
1. Simonneau G et al.
N Engl J Med 1997 ;337
663-669.
Code No. XXXX

LEO PHARMACEUTICAL PRODUCTS SARATH LTD.
224, SYNGROU AVENUE, 176 72 KALLITHEA, ATHENS, GREEGE
©TEL: 9565 200, TLX: 225230 LEOS GR, ATHENS, FAX: 9578 491
www.igo_pharma.com - -
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