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PLURIHORMONAL SECRETION IN PITUITARY ADENOMAS:
IMMUNOHISTOLOGICAL STUDY OF 100 CASES

Raydeh Al Khani, M.D.
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ABSTRACT

Background and Objective: Pituitary adenomas show wide variability in morphology and function. The aim of
this study is to find out the hormonal secretion in these adenomas, as plurihormonality might have a relationship
with tumor development.

Matevial and Methods: Histopathological and immunohistological studies were done on 100 consecutive
pituitary adenomas removed by transsphenoidal resection in the university hospitals of Damascus University, to
reveal the secretion of five pituitary hormones: PRL, GH, LH, ACTH, and TSH, over a period of 27 months,
between 2000-2002.

Resules: Adenomas had equal incidence in males and females (50M, aged 6-60y and 50 females, aged 10-64y).
The mostly observed adenomas were PRL-secreting adenoma in males (15 cases=30% of adenomas in males), and
GH-PRL-secreting adenoma in females (16 cases=32% of adenomas in females). There was monohormonal
secretion in 37% of adenomas, bihormonal secretion in 43% of adenomas, and plurihormonal secretion in 18% of
adenomas. Traces of hormonal secretion were found in 92% of the nonsecreting adenomas. In 2% of adenomas, no
secretion could be detected.

Conclusion: The study showed that plurihormonality is common in pituitary adenomas. As most of these pituitary
adenomas were benign, it suggests that there is no relationship between plurihormonality and aggressiveness.

JABMS 2002;4(4): 89-95E
*Raydeh Al Khani, M.D., Associate Professor of Pathology, Damascus Medical School, Syria. P.O Box 7669.
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CONCLUSION: A high success rate is achieved when
low-dose aspirin is used for antiphospholipid syndrome
in pregnancy. The addition of low molecular weight

heparin does not significantly improve pregnancy
outcome.
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Preventing Adverse Obstetric Outcomtes
in Women Witb Genetic Tb'rombopbi[ia

Grandone E, et al.
Fertil Steril 2002 Aug;78(2):371-5
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Antiphospholipid Syndrome in Pregnancy:
A Randowized, Controlled Trial of Treatment
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CONCLUSION: Early use of aspirin after coronary
bypass surgery is safe and is associated with a reduced

risk of death and ischemic complications involving the
heart, brain, kidneys, and gastrointestinal tract.
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Warfarin, Aspirin, or Both
After Myocardial Tfarction
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N Engl J] Med 2002;347:969-74
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CONCLUSION: Heparin prophylaxis at fixed low
doses and possibly aspirin could be efficacious in
preventing adverse outcomes in women carring

inherited thrombophilia with previous poor obstetric
outcomes.
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Aspirin and Mortality From Coronary Bypass Surgery

Mangano DT, et al.
N Engl J Med 2002;347:1309-17
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CONCLUSION: In patients recently admitted with
acute coronary events, treatment with high-intensity
oral anticoagulants or aspirin with medium-intensity
oral anticoagulants was more effective than aspirin on

its own in reduction of subsequent cardiovascular
events and death.
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CONCLUSION: Warfarin, in combination with aspirin
or given alone, was superior to aspitin alone in
reducing the incidence of composite events after an

acute myocardial infarction but was associated with a
higher risk of bleeding.
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CONCLUSION: These data indicate that aspirin might
be chemopreventive for pancreatic cancer.
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Aspirin and Lung Cancer in Women
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CONCLUSION: These results suggest that regular
aspirin use might be inversely associated with risk of

lung cancer in women, particularly the non-small cell
sub-type.
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Association Between
Nonsteroidal Anti-Inflamatory Drug Use
and tbe Incidence of Pawncreatic Cancer

Anderson KE, et al.
J Natl Cancer Inst 2002 Aug 7;94(15):1168-71
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CONCLUSION: Aspirin was found to have no effect
on tumour number and size when administered to
Min/+ mice with established polyposis. The findings in
the present study call in to question the utility of
aspirin as a stand-alone treatment for established GI
cancer. However, aspirin's ability to significantly

promote apoptosis may render it suitable for use in
combinatorial chemotherapy.
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CONCLUSION: Fruits, cereals, dairy products, and
olive oil appear to convey protection against oral
carcinoma and their effects may be mediated through
higher intakes of riboflavin, iron, and magesium. The
low incidence of oral carcinoma reported in Greece
may be explained in part by the higher consumption of

the food groups and micronutrients that appear to
protect against the disease.
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Use of Sunscreen, Sunburning Rates,

and Tanning Bed Use Among More Than
10 000 US Children and Adolescents

Geller AC, et al.
Pediatrics 2002 Jun;109(6):1009-14
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The Role of Diet and Specific Micronutrients
in the Etiology of Oral Carcinoma

Petridou E, et al.
Cancer 2002 Jun 1;94(11):2981-8

Ao ST e saaly o8 il Al o Al Al &
il sl alaiy gl G gy el Al 6 le sy s
s Jn Y el S0 o W) a5 ghaa ol e A gagl)
Ll o seda

I I SV P P FYR- UV S CRCIIPUIN I S [\ P TN
A o) V) e snSl iy il A aa B Cu g e
A9 5 Al Al oY1 laas alS (a pall Gsaa
Cbas oia 30 106 o Aol cay dasd )l d5, L
als ol il L'}a’)lﬁl.m;aasj ‘LWZI\__&L_DA?\&LEH
o A il gleadl il @ 28y Guindl y senll 3 ol Sle
Jebaall alasiuly i) Jdaty cc@ia J3e gl ok
el

:G_‘al_'ﬂll

cJsasl gl g caiill (pay (A8l Jsdae daa o =y -
GV Clatia g 4S) 55 gl @D of e dds w3
GRS 03B el A AT AY) Al p—adll 5
spdll Al oy sl B ) shady Lo Lagi jy (Le

poall Gl ol Lals ) dsas e S J s aa g -
il Aty Lo 5 ) ks 5 Ltlaiia

O e leaud yo ) Aada 283 M sa) o e -
g e Ual ) a5 55 0 anlly a5 il (a0 )
s el AlaYl

Gy oY) Ciladiag cagal) g g o gay sA DAY
e dsandl (Sayg il Aol ju o Ales 5 g Ggiy 5l
yaally (a5 Jsae iy Gy yda pe L, il
o2 Llal A Eldssl iy of Sy pssiiall
Gile sanall AoV DAL Las ) a i i Dl

B3l

UM



el Iy laml e Jad QI Goay i ) A6l 4
alall adinal

Ay e gl )y o gan dpd i W3 s ) ddy ke
plesiaal )8 A )3 (&GS Ll 583 S ot el ey
19985 1971 e oy dylil

5 ) :G_‘all'd\
lale 17 53] aginlie cass Aud a3 1S jlie 7814 G —
ol agta 1€ L8 822 (e iy

plem s 1000 /6.2 elaed IS &iganll Jana 3l —
Faagae Ao g saal i S <) pan sl by AN cul €
i) il e Laalis (%9.5) dutiy ((%21.2)
N (e %36.6 (b Y sena sl (S S (%9.4)

A Baaall el patall Jasa A a5 tadll Ay i el € -
O lially D jlie o (6 lae WU 1 gaseal (3 (€L 5l
1.27 5 ccann ¥ 80 1.31 el aeY d sl my o 1500
() 8 ela e Aaalil B g Al AL aal) fLGaaY
Al e g Aiea)) K 1.06

elatly | panal ) S Liall (ol ALEY 5 ghall cul < -
:2.01542.665:2.01 8

| sapal ol S L) (o) Can (Y Uil 5 ) glad i ) —
soshall il Cum ¢ nme clet] S ) Jsena slatly
sl e 1,545 1.32 @l jnall 4 pucadl)

Al il of Al jall 5 yskea Al el By 01—
gl Mald) egaall o s eLael day 5yl A gle 4l
(o)A dagyal I3 ¢ laii)

0o s i gl oo Aealill Bl Y 5 dad adi 5 A DIAl
el elaY) (g 53 paladl) sl dAgle S Ll 2y
slee Y1 (555 alad) (ol a5 Bl gl 555 tas aiy g
B L IPUPIV . PN PLDFS {3 PR ETETIN ) PPN

. an

CONCLUSION: Persons with cardiac syncope are at
increased risk for death from any cause and
cardiovascular events, and persons with syncope of
unknown cause are at increased risk for death from any
cause. Vasovagal syncope appears to have a benign
prognosis.
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CONCLUSION: Our findings suggest that many
children are at subsequent risk of skin cancer because
of suboptimal sunscreen use, high rates of sunburning,
and tanning bed use. Recommendations in the United
States for improved sun protection and avoidance of
tanning beds and sunburning, which began in the early
1990s, have been primarily unheeded. Nationally
coordinated campaigns with strong policy components

must be developed and sustained to prevent skin
cancer in a new generation of children and adolescents.
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Incidence and Prognosis of Syncope

Soteriades ES, et al.
N Engl J Med 2002;347:878-85
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injury prevention still may be to design safer vehicles
rather than to educate pedestrians or drivers.
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New Vaccines for the Prevention of Tuberculosis

Von-Reyn CF, et al.
Clin Infect Dis 2002 Aug 15;35(4):465-74
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CONCLUSION: Vaccines under investigation include
attenuated or enhanced whole-cell live, whole-cell
inactivated, subunit, DNA, and prime-boost vaccines.
Several candidate vaccines have demonstrated activity
in animal models that is equal to or superior to that of
BCG, and human trials are under way. Because there is
no identified ~ surrogate maker for protection,

identification of an improved vaccine will require
long-term efficacy trials in humans.
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Reducing Motor Vehicle Deaths

BMI 2002 May 11;324:1107-8, 1119-22, 1125-8, 1129-31
Journal Watch 2002 July 1;22(13):106
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COMMENT: These articles offer a broad range of

perspectives on the public health aspect of car crashes.
The editorialists suggest that the best approach to
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CONCLUSION: In patients with chronic hepatitis C,
once-weekly peginterferon alfa-2a plus ribavirin was
tolerated as well as interferon alfa-2b plus ribavirin
and produced significant improvements in the rate of
sustained virologic response, as compared with

interferon alfa-2b plus ribavirin or peginerferon alfa-2a
alone.
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Salmonella Sepsis Caused by a Platelet Transfusion
From a Donor With a Pet Snake

Jafari M, et al.
N Engl J Med 2002 Oct 3;347(14):1075

thaa i zleals LD 5 8 5 ) phad Clagieall i (pauisty
e 2 Y Bl A8l 5l e sy (B g a8 Clagi alls
A8 g prall ol sl (e 5500 Aagin o) 5 o(ol §) delu 120
27 Pl dadise 10° dg o aoleins clagdall &8 Ll
£ s Ausie Aa 3 22 5 a Aa 6 clel i 108 )
0.04 on Glaginall ot sad ool Sl G s e
s e B 3 @5 gkal ) s 5 of iy % 1.0,
oo 5 2y ey o (e pi 1 il all Al A L
czeball (gal 52 ga gall Agadll a8 jall

B claginal) ilia (52 Fn i ad g Laa¥ls AusY) s () 5
On 835 15000/1 0 ol i Gus ol A e 81 <G
Alad) iy et Al sl U sy 100000/1 5 cdasioal

Cre wandl Y @lld g Acaidng < il o3 o0 S5 o o S
ol sk palian om e sl (5 5a0 lai ol Bl ae
o) ped Aasisad laal (s 3a5 o e @il Bala Ay pa
i el Sl e aall s

$3me oty bal) e b gl Lo 5y i, ol
A e ye s Salmonella  enterica 4y gea D galloss

—4uu—~ 4 sl s Lol slabloais )L!

=

Ot bl 1 e 12l (390 57 ol i
eyl C asll Qlgall jug b ads zikal
Peginterferon Alfa-2a Plus Ribavirin

for Chronic Hepatitis C Virus Infection

Fried MW, et al.
N Engl ] Med 2002;347:975-82
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CONCLUSION: Recurrences of signs or symptoms of
bacterial maxillary sinusitis associated with anaerobes
were twice as frequent as were those associated with
aerobes when counts of anaerobes were

>/=10(3)cfu/ml. A pathogenic role for Granulicatella
species of chronic sinusitis was documented for the

first time.
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Environmental Exposure to Endotoxin
and Its Relation to Asthma in School-Age Children

Braun-Fahrlander C, et al.
N Engl ] Med 2002;347:869-77
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CONCLUSION: The increasing frequency of pet

reptiles as a source of salmonella infections in general
suggests that this may be an unrecognized risk.
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Bacteriologic Findings Associated With
Chronic Bacterial Maxillary Sinusitis in Adults

Finegold SM, et al.
Clin infect Dis 2002 Aug 15;35(4):428-33
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CONCLUSION: Exposure to 2 or more dogs or cats in
the first year of life may reduce subsequent risk of

allergic sensitization to multiple allergens during
childhood.
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CONCLUSION: A subject’s environmental exposure
to endotoxin may have a crucial role in the

development of tolerance to ubiquitous allergens found
in natural environments.
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Exposure to Dogs and Cats
in the First Year of Life

and Risk of Allergic Sensitization
at 6 to 7 Years of Age

Ownby DR, et al.
JAMA 2002 Aug 28;288(8): 963-72
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CONCLUSION: The results suggest that development
of CHB is strongly dependent on a specific antibody
profile to Ro 52-kd, which may be a useful tool to
identify pregnant Ro/La-positive women at risk of
delivering a baby with CHB. Close monitoring of
mothers at high risk would enable early detection of a

block that is still developing and allow early treatment
to combat more serious complications.

2

o pad |- Gzl il < fa
Jak¥l sal ojluwd) JSig
Gastroesophageal Reflux Disease
and Dental Erosion in Children

Dahshan A, et al.
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CONCLUSION: Erosion patterns showed more

involvement of the posterior teeth. Many affected
patients had primary dentition.
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A Serologic Marker for Fetal Risk
of Congenital Heart Block

Salomonsson S, et al.
Arthritis Rheurn 2002 May;46(5):1233-41
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CONCLUSION: Ghrelin plays an important role in
hunger before, and in satiety after, each meal.
Moreover, ghrelin levels also may explain the inability
of most patients to sustain weight loss after dieting:
They experience increased appetite secondary to levels
of ghrelin that are chronically higher after weight loss.
Finally, many patients may be able to maintain large
weight losses following gastric bypass surgery (in
contrast to dieting) because gastric bypass inhibits
ghrelin production by endocrine cells in the stomach.
Add ghrelin to the list of “obesity molecules™ that will

become targets for drug development as we seek safe
treatments to deal with the epidemic of obesity.
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Treatment of Child and Adolescent Obesity:
Reports From Pediatricians, Pediatric Nurse

Practitioners, and Registered Dietitianns

Barlow SE, et al.
Pediatrics 2002 Jul; 110(1 pt 2): 229-35
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Ghrelin Hormone
Is an Important Appetite Stimulant

N Engl J Med 2002 May 23;346:1623-30, 1662-3
Journal Watch 2002 July 1;22(13):104
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CONCLUSION: Low-level laser-assisted lipoplasty

has a significant impact on the procedural
implementation of lipoplasty techniques.
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of Tumescent Liposuction Surgery

Goyen MR.
Dermatol Surg 2002 Jun;28: 459-62
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CONCLUSION: The providers generally promoted

healthy eating and activity with minimal use of highly
restrictive diets or medication to control weight.
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Fat Liquefaction: Effect of
Low-Level Laser Energy
on Adipose Tissue
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COMMENT: Contrary to expectations, parenteral
insulin therapy did not prevent transition to overt
diabetes in the first study; the investigators currently
are using oral insulin in a similar trial. In the second
study, an immunologic intervention implemented early
in the disease appeared to slow the decline in B-cell
function; we await additional research to determine

whether this type of intervention will yield long-term
clinical benefits.
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CONCLUSION: Liposuction using the tumescent

technique is associated with a wide range of beneficial
lifestyle outcomes for the majority of patients.
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N Engl ] Med 2002 May 30;346:1685-91,1692-8
Journal Watch June 15;22(12):93
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human

autoimmune neurodegenerative  disease,
tropical  spastic = paraparesis.  Antidotes  to
autoantibodies against the HTLV-1 tax gene product
could protect against TSP. These findings make
plausible the role of autoimmunity in other
neurodegenerative diseases.
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Efficacy and Tolerability of Montelukast Alone
or in Combination With Loratadine
in Seasonal Allergic Rhinitis:
A Multicenter, Randomized, Double-Blind,
Placebo-Controlled Trial Performed in the Fall

Nayak AS, et al.
Ann Allergy Asthma immunol 2002 Jun;88(6):592-600
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Molecular Mimicry
in a Human Autoimmune Disease

Nat Med 2002 May;8:509-13, 455-7
Journal Watch 2002 June 15;22(12):95
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COMMENT: These researchers demonstrated an
example of molecular mimicry that leads to an
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CONCLUSION: Early revascularization in individuals
with acute myocardial infarction is associated with
substantial reduction in 1-year mortality. Our findings

lend support to the use of an invasive approach early
after an acute myocardial infarction.

Ol 5 ey, puusll S dnllae
Aol Ludall daal) oLido (i pa sal
phiaad) b aaldl Glid gi
Sertraline Treatment of Major Depression
in Patients With Acute MI or Unstable Angina

Glassman AH, et al.
JAMA 2002 Aug 14;288(6):701-9
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CONCLUSION: Montelukast alone or in combination
with loratadine is well tolerated and provides clinical

and quality- of-life benefits for patients with seasonal
allergic rhinitis.
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Infarction: A Prospective Cohort Study
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CONCLUSION: Our results suggest that sertraline is a
safe and effective treatment for recurrent depression in

patients with recent MI or unstable angina and without
other life-threatening medical conditions.
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Torsade de Pointes
Associated With Very-High Dose Methadone

Krantz MJ, et al.
Ann Intern Med. 2002;137:501-504
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CONCLUSION: These findings suggest that excessive
oxidative stress is involved, at least in part, in impaired
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CONCLUSION: This series raises concern that very-
high-dose methadone may be associated with torsade
de pointes. Given the likely expansion of methadone

treatment into primary care, further investigation of
these findings is warranted.
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Endothelial Function and Oxidative Stress
in Renovascular Hypertension
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CONCLUSION: MRA is sensitive and specific for
segmental or larger pulmonary embolism. Results are
similar to those obtained with helical computed
tomography, but MRA has safer contrast agents and
does not involve ionizing radiation. MRA could

become part of the diagnostic strategy for pulmonary
embolism.
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Drug-Resistent Pneumococcal Pneumonia
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endothelium-dependent vasodilatation in patients with
renovascular hypertension.
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Comparison of Contrast- Enhanced Magnetic
Resonance Angiography and Conventional
Pulmonary Angiography for the Diagnosis of
Pulmonary Embolism: A Prospective Study

Oudkerk M, et al.
Lancet 2002 May 11;359(9318):1643-7
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CONCLUSION: The association between an
exacerbation and the isolation of a new strain of a
bacterial pathogen supports the causative role of

bacteria in exacerbations of chronic obstructive
pulmonary disease.
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Azithromycin for Acute Bronchitis:
A Randomised, Double-Blind, Controlled Trial

Evans AT, et al.
Lancet 2002 May 11;359(9318):1648-54
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CONCLUSION: Penicillin G remains the mainstay of
therapy for the treatment of penicillin-susceptible
pneumococcal pneumonia. Penicillin-resistant
pneumococcal pneumonia (minimum  inhibitory
concentration < 4 microg/ml) can be safely treated
with adequate betalactams at the right dosage. The new
fluoroquinolones are very active and effective in
pneumococcal pneumonia. Caution should be

exercised in the widespread prescription of these drugs
if we are to limit the rate of resistance to these agents.
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New Strains of Bacteria and Exacerbations
of Chronic Obstructive Pulmonary Disease

Sethi S, et al.
N Engl J Med 2002;347:465-71
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Antithymocyte Globulin
for Treatment of the Bone Marrow Failure
Associated With Myelodysplastic Syndromes

Molldrem JJ, et al.
Ann Intern Med. 2002;137:156-163
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CONCLUSION: Azithromycin is no better than low-

dose vitamin C for acute bronchitis. Further studies are
needed to identify the best treatment for this disorder.

9 6+ @
%mataﬂa%p

digid] LA alaa lguele aladaiul
plaadl i jguad dadlaa 2
| e | Haw Gila ey i padl

| 2% |

Ui



a-synuclein Jeay 3-3-14_ Lo Ylé (DAl &ipe b
oe Aailll faaaS 1 Hads e s 1A e LAY
<Osaly sal) (ki)

pigal bl ol il o3 i S r il adll g DAl
alaghual) = S8 A cOsiS JL ela el 3 ai-synuclein
Ll ) Q_ﬁ Jaxil g celall Vaa oa C)\_i.“_s el ) (é_‘\__i_);.“
3as o ) B=YG 3-3-14 s 3> p—a O-synuclein
35 oSl e dray gslal Gigall g gaasl on A Dle
salall i o pumadl Cay AT Jana (e Lsasialll Abal) Aallaal
.u}uuSJLl ela d;’l_).a uau‘;ﬁ c‘d_,.u.“

COMMENT: These results emphasize the central role of
a-synuclein in the etiology of Parkinson’s disease and
suggest a molecular target for preventing and treating
PD: interruption of o-synuclein binding to 14-3-3. In
addition, editorialists suggest that, given the association
between dopamine and cell death, replacement therapy
with levodopa paradoxically may increase the rate of

neuronal destruction in the substantia nigra at some
point in the course of PD.
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Apolipoprotein E £4 Allel, Elevated Midlife Total
Cholesterol Level, and High Midlife Systolic Blood

Pressure Are Independent Risk Factors
for Late-Life Alzheimer Disease

Kivipelto M, et al.
Ann Intern Med 2002;137:149-155
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CONCLUSION: Although this study was a
nonrandomized, single-treatment study, 34% of the
patients treated with antithymocyte globulin became
transfusion independent. Response was associated with
a statistically significant longer survival and an almost
significant decreased time to disease progression.
Treatment with antithymocyte globulin did not seem to

be detrimental because historical overall median
survival times were similar to those of nonresponders.
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Understanding the Molecular Basis of PD

Journal watch 2002August 1; 22(15): 119.
Nat Med 2002 Jun; 8:600-6,564-5.
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Erythromycin Intravenous Bolus Infusion in Acute
Upper Gastrointestinal Bleeding:
A Randomized, Controlled, Double-Blind Trial

Frossard JL, et al.
Gastroenterology 2002 Jul;123(1):17-23

bt ela) A pea @lllia 6 o Sy tAdpal Al 4
Asle dpaan Cag i Gigas Ja b el gslo aaa
A~ Opadbas Ju0Y) Gy Al el 2y Ba S
cganall §1 Y1 =l sall Alie

(e B3 ke A3 5 4 G pmd )90 Cmy iAol o s
G gl el phEl 350 0 Gaead B Cpale S Y
coa all &Y 5

DA Vg pan il (Hpdie s goal s 0 4y, L
Opmbas Y1 (Al g 503 o A ptla] e Aol 12
o) 3a) (e 4883 20 i pasall o)l (Al 250 ey ay
kil

Aaladl Aaud gy 20aall pdaml il o 40,9 Al Al il
Ll culSy L el Saayy dpadidy Lo guin ga bl 20m oyl
Gigaa g Aulis ki ol paY Aalall a0 W e
5y (Algiiall al can gy ¢ planl e Aeali DG A
c il i AaEy)

’ ‘ ., :G_‘utl'\.ﬂ

von gall ¢ gall Liay ya 54 5 Gpela g i Y1 Liay ye 5180 —
%82) Cipulas Y Ao sana d Lle 4 Sana iy & =
(%33 Jdaa

S ey (pladll aaal sal Lala (3l 138 3 -

Jie 13.7) Jadal plawil) 32 e Caenla g S Y) —al —
ol yal ) Aalall (g (sl £l g2l Le gana i 2 16.4
(A 17 Jilie ¥l 6) ulanilly (5 54l 5 ks

Glas g dae 5 Adall 8 ALY Bae b ala OGRS aaldy Wl -
i saaall (g Al giiall Al

LllaMEA) & gas o o -

b ela) JE Gaales Yl quoud ) riadlal)
Jany (5903 oA Opbeaall (ouia jall (52 T (54l & o uma
sale) L Aslal sty ol Jeud g saa jadl judas )
ERY

Es6d

d of Medical Specializati

2

O A5l 8 S Laa L) a5ty sl Ao pendl
19775 1972 o528 & Wl e adindl Lo Giidas )l
Cn gl 5 (%73) Lo 1449 s 2 5,.1987 5 1982
ole gl A JlaaYl sale) L Lle 795 65 o pa_jlacl
(Lole 21 il 5 5 Lo ) 1998

i (b SN g il < (6 gnnay adll Jak it el
P yeda 30 ela jgkiy capoE 1 5y sall Jacill g ¢ 5 aal
sl 5 g

:G_‘al:\.'xh

a2y Lol Jie 5y ghad Jale apoE 1 g4 Ji¥) ol -
Chusitia 8 Ale gl 5 5hall Jul e lanim s ela Sl
(2.1 BN Jaxa) 5N 5 el ol sall 5 jeal

Jumall (8 IS g 50 o p i) S Bl -
s 5 )shd Jal go yaal) Chusiia i uial@¥) ol L
apoE 1 (5 ) sa) haaill Janim axy s ¢ el 3 elay AL
(s DAY 35 Jd sall 5

elag apoE —led Jf¥) o A Dlall of s il DAl
138 ey Adle sl Qo) pall Alus o Faali 2 ada 3l
el Caaiia (& S g i oS (5 fna gLy g JYI
dalse el Chalia il y ol ol an W) daz i
oY)l o iy el el AL e 508
gl ) s dAalledl ALEN ol g2l e aalill yadla 3 ela
PO S SER PRV PR 5 FESCRPN L [ VO L P
.apoE I &4 J e

CONCLUSION: The association between the apoE &4
allele and Alzheimer disease does not seem to be
mediated by vascular factors. The apoE &4 allele,
elevated midlife total cholesterol level, and high
midlife systolic blood pressure are independent risk
factors for Alzheimer disease. The risk for Alzheimer
disease from treatable factors-elevated total cholesterol

level and blood pressure-appears to be greater than that
from the apoE €4 allel.
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CONCLUSION: The screen using all 4 markers
showed high sensitivity in all age groups without
increasing the false-positive rate.
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Sublingual Misoprostol
for the Induction of Labor at Term

Shetty A, et al.
Am J Obstet Gynecol 2002 Jan;186(1):72-6
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CONCLUSION:  Erythromycin
endoscopy in patients with recent hematemesis makes
endoscopy shorter and easier, thereby reducing the
need for a repeat procedure.
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A Novel Method for the Detection of Down
Syndrome With the Use of Four Serum Markers

Masaki A, etal.
Am ] Obstet Gynecol 2002 Jul;187(1):197-201
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CONCLUSION: Three doses of sublingual

nitroglycerin (800 microg per dose) reduce neither
uterine activity nor tone, despite lowering maternal
blood pressure. If a clinical option, sublingual
nitroglycerin will require a higher dose, which would
place mother and fetus at risk for complication.
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Effect of Lower Doses of Conjugated Equine

Estrogens With and Without Medroxyprogesterone
Acetate on Bone in Early Postmenopausal Women

Lindsay R, et al.
JAMA 2002 May 22-29;287(20):2668-76
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CONCLUSION: There has been no previous report in
the literature of misoprostol given sublingually for
labor induction. Sublingual misoprostol seems to have
better efficacy than oral misoprostol, seems to be

acceptable to patients, and is an option to be
considered to induce labor at term.
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Effects of Sublingual Nitroglycerin
on Human Uterine Contractility
During the Active Phase of Labor

Buhimschi CS, et al.
Am J Obstet Gynecol 2002 Jul;187(1):235-8
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CONCLUSION: Doses of CEEs or CEEs-MPA lower

than 0.625mg/d effectively increase BMD and BMC in
early postmenopausal women.
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The Accuracy of Endometrial Biopsy
and Saline Sonohysterography

in the Determination of the Cause of Abnormal
Uterine Bleeding

Mihm LM, et al.
Am J Obstet Gynecol 2002 May; 186(5):858-60
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COMMENT: It is unclear whether minimally invasive
parathyroid surgery is performed widely in the U.S.
With accurate preoperative localization, the success
rate is excellent for experienced surgeons. In some
cases, the procedure is done on an outpatient basis,
which results in substantial reductions in hospital
charges.
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CONCLUSION: The high sensitivity and high
negative predictive value of saline sonohysterography
combined with endometrial biopsy make this
technique useful for the evaluation of abnormal uterine
bleeding. It may allow some patients to avoid more
invasive operative procedures; however, it is important

to recognize the limitations in the predictive value of
this diagnostic modality.
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Primary Hyperparathyroidism:
The Minimally Invasive Surgical Approach

Ann Surg 2002 May;235:665-72
Surgery 2002 May;131:502-8
Journal Watch June 15;22(12):97
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COMMENT: This study cannot predict whether
weekly visits with general practitioners (of similar
duration to therapy visits) would improve patient
outcomes. But, compared with the usual primary care
approach, it does appear that referral to experienced

manual therapists can improve outcomes for patients
with neck pain.
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in the Treatment of Carpal Tunnel Syndrome:
A Randomized Controlled Trial

Gerritsen AA, et al.
JAMA 2002 Sep 11:288(10):1245-51
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Manual Therapy Effective for Neck Pain

Ann Intern Med 2002 May 21;136:713-22, 758-9
Journal Watch 2002 June 15;22(12):94
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CONCLUSION: Thalidomide is a reasonably

promising drug in treatment-resistant ankylosing
spondylitis.
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Risk of Renal Allograft Loss
From Recurrent Glomerulonephritis

Briganti EM, et al.
N Engl J Med 2002;347:103-9
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CONCLUSION: Treatment with open carpal tunnel

release surgery resulted in better outcomes than
treatment with wrist splinting for patients with CTS.

axlg ale Saal dagiia dul ja
budall A clgill dadlaa (2 asagaudlll joa Joa
One-Year Open-Label Trial of Thalidomide
in Ankylosing Spondylitis

Feng H, et al.
Arthritis Rheum 2002 Jun 15;47(3):249-54
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CONCLUSION: Imatinib mesylate induces durable

responses in patients with chronic myeloproliferative
diseases associated with activation of PDGFRB.
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Heritability of Mammographic Density,
A Risk Factor for Breast Cancer

Boyd NF, et al.
N Engl ] Med 2002;347:886-94
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CONCLUSION: Recurrence is an important cause of
allograft loss for those with renal failure due to
glomerulonephritis. No risk factors for recurrence were
identified that warrant altering the approach to
transplantation. However, accurate estimates of risk

can now be provided to potential recipients of renal
allografts.
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Response to Imatinib Mesylate in Patients With
Chronic Myeloproliferative Diseases

With Rearrangements of
the Platelet-Derived Growth Factor Receptor Beta

Apperley JF, et al.
N Engl J Med 2002;347:481-7
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Quality of Life
After Radical Prostatectomy or Watchful Waiting

Steineck G, et al. !
N Engl J Med 2002;347.790-6
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CONCLUSION: The assignment of patients to
watchful waiting or radical prostatectomy entails
different risks of erectile dysfuction, urinary leakage,
and urinary obstruction, but on average, the choice has

little if any influence on well-being or the subjective
quality of life after a mean follow-up of four years.
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CONCLUSION: These results show that the
population variation in the percentage of dense tissue
on mammography at a given age has high heritability.
Because mammographic density is associated with an
increased risk of breast cancer, finding the genes

responsible for this phenotype could be important for
understanding the causes of the disease.



CONCLUSION: In this randomized trial, radical
prostatectomy significantly reduced disease-specific
mortality, but there was no significant difference
between surgery and watchful waiting in terms of
overall survival.
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Once-Daily Intravenous Cefazolin Plus Oral
Probenecid is Equivalent to Once-Daily
Intravenous Ceftriaxone Plus Oral Placebo
for the Treatment of
Moderate-to-Severe Cellulitis in Adults

Grayson ML, et al.
Clin Infect Dis 2002 Jun 1;34(11):1440-8
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A Randomized Trial Comparing
Radical Prostatectomy With Watchful Waiting
in Early Prostate Cancer

Holmberg L, et al.
N Engl J Med 2002;347:781-9
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pyrrolidin -1-yl] -6-oxo -hexanoyl] pyrrolidine- 2-
carboxylic acid, that is a competitive inhibitor of SAP
binding to amyloid fibrils. This palindromic compound
also crosslinks and dimerizes SAP molecules, leading
to their very rapid clearance by the liver, and thus
produces a marked depletion of circulating human
SAP. This mechanism of drug action potently removes
SAP from human amyloid deposits in the tissues and
may provide a new therapeutic approach to both
systemic amyloidosis and diseases associated with
local amyloid, including Alzheimer’s disease and type
2 diabetes.
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Novel Gene Therapy for Angiogenesis Inhibition
Stops Cancer in Mice

Journal Watch 2002 August 1;22(15)120
Science 2002 Jun 28; 296: 2404-7, 2314-5
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CONCLUSION: The once-daily regimen of cefazolin-
probenecid is a cheap, practical, and -effective
treatment option for moderate-to-severe cellulitis, and

it avoids the need to wuse third-generation
cephalosporins in most patients.
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Targeted Pharmacological Depletion

of Serum Amyloid P Component
for Treatment of Human Amyloidosis

Pepys MB, et al.
Nature 2002 May 16;417(6886):254-9
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The normal plasma protein serum amyloid P
component (SAP) binds to fibrils in all types of
amyloid deposits, and contributes to the pathogenesis

of amyloidosis. In order to intervene in this process we
have developed a drug, R-1-[6-[R-2-carboxy-
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CONCLUSION: The nonstructural (NS) gene of
HSNI viruses is associated with this resistance. Pigs
infected with recombinant human HINI influenza
virus that carried the HSN1 NS gene experienced
significantly greater and more prolonged viremia,
fever and weight loss than did pigs infected with wild-
type human HINI influenza virus. These effects
required the presence of glutamic acid at position 92 of
the NSI molecule. These findings may explain the
mechanism of the high virulence of H5N1 influenza
viruses in humans.
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COMMENT: Many different approaches to inhibiting
angiogenesis are being evaluated for treating cancer
and other conditions. The theoretical virtue of this
approach is that the gene-therapy vehicle (the NP)
seems to be highly specific for the targets (endothelial

cells of new blood vessels) and so small that it is
unlikely to elicit immune responses.
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Lethal HSN1 Influenza Viruses Escape Host
Antiviral Cytokine Responses

Seo SH, et al.
Nat Med 2002 Sep;8(9):950-4
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DISCUSSION

Tonsillolith is a concretion and deposition of
calcium bicarbonate that arises around a nidus of
accumulated bacteria, leukocytes and epithelial debris
in the tonsillar crypts."** Tonsillolith is more common
in adults. It may be asymptomatic and discovered
accidentally. The usual presentation is sore throat,
throat irritation, and unilateral tonsillar enlargement.*
Other presenting features are sensation of a foreign
body, halitosis, referred otalgia, secondary infection
and peritonsillar abscess.’ It may present as an
ulceration of the tonsil’ and mimic a tonsillar or
parapharyngeal  tumour”  Differential diagnosis
includes foreign body, calcified granuloma and the
“Bagle” syndrome. Bimanual palpation is a simple
procedure and can help in diagnosis. Imaging may be
useful,"*® but it is not essential for diagnosis.
Treatment depends on the size and varies from simple
curettage, excision under local anaesthesia and
tonsillectomy.> A tonsillolith may be expelled
spontaneously or require surgery.”® Large tonsilloliths

Figure 3. CT scan showing calcified mass should be treated with tonsillectomy in order to
in the region of the left tonsil in Case 2. prevent cavity formation.

CONCLUSION

Two cases of tonsillolith were presented. Both were
easily diagnosed and treated with satisfactory results.

Figure 4. Gross view of the specimen
after excision in Case 2.
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TWO LARGE TONSILLOLITHS
WITH DIFFERENT PRESENTATIONS
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ABSTRACT

Two cases of large tonsilloliths with different clinical pictures are reported. One presented as a membranous
tonsillitis and the other as a tonsillar ulcer. One was removed by local manipulation and the other was removed by

tonsillectomy.
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Case Number 1. A 15-year-old male patient was
referred to the ENT clinic complaining of recurrent
sore throat treated at different places as acute tonsillitis
with no improvement for nine months. He did not have
any constitutional symptoms. On examination his left
tonsil was enlarged and showed a greyish white coat.
The right tonsil was normal, and the examination of
the ears and nose was within normal limits. No trismus
was observed. An attempt was made to scrape off the
coat, but a gritty sensation was noted. The patient was
sent for x-ray of the area, which showed a radiopaque
shadow, See Figure 1. A provisional diagnosis of
tonsillolith was made. Local manipulation resulted in
spontaneous expulsion of the tonsillolith leaving an
atrophic tonsil on that side. See Figure 2. The patient
had no complaints when he was seen 2 weeks later on
follow up.

Case Number 2. A 3l-year-old male patient
presented with a unilateral sore throat for several
weeks, associated with spitting of blood. He had no
past history of any other otorhinolaryngological
symptoms. On examination, his left tonsil was
enlarged with an ulcer like lesion on its medial surface.

JABMS 2002;4(4):42-3E

Bimanual palpation gave a sensation of a hard stony
mass. The rest of oropharyngeal examination was
within normal limits with no evidence of cervical
lymphadenopathy. Plain x-ray followed by CT scan
showed a calcified mass in the region of the left tonsil.
See Figure 3. There was no evidence of oropharyngeal
or parapharyngeal lesions. A diagnosis of tonsillolith
was made and tonsillectomy was done. The specimen
showed a large tonsillolith embedded within the tonsil.
See Figure 4.

Figure 1. Lateral x ray showing radiopaque
shadow in the tonsillar area in Case 1.
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postcricoid web was identified and ruptured with the
scope. Biopsy of the tongue ulcer showed a well
differentiated keratinized squamous cell carcinoma.
See Figure 3. The patient was advised to have a partial
glossectomy and postoperative radiotherapy as the
tumor was small and there were no clinically
detectable regional lymph nodes.

Figure 1. Tongue ulcer

Figure 2. Barium swallow demonstrating clearly
the postcricoid web

Carcinoma of the Tongue...

F402

DISCUSSION

The etiology of this syndrome is thought to be due
to iron deficiency anemia. The mucosal lining of the
entire upper digestive tract is smooth and atrophic, and
a many of these patients develop a postcricoid web at
the upper esophagus. In addition, a high proportion has
atrophic gastritis. The disease begins about the age of
30, and its maximum age incidence is 60.* Ninety
percent of the patients are women. Dysphagia is the
most common presenting symptom. Clinical
examination shows the fissuring at the corners of the
mouth, glossitis, splenomegaly, and occasionally
koilonychias." Many of these patients have other
conditions, the commonest being thyroid disease,
malignant  disease, and rtheumatoid  arthritis.’
Autoimmunity has been considered as a possible
cause, but this has been disproven.® Richards’
demonstrated the association of this syndrome with the
development of postcricoid carcinoma in 1970.

These patients have hypochromic anemia. A
hemoglobin of less than 12g/100 ml is found in 60% of
them.” Serum iron is also low in approximately 70% of
the patients. Serum B> may be low in 10% of patients
and may be associated with a macrocytic anemia.
Achlorhydria is found in three patients out of four.

The postcricoid web is seen in three out of four
patients on barium swallow. In 20%, there are two
webs." One patient in four may have an upper
esophageal stricture and occasionally a carcinoma is
found. It is important to keep these patients under
observation since about 10% later develop postcricoid
carcinoma.”" The duration of the period for follow up
is not well documented in the literature. A case of
carcinoma of the tongue in a Sudanese woman who
was known to have sideropenic dysphagia is reported
here, the first such case to be reported from the Sudan.

Females with sideropenic dysphagia should be
followed regularly and checked for recurrence as well
as postcricoid carcinoma and other carcinoma of the
upper digestive tract

CONCLUSION

This case, with the development of carcinoma of the
tongue 10 years after the initial diagnosis,
demonstrates the importance of vigilant follow up.

El Mustafa OM
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CARCINOMA OF THE TONGUE IN A PATIENT
WITH SIDEROPENIC DYSPHAGIA
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ABSTRACT

This is a case report of a middle aged Sudanese female who was known to have sideropenic dysphagia
(Paterson-Kelly syndrome) who developed carcinoma of the longue ten years after the initial diagnosis. The
importance of long term follow up in individuals with sideropenic dysphagia is emphasized because of the
increased risk of carcinoma of the upper Gl tract in these patients. This is the first such case to be reported from
the Sudan.
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INTRODUCTION

Sideropenic dysphagia was first described in Britain
in 1919 by Paterson and in the USA in 1922 by
Vinson."* A condition featuring dysphagia in anemic
women with atrophic glossitis and fissuring of the
corners of the mouth was reported at a meeting of the
Royal Society of Medicine by Kelly. At the same
meeting, Paterson described women with spasmodic
dysphagia and glossitis*

CASE REPORT

The patient was a 36-year-old Sudanese female who
was first diagnosed as a case of sideropenic dysphagia
at the age of 26 She underwent rigid endoscopy in
September of 1989. During the procedure, a
postcricoid web was identified and ruptured.
Postoperatively, she was discharged in good condition
on supplementary iron and vitamins and was told to

JABMS 2002;4(4):39-41E

attend an outpatient clinic for regular follow up. She
was not seen again until December of 1999 at which
time she was complaining of dysphagia to solid food
and an ulcer of the tongue of 3 months’ duration.

On examination, she was pale and thin. Physical
examination revealed a rounded ulcer on the right side
of the dorsal aspect of the tongue. The ulcer was
rounded in shape and measured about 1 cm in its
maximum diameter with a rough floor, everted edges,
and indurated margins. See Figure 1.There were no
enlarged regional lymph nodes. Systemic examination
was otherwise unremarkable. Hemogram showed
values at the lower limits of normal. The peripheral
blood picture was normochromic and normocytic.
Urinalysis was normal. Chest x ray was normal. A
barium swallow showed recurrence of a post cricoid
web. See Figure 2.

Rigid esophagoscopy and biopsy of the tongue ulcer
were performed wunder general anesthesia. The

*0.M. El Mustafa, M.D., Associate Professor, Department of Surgery, Faculty of Medicine, University of Gezira, P.O.Box 20 Wad Medani, Sudan. ( '
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be deepened with additional pentothal, narcotics, and a
low-dose halogenated agent.

If time permits, and provided fluid status is
appropriate and coagulation studies are normal,
continuous lumbar epidural anaesthesia is preferred for
Caesarean delivery. At our institution, initially 20 cc
of lignocaine 2% without epinephrine but containing
100 pg of fentanyl is preferred, followed by plain
lignocaine 2% if larger doses are required. The patient
is assisted to an appropriate position with left lateral
uterine displacement, and continuous fetal heart rate
monitoring is maintained. A test dose of two to three
cc is administered. At four to five minute intervals, an
additional two to three cc is administered while
continually observing all vital signs-systemic pressures
or mean arterial pressures, pulmonary artery pressures
and PCWP, should a Swan Ganz catheter have been
inserted. If systemic blood pressure decreases, 25%
albumin is administered as needed to maintain a
PCWP of six to ten mmHg.* Additionally, small
amounts of intravenous ephedrine may be used to
control blood pressure as necessary. Within 20 to 30
minutes, an adequate level of anaesthesia is attained
with this slow, incremental dosing technique.”

PROGNOSIS

There is a need here to answer three questions. First
is the prospect of future pregnancy outcomes, the
second involves contraceptive options, and finally,
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what is the potential for prevention? Patients who
have had HELLP syndrome should be counseled that
they have a 14-17% risk of developing the syndrome
in subsequent pregnancies. They will also have up to a
43% risk of developing preeclampsia in another
pregnancy. Patients with a Class I syndrome have the
highest risk of recurrence.

Patients who have had HELLP syndrome may
subsequently use oral contraceptives safely. Patients
who develop early-onset preeclampsia or HELLP
syndrome should be screened for the presence of
antiphospholipid antibodies. Prevention of
preeclampsia is surrounded by much controversy. The
general consensus of opinion is that neither
prophylactic aspirin nor calcium is useful in preventing
preeclampsia or an adverse perinatal outcome.

SUMMARY

Women with HELLP syndrome are often critically
ill. Their infants are frequently premature and
compromised. There is no ideal anaesthetic for these
patients; however, certain management criteria should
be observed. These include early diagnosis, the patient
being managed in a tertiary care centre, and a
multidisciplinary approach with active involvement of
the obstetric anaesthesia care team. The obstetric
anaesthesia personnel must obtain a thorough
preanaesthetic evaluation and be very knowledgeable
in understanding the pathophysiology of the parturient
with HELLP.
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The use of hydralazine with anaesthesia is limited
because it does not offer the fine control associated
with other agents such as trimethaphan, nitroprusside,
or nitroglycerin. These agents, however, do not
increase uteroplacental perfusion to the same extent as
hydralazine, and other problems are associated with
their use; i.e., nitroprusside results in cyanide
production and nitroglycerin may be associated with
methemoglobinemia. These agents are therefore
primarily used prior to the induction of general
anaesthesia in an effort to blunt the response to
laryngoscopy and intubation, or post-delivery for the
control of blood pressure.”’ The goal of
antihypertensive therapy is to maintain a maternal
diastolic blood pressure between 90 and 110 mmHg.
With all PIH patients, a diastolic pressure below 90
mmHg is often associated with inadequate
uteroplacental perfusion.

The best indicator of adequate uteroplacental
perfusion is a fetal heart rate (FHR) within the normal
range (120 to 160 bpm), evidence of adequate
variability, and no late onset FHR decelerations.
Inadequate perfusion is reflected by significant
ominous changes in the FHR; the rate may either
accelerate or decelerate, depending on the level of fetal
stress and how long it has persisted, and ultimately late
decelerations of the FHR as well as loss of variability
will occur. When delivery is planned, invasive
monitoring should be instituted prior to the
administration of any form of anaesthetic. The patient
is assisted to a supine position with left lateral uterine
displacement (approximately 15° to 20°. FHR
monitoring should be continued, and supplemental
oxygen by nasal cannula or face mask should be
administered at 4 L/min. To help calm and relax the
patient so that she may tolerate the procedure better,
small amounts of fentanyl (50 - 100 pg) are generally
administered intravenously prior to cannulation of a
major vein.

If epidural analgesia is used, it is best to position the
patient on her right side for catheter placement.
Hemodynamic profiles are obtained prior to the
induction of anaesthesia and at set intervals following
the administration of local anaesthesia. If needed,
fluids are administered at this time using 25% albumin
to maintain a pulmonary capillary wedge pressure
(PCWP) of between six to ten mmHg. Dosing
proceeds slowly with a 2-3 cc test dose of lignocaine
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without epinephrine. After the test dose has been
proven, 3-5 cc incremental, fractionated doses of
0.25% bupivacaine with 1-1.5 pg/cc of fentanyl are
administered until the desired level of anaesthesia is
achieved. If a long labor is anticipated, the patient is
placed on a continuous epidural infusion (0.125%
bupivacaine with fentanyl 1.5-2 pg/cc).

If a short labor is anticipated, intermittent dosing is
continued using 0.25% bupivacaine with or without
fentanyl. Continuous lumbar epidural anaesthesia is
the preferred choice of anaesthetic techniques. If
regional anaesthesia is contraindicated due to
coagulopathy, labor is managed with systemic
medication. Additional pain relief at delivery can be
accomplished ~ with  pudendal/local infiltration
combined with mask analgesia (nitrous oxide 30% to
40%). Several authors have recommended low-dose
halogenated agents for additional analgesic effects.”®*
If consciousness should be lost, endotracheal
intubation and general anaesthesia must be
immediately instituted, just as for an emergent
Caesarean delivery.

Spinal anaesthesia for Caesarean section is
contraindicated in patients with HELLP syndrome due
to the hazards associated with severe hypotension
brought on by the rapid and extensive sympathetic
blockade.” Induction of general anaesthesia in PIH
patients is associated with the release of endogenous
catecholamines producing severe exacerbations of
blood pressure following laryngoscopy and intubation.
There is also an increase in systemic vascular
resistance, pulmonary artery pressure and PCWP, and
a decrease in cardiac output and uterine perfusion.
Invasive monitoring of hemodynamic profiles and
fluid requirements is instituted when indicated
clinically.

Pretreatment with a non-depolarizing muscle
relaxant is not required if the patient is receiving
magnesium  sulphate and is probably even
contraindicated in these severely compromised
patients.”> Oxygen is administered by mask prior to
the induction of anaesthesia. Oral endotracheal
intubation is achieved using a rapid sequence induction
with sodium thiopental (3 to 4 mg/kg) along with
succinylcholine (1 to 1.5 mg/kg) and appropriate
cricothyroid pressure. After delivery, anaesthesia may
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frozen plasma. It is hypothesized that this process may

work though several mechanisms: removing
circulating toxins and free radicals, removing
immunoglobulin  complexes, replacing platelet

aggregation inhibitors, stabilizing endothelial damage,
and decreasing blood viscosity.”!

Plasmapheresis has been successful in patients with
severe laboratory abnormalities (i.e., platelet counts of
<30,000/mm’® and continued elevation of liver
enzymes. Those who have required repeat transfusions
to maintain their hematocrit at 72,000/mm® postpartum
have also benefited.”*

MANAGEMENT OF HYPERTENSION

Whether hypertension is present or not, patients
with HELLP syndrome should be treated with
prophylactic magnesium sulphate (MgSO,) to prevent
seizures. Initial bolus doses of 4-6 g of MgSO, should
be given as a 20% solution. This dose is followed by a
maintenance infusion of 2g/hr. The infusion should be
titrated to urine output and MgSQO, levels. In cases of
magnesium toxicity, ten to twenty ml of 10% calcium
gluconate should be given intravenously.**

If the blood pressures should rise to 160/110 mmHg
despite prophylactic magnesium sulphate therapy,
hydralazine should be given LV. in small incremental
doses of 2.5-5 mg every fifteen to twenty minutes until
a diastolic blood pressure of between 90-100 mmHg is
achieved.” Labetalol and nifedipine have also been
used with some success.”! Special precautions should
be taken if nifedipine is used concurrently with MgSQ,
because of the potentiation effect. Diuretics may
compromise placental perfusion and therefore must not
be used to control blood pressure in patients with
HELLP syndrome.24 A hypertensive crisis may be
treated with continuous infusions of nitroglycerin or
sodium nitroprusside.

Transfusion of blood or blood products should be
carefully controlled. No blood transfusion is required
unless there is a marked drop in hemoglobin levels or
the platelet count is 20,000/mm3 or below. Patients
who undergo Caesarean section should be transfused if
the platelet count is less than 50,000/mm’.
Prophylactic transfusions of platelets at delivery do not
reduce the incidence of postpartum hemorrhage or
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hasten normalization of the platelet count.”’ Patients
with DIC should be given fresh frozen plasma and
packed red blood cells.

ANAESTHETIC CONSIDERATIONS

Continuous lumbar epidural analgesia is the
technique of choice in patients with PIH.* However,
the patient with HELLP syndrome may be limited to

non-regional techniques by the presence of a
significant ~ coagulopathy. The advantages of
continuous epidural technique include excellent

analgesia for labor and delivery with a significant
decrease in circulating catecholamines. Epidural
analgesia also avoids the untoward effects associated
with systemic medication in both the mother and the
fetus. The concomitant sympathetic blockade produces
vasodilation and a decrease in systemic vascular
resistance. In addition to an increased cardiac output
there is also an increase in uteroplacental blood flow.
Prior to placement of the epidural, the parturient must
be thoroughly evaluated and well managed medically
to prevent a profound episode of hypotension which
may easily occur in an uncontrolled hypovolemic
preeclamptic patient.

If delivery is anticipated, magnesium sulphate
therapy should be administered intravenously to
reduce central nervous system irritability.  Other
effects of magnesium therapy include reduced
hyperreflexia transmission at the neuromuscular
junction, mild vasodilation, mild sedation and
decreased uterine activity, which increase uterine
blood flow.

Side effects associated with magnesium sulphate
therapy, however, affect both the mother and the
neonate. Magnesium increases the sensitivity of
nondepolarizing and depolarizing muscle relaxants in
the mother, and may produce respiratory depression,
hypotonia, and apnea in the neonate. These effects can
be reversed by the careful administration of calcium.

If antihypertensive therapy is initiated, hydralazine
is the drug of choice® Hydralazine increases
uteroplacental perfusion and renal blood flow in
patients with PIH to a greater extent than do other
antihypertensive agents.

-
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coagulation studies are abnormal.”" Two tests are used
to test for hemolyisis: the hematocrit which may be
decreased or normal, and the finding of a decreased
serum haptoglobin which can confirm ongoing
hemolyisis even if the hematocrit is normal."® Liver
enzymes such as transaminase may be moderately
elevated in the early stages but may rise as the disease
continues.’* Platelet count is significant if it is less
than 150,000 per mm”.

Coagulopathy with abnormal prothrombin time
(PT), partial thromboplastin time (PTT) and fibrinogen
levels below 300 mg/dL are usually suggestive of
DIC." Proteinuria and increased uric acid concentra-
tion are useful in diagnosing preeclampsia but not
HELLP syndrome. The platelet count is the best
indication of the latter."

CLASSIFICATION

There are two classifications for the severity of
HELLP syndrome. The first is based on the number of
abnormalities that are present. In this system, the
patients are classified as having partial HELLP
syndrome (one or two abnormalities) or full HELLP
syndrome (all of these abnormalities). Patients with
the full syndrome should be delivered within 48 hours,
whereas those with partial HELLP syndrome may be
candidates for more conservative management.’

The second classification takes into account the
platelet count nadir. Class I <50,000/mm>; Class 11
50,000 100,000/mm?; patients in Class III 100,000
150,000/mm”. Patients in Class I are at a higher risk of
maternal morbidity and mortality than those in Class II
or Class ITI of HELLP syndrome. "’

MANAGEMENT

For optional management, early diagnosis is most
important. Once the diagnosis is established, the best
markers to follow are maternal lactate dehydrogenase
and the maternal platelet count. The laboratory
abnormalities typically worsen after delivery and peak
at 24-48 hours postpartum. The incidence of
hemorrhagic complications is dependent on the platelet
count and is usually higher when the platelet count is
< 40,000 / mm’. Hepatic imaging is indicated if there
is severe or persistent right upper quadrant pain.
Prompt recognition of HELLP syndrome and timely

HELLP Syndrome...

initiation of therapy are vital to ensure the best
outcome for the mother and baby.°

The rest of treatment is dependent on clinical
symptoms and laboratory data. Conservative
management of HELLP syndrome is indicated if
hypertension is controlled at less than 160/110 mmHg,
if oliguria responds to fluid management and if
elevated liver enzymes are not associated with right
upper quadrant pain. Sibai et al’ found that pregnancy
was prolonged by an average of 15 days when
conservative treatment (i.e., bed rest, fluids and close
observation) was used in patients who were at less than
32 weeks of gestation. Maternal morbidity was not
increased and the prognosis for the infants improved
with a decreased stay in neonatal intensive care,
decreased incidence of respiratory distress syndrome
and decreased incidence of necrotizing enterocolitis.
Women treated conservatively should be managed in a
tertiary care centre.

Patients with severe HELLP syndrome, super-
imposed DIC and a gestation less than 32 weeks
should be delivered by Caesarean section. A trial of
labor is appropriate in patients with mild to moderate
HELLP syndrome that is stable, who have a favourable
cervix, and who are at 32 weeks of gestation or
greater.”

RECENT ADVANCES IN THERAPY
CORTICOSTEROIDS:

Antenatal  administration of dexamethasone
(Decadron) in high dosage (10 mg L.V. every 12 hours)
has been shown to markedly improve the laboratory
abnormality associated with HELLP syndrome.
Steroids given antenatally do not prevent typical
worsening of laboratory data after delivery. However,
laboratory abnormalities resolve more quickly in
patients who continue to receive steroids postpartum.
Steroid therapy should be given to all patients with
HELLP syndrome where platelets are less than
150,000 / mm’ and should be continued until liver
enzymes return to normal or the platelet count is above
100,000 / mm’. 322

PLASMAPHERESIS

The objective of this modality of treatment is to
remove the patient’s plasma and exchange it with fresh

-
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oncotic

colloid pressure  (COP), hypovolemia,
hemoconcentration, and increased blood viscosity
develops secondarily to the accompanying loss of
albumin.

With HELLP syndrome, striking hepatic changes
occur. Hepatic blood flow is obstructed when hepatic
sinusoids develop fibrin deposits. The liver becomes
swollen and engorged stretching the Glisson capsule,
producing epigastric and/or right upper quadrant pain
and tenderness. Hemorrhagic periportal necrosis,
subcapsular hemorrhage, and in severe cases,
spontaneous hepatic rupture, may occur. The liver
enzymes become elevated and the SGOT value can be
700 units/mL or more. Infrequently, acute hepatic
failure and jaundice will appear. Maternal
hypoglycemia is a particularly grave laboratory
finding; however, the etiology of the value is yet
obscure.

The hemolyisis associated with HELLP syndrome is
consistent with a microangiopathic hemolytic anaemia.
Vascular endothelial damage with fibrin deposition
results in red blood cell fragmentation. The peripheral
blood smear reveals crenated and distorted red cells
with spiny projections along the borders (Burr cells).”
Also present are schistocytes, which are small,
irregularly shaped red cell fragments. The low platelet
counts associated with HELLP syndrome appear to be
due to increased peripheral vascular destruction. Bone
marrow studies reveal an increase in megakaryocytes
that suggests rapid platelet turnover. In addition, recent
studies suggest an associated platelet activation as well
as platelet dysfunction.'

OBSTETRIC CONSIDERATIONS

Definitive therapy for the patient with HELLP is
delivery; prior to delivery, aggressive control of the
disease is the goal. Pregnancy is usually allowed to
continue as long as there is no apparent evidence of
fetal and/or maternal compromise. Obstetric
management is directed toward stabilization of the
cardiovascular system, improvement of intravascular
volume, prevention of intracranial hemorrhage, and
control of central nervous system irritability. As noted
previously, obstetric management of the patient
presenting with HELLP syndrome is less clearly
defined. Prediction of ultimate disease severity is
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difficult because it is dependent on numerous factors,
particularly the aggressiveness of timely pregnancy
interruption early in the terminal phase of the
accelerated disease progression.!!

Although uterine irritability is frequently present
and the cervix is often “ripe” for induction, a
significant portion of these patients experience an
operative delivery due to fetal distress.® Consideration
for the use of invasive monitoring is based upon the
following criteria: 1) these patients are critically ill
and should be managed as such; 2) the severity of
disease is often not clinically apparent; and 3) many of
these patients will deliver operatively  and
hemodynamic alterations can be more effectively
controlled.

CLINICAL PRESENTATION

The non-specific nature of the symptoms contributes
to the delay in diagnosis of HELLP syndrome and not
initiating the treatment at an early stage. Because early
diagnosis is critical, any “flu-like” illness or malaise in
the third trimester of pregnancy merits evaluation with
complete blood count and liver function tests.
Although many patients present with pain in the
epigastrium, or with right upper abdominal quadrant
pain, nausea, headaches or blurred vision, many may
have no localizing signs. Hypertension and Jjaundice
may not be present or they may appear later in the
course of this disease. Physical examination may also
be normal. Right upper quadrant tenderness, however,
is present in 40% of cases. Edema is not useful
because swelling is a factor in up to 30% of normal
pregnancies. This variable nature of the clinical
presentation of HELLP syndrome may contribute to
delay in the diagnosis for up to eight days. Many
patients with this syndrome are initially misdiagnosed

with medical or surgical conditions such as
cholecystitis, esophagitis, gastritis, hepatitis or
idiopathic ~ thrombocytopenia.””> The differential

diagnosis of HELLP syndrome includes acute fatty
liver of pregnancy, thrombotic cytopenic purpura, and
hemolytic uremic syndrome.®

DIAGNOSTIC TESTS

The D-dimer is a more sensitive indicator of
subclinical coagulopathy and may be positive before
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REVIEW OF LITERATURE

Sibai et al’ described their 15 year experience from
August 1977 through July 1992 of 442 pregnancies
with HELLP Syndrome managed at their tertiary care
centre. In this large prospective study (N=442), the
authors used the criteria as shown in Table 1 to
standardize the diagnosis of HELLP syndrome.

Table 1. HELLP syndrome was based on the
clinical diagnosis of preeclampsia L
and the foﬂnwmg laboratory abnormallt:es.

Charactenstlc peripheral blood smear

4. .Prdlonged prothrombin time (>/= 14 seconds)
5. Partlal thromboplastm time (>/= 40 seconds)

tion _(crcghnlne clear__a_nce </= 20 lemm)

Poor maternal and fetal prognosis is associated with
HELLP syndrome. Maternal mortality ranges from
3.5% to 24%. These patients are at greater risk for
complications such as liver rupture, DIC, abruptio
placentae and ARE ¥ Perinatal mortality is equally
high, ranging from 79 to 100 and 367 per 1000 live
births; it isdue to large placental infarcts, abruptio
placentae, intrauterine growth retardation (IUGR),
intrauterine asphyxia, and prematurity.

The neonate is at increased risk for a variety of
complications associated with HELLP syndrome
which correlate with the severity of maternal disease.

Fs2d
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Thrombocytopenia and leukopenia are frequently
diagnosed (25% to 30%) in neonates of mothers with
HELLP syndrome. There is also a strong correlation
with the severity of maternal disease that implies a
humoral mechanism may be involved in the etiology
of PIH.?

Data is minimal regarding subsequent pregnancy
outcome and long term prognosis after the syndrome
of hemolyisis, elevated liver enzymes, low platelets
and ARF.**® Sibai and Ramadan® in a study of 32
parturients with HELLP syndrome, indicate that
patients are at increased risks for developing
preeclampsia in subsequent pregnancies. However,
pregnancy outcome and long term prognosis are
usually favourable in the absence of preexisting
chronic hypertension. Risks were significantly
increased for both mother and fetus if the parturient
had preexisting chronic hypertension. They
recommend parturients with preexisting chronic
hypertension who have had HELLP syndrome be
counseled regarding the high likelihood of severe
preeclampsia and poor fetal outcome in subsequent
pregnancies.

Inadequate uterine perfusion has an important role
in the etiology of PIH and HELLP syndrome. A
possible mechanism initiating the process may be a
developmental defect of the spiral arteries of the
uterus. Typically, with early trophoblastic invasion the
muscular walls of the spiral arteries lose their ability to
contract. In patients with PIH, however, this process is
incomplete and the spiral arteries retain some of their
contractility. This is thought to result in the ischemic
process producing placental necrosis with subsequent
release of tissue thromboplastin and renin into the
maternal circulation.'

An alteration of the renin-angiotensin system
occurs, producing vasospasm with generalized tissue
hypoxia and vascular endothelial damage. Aldosterone
secretion is increased, resulting in sodium and water
retention.  Activation of the maternal coagulation
system and enhanced platelet aggregation resulting
from vascular endothelial damage produces fibrinoid
deposits in the basement membranes of smaller
vessels, especially those of the placenta.

Overall, a generalized “capillary leak” causes a
fluid shift into the extracellular space. The decrease in

-
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INTRODUCTION

Poor maternal and fetal outcomes are associated
with HELLP syndrome. In 1982, Weinstein'
introduced the acronym HELYLP syndrome to describe
a set of preeclamptic women, whose symptomatology
consisted of hemolyisis, elevated liver enzymes and
low platelets. See Figure 1. Many clinical investigators
view HELLP syndrome as a variant of preeclampsia.
See Figure 2. Preeclampsia is defined as edema,
proteinuria and hypertension beginning after 20 weeks
of gestation. The severe form of this disease consists
of uncontrolled hypertension, transient renal
1nsufﬁc1ency, cerebral edema and subcapsular liver
hematomas.’

Elevated liver enzymes

Figure 1. HELLP Syndrome

HELLP Syndrome

In 1954, Pritchard® first described the triad of
hemolyisis, elevated liver enzymes, and low platelet
counts in three eclamptic patients. Since then, similar
cases associated with pregnancy induced hypertension
(PIH) have been reported. It was nearly 30 years later
that Weinstein' coined the term HELLP to describe
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this syndrome. Although Weinstein considers HELLP
syndrome a umque variant of PIH, others question its
existence. Greer* and colleagues propose HELLP
syndrome to be in fact PIH with mild disseminated
intravascular coagulation (DIC), and further suggest
that more sensitive laboratory tests would identify an
associated coagulopathy. Audibert et al’ consider
HELLP as a unique variant of severe preeclampsia/
eclampsia, which is recognized as a serious cause of
multisystemic disease in the mother, and increased
perinatal morbidity and mortality in the fetus and
infant. In some reported cases of HELLP syndrome,
preeclampsia was absent or slight.’ Many parturients
present with multiple symptoms, making the initial
diagnosis easy to confuse with other medical disorders.
The presentation of these multiple symptoms did not,
however, signal classic preeclampsia. It is therefore
stressed that all health care professionals be familiar
with the varied signs and symptoms that may be a “red
herring” to the onset of HELLP syndrome. Some
frequently reported prodromal symptoms include: 1)
right upper quadrant or epigastric pain, 2) nausea and
vomiting, 3) headache, 4) visual changes, 5) increased
tendency to bleed from minor trauma, 6) jaundice, 7)
diarrhea, and 8) shoulder or neck pain. Many patients
often report several combinations of these symptoms.®

Figure 2. Major hypertensive disorders of pregnancy
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HELLP SYNDROME
(HEMOLYISIS, ELEVATED LIVER ENZYMES AND LOW PLATELETS):
A REVIEW OF THE PATHOPHYSIOLOGY, DIAGNOSIS, MANAGEMENT
AND ANAESTHETIC CONSIDERATIONS
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ABSTRACT

HELLP syndrome (hemolyisis, elevated liver enzymes, low platelets) is associated with poor maternal and fetal
outcomes. Maternal mortality has been estimated as high as 24%. These patients are also at greater risks from
pulmonary edema, adult respiratory distress syndrome (ARDS), abruptio placentae, disseminated intravascular
coagulopathy (DIC), ruptured liver hematomas, and acute renal failure (ARF). Perinatal mortality is equally high
ranging from 79 to 367 per 1000 live births, and neonatal complications correlate with the severity of maternal
disease. Many clinicians view HELLP syndrome as an entity of preeclampsia, and with the varied symptomatology,
the initial diagnosis may be obscured. Prodromal signs include: 1) right upper quadrant and/or epigastric pain, 2)
nausea and vomiting, 3) headache, 4) visual changes, 5) increased tendency to bleed from minor trauma, 6)
Jaundice, 7) diarrhea and 8) shoulder or neck pain. Prior to delivery, aggressive obstetric management is directed
toward stabilization of the affected organ systems and timely interruption of the pregnancy in the early phase of
accelerated disease progression. Definitive therapy is delivery. Parturients with HELLP syndrome are often
critically ill; their infants are frequently premature and compromised. Management criteria should include a
multidisciplinary approach in a tertiary care centre. The obstetric anaesthesia personnel should perform a
thorough preanaesthetic evaluation and have considerable knowledge of the pathophysiology of this syndrome.
Unless significant coagulopathy is diagnosed, epidural anaesthesia is preferred over general anaesthesia, and
spinal anaesthesia is perhaps contraindicated.
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remains the cornerstone in treating this disease which
features much inconvenience to the patient. Miller,z‘4
Birch,*” and Chandler® have reported on the usefulness
of sedoanalgesia in performing TURP and other
urological procedures. Although it is easy to argue that
using general or regional anaesthesia will be more
comfortable for the patients and convenient for the
surgeon, on the assumption that the movements made
by the patient and stress will make the procedure
hazardous, in our experience, no specific
complications have been observed related directly to
this procedure. Unfortunately no data are available for
comparison. It is worthwhile to register the following
observations:

- The average operative time was 43 minutes,
including delivering the local anaesthetic through the
endoscopic needle, compared with 69 minutes using
general anaesthesia.

- No fluctuations of blood pressure were noted with
IVA, and no changes in oxygen saturation were
observed. Both are usually noted in patients receiving
general or regional anesthesia. This has importance for
patient safety. It is helpful to avoid these fluctuations
in order to maintain hemostasis and reduce bleeding,
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especially when the patient is being aroused from
general anesthesia.

_ There was no increase in infection rate as might be
expected with multiple injections.

- The expense of the procedure was less as no
anaesthetic drugs or gases were used. Recovery time
was reduced. Time in the OR was reduced.

- The pain experienced was comparable in patients
treated by either general anaesthesia or IVA.

Our experience, however, does not suggest that
general or regional anaesthesia should be omitted.
There are some patients who do not meet the criteria
for this technique. Proper patient selection and the
experience of the urologist are major factors in
determining the success rate.

CONCLUSION

TURP was successfully accomplished without
general or regional anaesthesia in about 46% of our
patients. The therapeutic result was similar to that of
TURP under general anaesthesia. The procedure was
well tolerated by most of the patients. No increased
risk of infection or any other procedure-related
complication was noted.
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Since 1993, we have performed TURP routinely
without general or regional anesthesia, and we are
presenting the results of a prospective study carried out
between 1993 and 2000.

PATIENTS AND METHODS

The patients were prepared as in any procedure
require general anesthesia. Lignocaine jelly was
delivered into the urethra and the penis was clamped
half an hour before admission to the OR.

Using a 17 F cystoscope, the urethra, the bladder,
and the prostate were inspected and evaluated. Local
anesthesia in the form of 15 ml of Lignocaine 2%
without adrenaline and 5 ml of Marcaine 0.5% were

injected in 2 ml bolus doses through the endoscopic.-

needle into the trigone (2 injections). The bladder neck
was positioned at 12 and 6 o’clock and the lateral lobes
at two levels each, proximal and distal. At the bladder,
the injection was given just below the mucosa. At the
prostate, the injection was 1-2 cms deep. A
resectoscope (27 F) was used to complete the
procedure with or without urethral dilatation. The
endoscopic needle we use is locally designed by fitting
an 18 G needle onto a size 6 retrograde catheter.

Intravenous analgesia was administered by an
anesthetist who was present during the entire
procedure. The patients were given 0.01 mg/kg bolus
dose of midazolam intramuscularly half an hour before
admission to the OR. This quick acting anti-anxiety
drug was administered in order to relieve anxiety and
to induce amnesia. It is contraindicated in respiratory
depression, chronic pulmonary insufficiency and
chronic psychosis. Flumazenil, as an antidote, must
always be available. Alfentanil (0.5 mg/ single dose),
is used as an analgesic. This is a synthetic morphine
derivative. It does not influence blood pressure, and
the only potential risk is respiratory depression. It is
contraindicated in obese patients who have decreased
oxygen saturation. As the Alfentanil is a short acting
drug (half life is 3-20 min), the dose must be titrated in
order to keep the patient pain free. Oxygen was
administered continuously. Monitoring included
recording of blood pressure, ECG, and observation of
oxygen saturation.

The following criteria were used before offering

SZS@ Transurethral Prostatectomy...
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patients this method:

1-The prostate was not more than 60 grams in
weight.

2-There were no large bladder stones.

3-There was no evidence of bladder pathology.

4-The patient acceptged this treatment.

Subject to informed patient consent, TURP was
offered to all other patients.

RESULTS

Between 1993 and 2000, 513 TURP procedures
were performed, 267 (52%) were started and 235
(45.8%) were successfully completed without the need
for general or regional anaesthesia. In 32 patients, the
procedure were started under IVA but general
anaesthesia was ultimately needed because of the
duration of treatment or the patient’s discomfort. The
main cause of discomfort was bladder distention, and a
suprapubic catheter was .used in 32 patients to
overcome this problem. Those treated by IVA had a
mean age of 63.8 years (range 57-86).

The mean duration of treatment was 43 minutes
(range 38-72 minutes). The average resected gland
weight was 34 grams (range 5-52 grams).

Most of the patients remained quiet during the
procedure and tolerated it well. The anesthetist
evaluated the level of analgesia during the procedure.
In order to evaluate pain and anxiety properly, the
patients were instructed preoperatively on how to
answer questions from the Verbal Rating Scale. This
information was evaluated and interpreted later on.
Using that score we give scores of 0 for no pain, 1 for
mild pain, 2 for moderate pain, and 3 for severe pain.
The conversions required were in patients who
scored 3.

DISCUSSION

Prostatic outflow obstruction due to BPH continues
to be one of the commonest problem facing urologists
all over the world. The current trend for treatment of
this condition is directed more and more in favor of
minimally invasive techniques. There has been
considerable interest in medications and new non-
surgical techniques for therapy. Surgery, however,
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ABSTRACT

Objective: To study the efficacy of TURP using sedoanalgesia, a type of local anesthesia,

Methods: In a prospective study of 513 TURP procedures, between 1993-2000, 267 were started and 235 were
completed without the use of general or regional anaesthesia. In these 267 patients, TURP was performed with the
use of lignocaine jelly in the urethra, together with injection of lignocaine and marcaine into the prostatic tissue
and the bladder. In addition, intravenous analgesia with Alfentanil, a synthetic morphine derivative, and
intramuscular midazolam, a central tranquilizer were used. This combination is referred to as sedoanalgesia,

Resalts: The results obtained using this method (235 patients), were compared with TURP done under general

or spinal anesthesia (278 patients). In terms of symptoms score, average resected weight, and the rate of

complications, there was no increase in the risk, rate of complications or unsatisfactory surgical results of
treatment observed.

Conclusion: Sedoanalgesia is safe and effective for TURP in our experience.
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INTRODUCTION procedures. Not many reports have been published in

support of this method, but some have strongly
Intravenous sedoanalgesia (IVA) has been described advocated this practice, especially after Engberg

as a safe and cost-effective alternative to general or described the first endoscopic needle (1983), and the
regional anaesthesia.' It has facilitated the performance description of TURP under sedation and local
of a number of minimally invasive urological anesthesia.*”

JABMS 2002;4(4):27-9E

*Hatem Qubbaj, M.D., Queen Rania Institute of Urology, King Hussein Medical Center, P.0.Box 11194 . 941539 Amman, Jordan. Email:

1-qubbaj @hotmail.com. ( '
| Ag | S |




DISCUSSION

The protective effect of breast feeding against
intestinal amoebiasis, giardiasis, and cryptosporidiosis
has been confirmed in this study. It seems that the
absence of breast feeding among those who use the
bottle (artificial milk only) might increase the
probability of the infection (possible risk factor)
among the population under 2 years of age.

Earlier studies have demonstrated a higher
prevalence of intestinal amoebiasis, giardiasis and
cryptosporidiosis in weaned or formula-fed children.””
The 2 main explanations for the protective effect of
breast feeding are the non-exposure to contaminated
items and protective properties including antibodies in
addition to the nutritional constituents of milk such as
water, ' lipids,‘1 prote:ins,12 lactose, minerals, trace
elements and vitamins.'

All classes of immunoglobulins and T and B
lymphocytes are found in human milk. Breast milk
IgA has antitoxin activity against the enterotoxins of
Escherichia coli and Vibrio cholerae.”®  The list of
antibodies in human milk includes those against such
organisms as Bacteroides, Clostridium, Haemophilus,
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the  Diplococci,
Salmonella, Shigella, Chlamydia,
aureus and Streptococcus.""

Corynebacterium

diphtheriae,
Staphylococcus

Human milk lymphocytes respond to mitogens by
proliferating, with increased macrophage-lymphocyte
interaction and the release of soluble mediators. The
functions of the large complex phagocytes
(macrophages)  include  amoeboid  movement,
phagocytosis of microorganisms (bacteria and fungi),
killing of bacteria, and the production of complement
components C3 and C4, lysosome and lactoferrin.'*

Breast milk also contains antibodies against many
viruses including poliovirus, coxsachie virus,
echovirus, influenza virus, reovirus, and rhinovirus. 15

CONCLUSION

The results of this study offer confirmation for the
protective effects of breast feeding with regard to
intestinal amoebiasis, giardiasis and cryptosporidiosis
in children under the age of 2 years. Breast feeding
should be encouraged, especially in areas where these
conditions are prevalent.
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Amoebiasis | Giardiasis

81 81
1 1
| 12 12
nined 49 49
8 6

16.3 122
50
4

12,0 8.0

180 180

A\

Relationship Exact Fisher
e One tailed | Two tailed .
e_'tnfn feedlgg s P value P value S
‘Breast & Bottle 0.00175 0.00175
3reast & Mixed 0.01243 | 0.01243 S
0.37130 0.57665 ‘NS
001154 | 001154 | S
0.0698 . 0.0698
0.35736 0.52454

000715 | 000715 |
006264 | 006264 |
029923 | 0.48864
| <0.00001
| 0.00018
2661

NS = Not significant.

S = Significant.

VS = Very significant.

ES = Extremely significant.

Table 4. Statistical differences between various feeding types.
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been found that the intestinal tract environment of a
breast fed infant continues to afford protection against
infection by influencing the bacterial flora until the
infant is weaned. Breast fed infants also have fewer
intestinal and respiratory infections.> This study was
designed to determine the effect of breast feeding on
some intestinal parasitic pathogens in our patients.

MATERIALS AND METHODS

Single stool samples were collected from 180
children with acute diarrhea from the main hospitals in
Basrah. Their ages ranged from 1-24 months. There
were 81 breast fed, 49 bottle fed, and 50 mixed breast
and bottle fed children.

Two direct smears and then the Ritchie formalin-
ether sedimentation concentration method were carried
out to detect the diagnostic stages (trophozoites and
cysts) of Entamoeba histolytica and Giardia lamblia.*
Fecal smears were prepared from the sediment of 114
children and stained by the modified Ziehl-Neelsen
methods+ for the detection of the red-pink oocysts of
Cryptosporidium.

The Fisher exact test was used as a test of
significance. Differences were stated as significant
whenever the probability (P) was less than .05. The
odds ratio and 95% confidence intervals of the odds
ratio were estimated from a 2X2 table.

pard of Medical Specializatic

RESULTS

Overall, the diagnosis of intestinal amoebiasis was
3.6% in infants of the 1-6 months age group and
increased to 10% in infants 6-12 months of age and
10.8% in children of 12-24 months of age. (Table 1).

The distribution pattern of giardiasis (including
trophozoite and cyst) increased from 3.6% in infants of
1-6 months of age to 5% in infants of 6-12 months of
age and reached its maximum 10.8% in children of 12-
24 months of age (Table 1).

The association of feeding practices with intestinal
amoebiasis, giardiasis, and cryptosporidiosis is shown
in Table 2. Positive examinations for intestinal
amoebiasis, giardiasis, and cryptosporidiosis were
found at the highest rates (53%, 55% and 64%
respectively) among bottle fed children. Bottle fed
children with diarrhea tested positive for amoebiasis
giardiasis and cryptosporidiosis at a rate of 16.3%,
12.2% and 22.3% respectively (Table 3). Collectively,
16.3% of bottle fed children tested positive for the
above mentioned intestinal parasitic infections in
comparison with 1.35% of breast fed children. (See
Table 3).

The statistical analysis of the distribution of
infections according to type of feeding is reported in
Table 4.

A . No ' Entamoeba histolytica Giartiia'-l&z'mﬁlid:""ﬁ' S
"-'-‘,.'f_(rﬁenﬂ;s): | examined Trop. % Cyst %o Trop. % | Cyst | % .
o s 55 2 3.6 0 : 2 36 0
. 61 6 10 0 - 3 st
U L6 G0 . 0 6 o2l
B T T 0 i1 1

Table 1. Prevalence of intestinal amoebiasis and giardiasis according to age.

Infectmn | No.positive | Breast Bottle Mlxed .
 Amoebiasis 15 1(7%) | 8(53%) | 6(40%)
- Giardiasis 1 109%) | 6(55%) | 4(36%)
Cryptosporidiosis 11 19%) | 7(64%) | 3Q27%)

Table 2. The distribution of positive cases according to feeding practices.
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THE EFFECT OF BREAST FEEDING ON AMOEBIASIS, GIARDIASIS, AND
CRYPTOSPORIDIOSIS IN CHILDREN BELOW THE AGE OF TWO YEARS
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Nadham K. Mahdi, M.D.; Naael H. Ali, M.D.; Ali Abdul-Hussein, M.D.
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ABSTRACT

Objective: To determine the effect of breast feeding on amoebiasis, giardiasis and cryptosporidiosis in infants in
our region.

Methods: Stool samples were collected from 180 children below 2 years of age who suffered from acute diarrhea.
There were 81 breast fed, 49 bottle fed, and 50 mixed bottle and breast fed children. The direct smear method and
then formalin-ether sedimentation were carried out to detect intestinal parasites. Fecal smears were prepared from

the sediment and stained by the modified Ziehl-Neelsen method for the recovery of acid-fast oocysts of
Cryptosporidium.

Resules: Intestinal amoebiasis, giardiasis and cryptosporidiosis were found at the highest rates (53%, 55% and

64% respectively) among bottle fed children. Collectively, 16.3% of the bottle fed children with diarrhea tested
positive for parasitic infections.

Conclusion: Breast feeding appears to reduce the risk of these parasitic infections and should be encouraged.
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INTRODUCTION

Human milk appears to protect the recipient infant differences in risk of death between breast fed and
and also the mammary gland by providing anti- bottle fed infants.” Specific immunoglobulins and the
infective agents and also by minimizing influence of pH and intestinal flora in the breast fed
inflammation." Mortality charts are clear in the infant are possible reasons for this phenomenon. It has
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cannot be made reliably on clinical grounds alone.
Isolation of the virus from appropriate clinical
specimens, together with demonstration of a fourfold
or greater rise in antibody tiers or persistently elevated
antibody tiers, is the preferred diagnostic approach.’
In the transplant setting, ganciclovir and foscarnet
remain the major compounds used for the treatment of
CMV disease.® Ganciclovir resistance does occur. It
should be remembered when a patient relapses or fails
to respond to ganciclovir treatment.”

CMV disease seems to play some role in the
pathogenesis of chronic rejection (CR), but only in the
presence of acute rejection. Reasons may include the
inability to adequately treat acute rejection due to the
presence of CMV disease or the increased virulence of
latent CMV in recipients being treated for acute
rejection. Our data may suggest a role for more
aggressive prophylaxis against CMV disease,
especially at the time of treatment for acute rejection.”

The urinary tract is rarely involved in CMV
infections.  Extensive ureteral necrosis has been
reported. The role of CMV was confirmed by
immunohistochemical analysis and concomitant CMV
DNA detection in peripheral blood leukocytes by
polymerase chain reaction (PCR) analysis. CMV
infection can, therefore, be regarded as a possible
cause of ureteral necrosis in renal transplant
recipif:nts.9

Invasive CMV infection in the native ureter was
also reported. Previous reports of CMV ureteritis in
transplant patients have involved only the allograft
ureter, usually within 3 months of transplantation.
Combined surgical and medical interventions are
required for successful treatment.'®
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In our series, the incidence of CMV infection is far
less than in other reports. This has been reported in up
to 50% of recipients. All of them presented with
clinical symptoms consistent with CMV infection.'
Extra tests like the periodic examination of CMV
DNA in urine using the PCR or the systematic follow-
up of peripheral B lymphocytes identified
immunophenotypically by the determination of surface
immunoglobulins (sIg) were performed. These tests
may identify temporary increases predictive of CMV
primo-infection or reactivation.” Eventually, more of
our cases could be identified, increasing the number of
diagnosed patients.

Our only patient who received acyclovir has
survived. Acyclovir is not effective in the treatment of
active CMV disease,’” however, patients receiving
prophylactic acyclovir treatment after renal transplant
tend not to develop a CMV infection.!' Ganciclovir is
not always available in our unit because of the
difficulties and long delays in the import of
pharmaceutical products under the Food and Drugs for
Oil program of the United Nations. The prophylactic
use of acyclovir which is more readily available may
help in the reduction of the incidence of CMV
infection. FElevating the index of suspicion and
applying the necessary tests at the right time, followed
by appropriate treatment may reduce the morbidity and
mortality of this serious infection.

CONCLUSION

Review of the Iraqi experience indicates that the
incidence of CMV is lower than that reported
elsewhere. The survival of a patient with CMV
infection who received acyclovir raises questions
about the use of this drug prophylactically in renal
transplant patients.

1. Costa SC, Miranda SR, Alves G, Rossi CL, Figueiredo LT, Costa FF. Detection of cytomegalovirus infections by PCR
in renal transplant patients. Braz J Med Biol Res 1999;32(8):953-9.

2. Tong CY, Cuevas LE, Williams H, Bakran A. Prediction and diagnosis of cytomegalovirus disease in renal transplant
recipients using qualitative and quantitative polymerase chain reaction. Transplantation 2000;69(5):985-91.

3. Besancon Watelet C, DeMarch AK, Renoult E, Kessler M, Bene MC, Faure GC, Sarda MN. Early increase of
peripheral B cell levels in kidney transplant recipients with CMV infection or reactivation. Transplantation

2000;69(3):366-71.

4. Shaver MJ, Bonsib SM, Abdul Ezz S, Barri YM. Renal allograft dysfunction associated with cytomegalovirus infection.

Am J Kidney Dis 1999;34(5):942-6.
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CMV infection or reactivation is a frequent
complication of renal transplantation. Diagnosis of the
condition relies on the detection of a circulating
antigen, or of specific IgM and/or IgG, which develops
over several weeks. Evocative clinical features may be
detected earlier.’” Renal transplant recipients are at an
increased risk for CMV infection, which occurs either
as a primary infection or as a result of reactivation of a
latent virus. The main risk factors for symptomatic
CMV disease include a CMV-negative recipient of a
kidney from a CMV-positive donor (primary infection)
and treatment of rejection with monoclonal or
polyclonal antibodies.

PATIENTS AND METHODS

From January 1997 to August 2000, 100 adult
patients underwent kidney transplantation, 73 males
and 27 females. Fifty-three patients received the
donation from relatives. The remaining 47 patients
received kidneys from non-related donors. We
introduced unrelated donation in 1996 due to the
shortage of kidneys and the occasional occurrence of
renal diseases in the same family. Unrelated donation
is strictly monitored and requires adherence to our
Special Donation Code and Committee requirements.
The Special Donation Code entails the appearance of
the unrelated donor and his family in front of a
committee in our unit composed of surgeons,
physicians, other workers, and previous transplant
recipients at times. The duty of the committee is to
ascertain that no financial transactions have taken
place and that the donation was undertaken in good
faith. More than one session may be required. The
verdict is not usually given immediately, but after a
series of discussions.

RESULTS

All patients had a pretransplantation CMV
serological test, positive or negative. Enzyme linked
immunosorbent assay (ELISA) technique was used.
Seronegative recipients were transplanted only from
seronegative donors. Preoperative CMV status is
shown in Table 1.

| CMV_ Recipient
| Seropositive 68
_Seronegative 32

Table 1. Preoperative CMV status

Ezo@

CMY Infection in...

) Board of Medical Specializations

Five seropositive
infection. This

patients
occurred 1-5 months after the
transplant. The first patient had highly raised IgM and

developed CMV

IgG titers. He had jaundice, pneumonia, and
myelodepression, and he subsequently died. The
second patient had a rejection-like episode for which
he was treated. He was also treated for a herpetic
lesion with acyclovir. He developed interstitial
pneumonitis but improved and survived. Three patients
had highly raised IgM and IgG titers. They presented
with pneumonia, septicemia, and jaundice. They were
hospitalized but were discharged against medical
advice and lost to follow up.

DISCUSSION

CMV infection may be associated with acute
allograft dysfunction. The renal transplant biopsy
specimen shows viral inclusions without acute
rejection or glomerular abnormality. Despite the
absence of morphological injury on biopsy, treatment
of CMV with ganciclovir is accompanied by an
improvement in renal function. Further studies are
needed to establish the mechanism of allograft
dysfunction in the absence of inflammatory c:hanges.5
The development of tachypnea, hypoxia, and
unproductive cough signals respiratory involvement.
Radiological examination of the Ilung often
demonstrates bilateral interstitial or reticulonodular
infiltrates that begin in the periphery of the lower lobes
and spread centrally and superiorly. Localized
segmental, nodular, or alveolar patterns are less
common. The risk of disease appears to be greater after
primary infection than after reactivation. In addition,
molecular studies indicate that seropositive transplant
recipients are susceptible to reinfection with donor-
derived, genotypically variant CMV, and such
infection often results in disease. Reactivation
infection, although frequent, is less likely than primary
infection to be important clinically.” Gastrointestinal
CMYV involvement may be localized or extensive and
almost exclusively affects compromised hosts. Ulcers
of the esophagus, stomach, small intestine, or colon
may result in bleeding or perforation. CMV infection
may lead to exacerbations of underlying ulcerative
colitis. Hepatitis occurs frequently, particularly
following liver transplantation, and CMV-associated
acalculous cholecystitis and adrenalitis have been
described.” The diagnosis of CMV infection usually

-
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CYTOMEGALOVIRUS (CMV) INFECTION
IN KIDNEY TRANSPLANTATION PATIENTS:

A LOCAL EXPERIENCE
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Suad Al Wandawi, M.D.; Usama Nihad Rifat, M.D.
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ABSTRACT
Objective: Renal transplant recipients are at an increased risk for CMV infection. The goal here was to study the
experience with CMV in an Iraqi kidney transplantation program.
Methods: The records of 100 patients who underwent transplantation from January 1997 to August 2000 were
reviewed with regard to CMV infection. Enzyme-linked immunosorbent assay (ELISA) technique was used.

Seronegative recipients were transplanted only from seronegative donors. Fifty-three recipients had donations
from related donors and 47 received kidneys from non-related donors.

Resules: Five seropositive patients developed CMV infection. This occurred 1-5 months after the transplant.
Jaundice, pneumonia, myelodepression, and septicemia were the main clinical presentations. Three patients were
lost to follow up. One patient died. One patient, who received acyclovir, has survived.

Conclusion: The survival of the patient treated with acyclovir was unexpected and raises questions about its
possible effectiveness in prophylaxis.
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INTRODUCTION

Cytomegalovirus (CMV) appears to be the most variety of syndromes. These include fever, leukopenia,
common and important viral pathogen complicating ~ hepatitis, pneumonitis, esophagitis, gastritis, colitis,
organ transplantation.' In recipients of kidney, heart, and retinitis. The period of St AT risk occurs 1-4
lung, and liver transplants, CMV infection induces a months after transplantation.

JABMS 2002;4(4):19-22E -

* Suad Al Wandawi, M.D., University of Baghdad, Faculty of Medicine, Baghdad, Iraq.
*Usama Nihad Rifat, M.D., University of Baghdad, Faculty of Medicine, Baghdad, Iraq. '




1-All patients with upper gastrointestinal complaints
should be investigated before medical treatment.

2- Patients over 40 years of age with new dyspepsia,
however mild, and patients of any age with persistent
dyspepsia, should be checked by upper endoscopy.
3-All biopsy negative gastric ulcers on treatment
should be followed by upper endoscopy and biopsy at
four weekly intervals and, if there is failure of
complete endoscopic healing after 12-15 weeks,
surgery is advised.

4-High risk patients should be checked regularly by
upper endoscopy e.g. every 6-12 months.

CONCLUSION

In spite of improved diagnostic procedures, the
majority of our patients had far advanced disease at the
time of presentation, due either to local or metastatic
spread, and curative measures were not possible. Our
patients were late in seeking medical advice, and
general practitioners tended to treat vague symptoms
as simple ailments without prior diagnostic
confirmation. It is also true that the prognosis of
gastric cancer remains unchanged and the S5-year
survival hardly exceeds 15% in Western series.
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only a modest 2:1. Also, in several large studies from
the Scandinavian countries, it was found that there is
no correlation between gastric cancer and blood group
A. In this study, we found that 17(34%) patients had
blood group A and 22(44%) patients had blood group
O. The significance of the blood groups in relation to
the risk of gastric cancer cannot be analysed due to the
small size of the study group.

A relationship between atrophic gastritis and gastric
carcinoma has been postulated for many years.” It
appears that atrophic gastritis is commonly associated
with gastric malignancy. It does not follow, however,
that atrophic gastritis is a precursor lesion to gastric
cancer. In the older age groups in which gastric cancer
occurs, approximately 80-95% of individuals exhibit
some degree of atrophic gastritis. Thus, a large
percentage of older patients without stomach cancer
have atrophic gastritis, making untenable the
hypothesis that atrophic gastritis is a precursor of
gastric cancer. Correra et al” studied subjects in the
high incidence region of Colombia for almost 20 years
and reported that the high incidence of precursor
lesions, chronic atrophic  gastritis, intestinal
metaplasia, and dysplasia that are seen as sequential
stages in the precancerous process, are strongly related
to changes in gastric chemistry and rise linearly with
pH, nitrate and nitrite values in the gastric juice.

In this study only 10(20%) patients had chronic
gastritis; thus, because of the small size of the study, it
is not clear whether the cancer developed as a
consequence of gastritis or both conditions were
present as concomitant conditions.

Pernicious anemia and Ménétrier’s disease have
both been associated with gastric cancer. Based on the
autopsy series by Zamcheck et al** in 1955, it was
concluded that approximately 10% of patients with
pernicious anaemia might develop malignancy.
Hoffman™ later questioned the relationship between
the two diseases after following 138 patients for 11
years, with none developing gastric cancer.

In this study only one (2%) patients had pernicious
anemia, and he developed gastric cancer 15 years after
the diagnosis of the anemia. The significance of this
risk factor is difficult to analyze because of the small
size of the study group.
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Cigarette smoking was found in 32 (64%) patients
and seems to be an important risk factor although,
again, the number of patients was small.

With respect to tumor staging, 15 (30%) patients
had stage IV disease, i.e with distant metastases;
27(54%) patients had stage III disease, and 6 (12%)
patients had stage II. This may reflect the late
presentation of our patients.

The importance of early recognition of cancer of the
stomach cannot be overemphasized. Early detection is
dependent on a high index of suspicion on the part of
the general population as well as the doctor.

There has been great debate as to which of the two
main diagnostic tools, that is barium meal examination
and gastroscopy, is superior.

Upper gastrointestinal flexible endoscopy is the
most accurate method of diagnosing gastric cancer
currently available. It permits a biopsy and tissue
diagnosis. An upper gastrointestinal barium study
(single or air contrast) may be regarded as
complementary particularly if the scirrhous variety of
tumor is suspected.

In this study, the diagnosis of gastric cancer in all
patients was made solely by means of upper
endoscopy and biopsy. Treatment of patients with
gastric cancer is primarily surgical. Radiation and
chemotherapy have little to offer in the way of
palliation. Resection offers the only possibility of cure
for gastric cancer and also provides the best palliation.

Because of the late presentation of our patients, the
most frequently performed operation was palliative
subtotal gastrectomy. It was performed in 23 (46%)
patients. Radical gastrectomy in the form of R1
resection with removal of lymph nodes along the left
gastric artery was carried out in 6(12%) patients only.
The precise role of adjuvant and neoadjuvant
chemotherapy and radiotherapy has yet to be strictly
defined in the treatment of gastric cancer. Because of
the high probability of relapse after gastric resection,
there is interest in defining an effective adjuvant
regime.

Finally, the following recommendations are suggested:

-
szl

ceBasall ols pu Jas B i



VStt.zg_e classification Patients : % '
T,N:M, 6
TN M, 12
TN>M, 15
TN M, 15

. ':;;j'-j  Risk factor Patient No.
| Cigarette smoking 32
| Chror 10
f_iBIOﬁ group A 1%
| Permicious anaemia 1
a 'Pplyps =

G

s gastric surgery =

Table 5: Risk factors for developing gastric cancer

DISCUSSION

Although gastric caner is rare before the age of 40,
about one fifth (22%) of the patients in this study were
younger than 40. This is difficult to explain without
detailed studies of predisposing factors, though it
seems to follow the same trend in other alimentary
malignancies such as colonic cancer that has been
observed in Iraq.

It has been reported that the disease presents most
commonly in the fifth and sixth decades of life.”” This
was similar to the results of our study. The peak age
group was 50-60 years and confirmed the findings of a
previous study in Iraq.'® With respect to the male to
female frequency, males were more commonly
affected than females. This confirms the findings of
other studies. The reason for this is unknown.
Although the worldwide M:F ratio is 2:1, in this series
the M:F ratio was 1.4:1, which was similar to a
previous study from from Iraq.'® That ratio was 1.3:1
but somewhat lower than another study from Iraq in
which the ratio was 2.4:1."7 It should be noted that the
numbers in these studies were small.

The presenting symptoms in this series were
nonspecific such as vague epigastric pain, dyspepsia,
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vagueness of the early symptoms was one of the
reasons for late diagnosis. The key to improving the
outcome of gastric cancer is early diagnosis. Present
guidelines suggest gastroscopy for any new dyspepsia,
however mild, in a patient over 40 years of age. The
same advice applies to a patient of any age with
persistent dyspepsia with any unusual features.'® Our
patients, however, presented with symptoms and signs
of advanced disease such as early satiety, bloating,
distention, epigastric mass, jaundice, and ascitis.
Some presented with features indicating the site of the
tumor. Dysphagia occurred in tumors of the cardia
infiltrating the esophagus in 15(30%) patients. Fifteen
other patients (30%) presented with features of pyloric
obstruction due to a large tumor mass in the distal
stomach.

Malignant gastric ulcers were seen in 8(16%)
patients. The differentiation between benign and
malignant ulcers can be problematical. Benign gastric
ulcers are most frequently 2 cm or less in diameter,
most commonly sited at the incisura angularis on the
lesser curve, and have characteristic radiological
features on barium meal. The ulcer crater projects
beyond the wall of the stomach and the rugal folds
radiate inwards to the crater. There are clear-cut
overhanging edges with no thickening of the adjacent
mucosa on endoscopy. Despite all of these features,
neither the site, size or radiology proved to be helpful
in establishing the diagnosis.

Since chronic gastric ulcer is rare in Irag,'”* and
gastric antisecretory agents will improve the symptoms
of gastric cancer, the policy was to follow all biopsy
negative ulcers on treatment at four weekly intervals
by endoscopy and multiple biopsy to exclude
underlying malignancy. If there was failure of
complete endoscopic healing after 12-15 weeks,
surgery was advised.”® We found that the proximal
stomach, i.e. the esophagogastric junction was the
commonest site, while the antrum was the second most
common. This may be because so many malignancies
occur at the esophagogastric junction and because the
lower esophagus is also a very common site of
adenocarcimona.

The association between gastric cancer and blood
group A is probably just a tenuous relationship.”” The
risk ratio for gastric cancer in persons with blood
group A compared with blood group O, however is

-
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L B Oesophagogastric junction B Body O Antrum _l

36% (18) 44% (22)

20% (10)

Figure 2: Distribution of gastric carcinoma

[ mA EB B AB oo | | O Adenocarcinoma B Lymphoma
4% (2)
34%(17)
6% (3) 16% (8) 96% (48)
Figure 3: Blood group distribution Figure 4: Histopathological findings
O Polypoid B Ulcerating M Diffuse infiltration | B horatomyonly, B Sasirojeluncstomyonly
4% (2) 12% (& 0% (5)
16% (8) o
64% (23) 32% (16)
80% (40)
Figure 5: Macroscopic forms of gastric cancer Figure 6: Surgical treatment
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gastric outlet obstruction, bleeding, and perforation. Peak Mean Median

All those patients underwent surgical intervention, and 50 - 60 years | M: 54.8 years M: 54 years

the operative findings such as site and extent of the _ F : 51 years  F: 53 years
tumor, lymph node involvement, liver and peritoneal ' Overall 53.3 years | Overall 53.5 years

metastases were taken into consideration and recorded. Table (2): Peak, mean and median age distribution

RESULTS : 3 T
. : . ’ Symptoms and signs Patients No. %
A total of fifty patients with gastric cancer were Eni i 35 70
included in this stud PLEastric pam__
1nc A . Flatulent dyspepsia:
Our results are as following: _ bloating after meals
- Age and sex distribution is shown in Table 1 dittencion ; 30 60
. stension, fullness,
- Peak, mean and median age distribution is shown heart burn, eructations: :
in Table 2. Weight loss 27 52
- Mode of presentation. The symptoms and signs of Anorexia 23 46
these patients are shown in Table 3. _Anaemia 25 50
- Distribution of the tumor is shown in Figure 2. _Asthenia 20 40
With regard to the spread of the tumor: in 5 (10%) Vomiting and Nausea 15 - 40
patients, there were liver deposits and direct Dysphagia 15 30
infiltration. Ten (20%) patients had omental deposits. Baly saticty 10 20
No attempt was made to sample the regional lymph Haematemesis 1 2
nodes. Perforation 1 2
- Distribution of the blood groups in our patients is Suc‘."“ssfon sl L -
- Abdominal mass 14 28
shown in Figure (3). Bieaae :
: . : i e Visible peristalsis 13 26
- Histopathological findings are shown in Figure 4. ASciHe 6 2
N.B. in 35 (70%) patients, the adenocarcinoma was Hepatomegaly 5 10
poorly differentiated and in 13 (26%) patients, the g 5 10
adenocarcinoma was moderately differentiated. Abdominal tenderness 5 10
- Distribution of patients according to the staging is Troisier's sign +
shown in Table 4. Trousseau’s s]gn 7 =

- Macroscopic forms of gastric cancer are shown in
Figure 5. N.B. Two of the polypoid forms were
classified as lymphoma.

- Risk factors found in our patients are classified in
Table 5.

- Surgical intervention was carried out in all these
patients, but the majority of them had an advanced
disease, either due to local spread or metastases, and
curative measures were not possible. The operations
performed are shown in Table 6.

Table (3): Symptoms and signs

_Age | Male No. | Female No. | Total | %

20-29 1 1 2004

30-39 4 5 9 .| 18
_40-49 6 2 8 |16

50 - 59 5 5 10 L 20
60 - 69 7 7 14 | 28
0 -80 6 1 7. 4
el M 21 50
Table (1): Age and sex distribution Figure 1: Borman classification of

advanced gastric cancer.
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INTRODUCTION

Over 90% of gastric tumors are malignant, and
gastric adenocarcinoma commonly referred to as
gastric cancer comprises 95% of all gastric
malignancies. Lymphoma constitutes 4%.
Leiomyosarcoma constitutes 1%. Other rare entities
such as squamous cell carcinoma, angiosarcoma, and
metastases from adjacent or distant primary sites also
occur. Gastric carcinoma remains a significant surgical
problem in several parts of the world despite reports of
a declining incidence in the UK and the USA. Areas
with a high incidence include Japan, Chile and parts of
South Africa.'® In Iraq, gastric cancer is the ninth
most common cancer and the commonest
gastrointestinal malignancy.”  Carcinoma of the
stomach continues to carry a dismal prognosis
especially in Western countries where the overall 5-
year survival ranges from 5-10%.

Gastric cancer can be divided into early and
advanced stages. Early gastric cancer is defined as
cancer limited to the mucosa and submucosa with or
without lymph node involvement, (T; any N).
Advanced gastric cancer involves the muscularis. Its
macroscopic appearances have been classified by
Bormann into four types: Type I polypoid, Type II
ulcerating, Type III ulcerating/infiltrating, and Type IV
diffusely infiltrating. Types III and IV are commonly
incurable.*” See Figure 1.

Until recently, there were several rival staging
systems for gastric cancer; however, an international
staging system has now been agreed upon, the TNM
classification.’

The disease spreads by three primary routes:
locoregional, = hematogenous  and  lymphatic.
Locorgional spread is through the serosa into the
greater or lesser sac and into the adjacent organs:
liver, pancreas, spleen, and transverse colon.
Transcoelomic spread can give specific metastases to
the pouch of Douglas (Blumer's shelf), the ovaries
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(Krukenberg’s tumor) or umbilicus (Sister Joseph's
nodule). Locorgional spread is responsible for 40% of
recurrent disease.®

Hematogenous spread is demonstrated by the
presence of metastases in the liver, lung, bone and
other organs and is the principal cause of 45% of
recurrent disease.

Lymphatic spread is an important marker of tumor
stage but is probably not an important pathway of
tumor spread. Lymphatic spread may sometimes be
detected in the left anterior supraclavicular node
(Troisier’s sign).'®"!

PATIENTS AND METHODS

A prospective study was done in Baghdad Teaching
Hospital for a period of three years from January 1998
to December 2000. Fifty patients with gastric cancer
were included in this study. Patients were admitted to
the surgical wards of the hospital. Following
admission, the following points in the history were
recorded: age, sex, patient’s chief complaint, and
habits such as cigarette smoking and alcohol intake.
The risk factors for the development of the disease
such as gastric polyps, previous gastric surgery for
benign conditions, chronic atrophic  gastritis,
pernicious anemia, and blood group A were also
recorded.” All patients were clinically examined and
the positive signs were recorded. The patients were
investigated and the diagnosis was determined by
upper endoscopy and biopsy. After diagnosis, the
extent of local disease and the presence of metastases
were evaluated by: abdominal ultrasonography, chest
x-ray, and liver function tests. Although CT scan of
the abdomen and chest is very important in
preoperative evaluation of the disease, it was
unfortunately not available at the time of the study.
For this reason, all patients underwent operative
intervention.'>*'*  About one third of the patients
presented with complications of the disease, i.e.
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ABSTRACT

Background: The aim of the study was to assess the following points among the patients with gastric cancer
admitted to the surgical wards in Baghdad Teaching Hospital: sex and age distribution, mode of presentation,
results of endoscopic findings, histopathology, risk factors, tumor staging, and treatment options.

Patients and Methods: A prospective study was done in Baghdad Teaching Hospital for a period of three years
from (January 1998-December 2000). Fifty cases with biopsy proven gastric cancer were assessed. The above
mentioned points were analysed.

Kesults: The male to female ratio was 1.4:1. Peak age incidence was 50-60 years. Non-specific symptoms such
as vague epigastric pain, dyspepsia, anorexia, and weight loss were the most common symptoms. The
esophagogastric junction was the commonest site. The polypoid type was the commonest endoscopic finding
(44%). Upper gastrointestinal endoscopy with biopsy was the most accurate method of diagnosing gastric cancer.
Adenocarcinoma was the most frequent histopathological type (96%). Cigarette smoking was the predominant risk
factor (64%). In the majority of the patients, the disease was well advanced and curative measures were not

possible.
Conclusion: Gastric cancer remains a significant problem in Irag where it leads the list of gastrointestinal

malignancies. No age group of either sex can be exempted. Late presentation is a stigma of the disease, and the
gloomy prognosis can only be improved by early detection based on a more vigorous diagnostic approach
following a high index of suspicion in individuals at risk.
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survey, as it represents the experience of one hospital
only. The preliminary data, however, may serve to
provide a significant idea about the referral pattern
of physical diseases in Saudi psychiatric in-patients.

The study explored some clinical parameters of
psychiatric in-patients who were referred to other
specialties. As in some previous studies,>® about one
third of psychiatric in-patients were found to have a
medical condition that required attention during their
hospitalization. The presence of causative,
exacerbating, or coexisting medical illness is often
missed by both psychiatric and non-psychiatric
physicians.” Hall et al® found that 46% of hospitalized
psychiatric patients had previously unrecognized
physical illnesses that were specifically related to their
psychiatric symptoms (28%) or substantially
exacerbated by them (18%).

Several factors may explain how a physical disease
is overlooked in a mentally disturbed patient. First and
most importantly, there are psychiatrist-related factors.
Despite their medical training, many psychiatrists are
unable or unwilling to deal with physical illness in
their patients.” Second, there are patient-related
factors. A dirty, foul-smelling, or hostile psychiatric
patient often discourages a close and careful physical
examination. As a result important physical clues will
be missed. Third, there are disease-related reasons.
Several physical diseases can masquerade as mental
disorders.”™ Hence, it is of great importance for the
psychiatrist to maintain a high index of suspicion that
medical illness is causing given psychiatric symptoms
or exacerbating them.

Endocrinology was the most frequently consulted
specialty in our subjects (14.5%). This is in agreement
with a Western study.® The percentage of endocrine
diseases in that study, however, was higher (29%) than
in ours. Endocrinopathies are common physical
diseases and may present initially with pure psychiatric
manifestations. Moreover, hormonal disturbances, both
excess and deficiency, can adversely affect various
functions of the nervous system. Also certain
hormonal disturbances may emerge as complications
to psychotropic medications such as hypothyroidism
and hyperprolactinemia. Differentiation between
predominantly psychiatric and basically endocrine
disorders is facilitated by modern laboratory
techniques. Eight patients (10%) were found to have
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diabetes mellitus. Three of them (4%) had not been
detected previously. This is not far from the findings
of an American study'' which reported that among the
diseases most frequently noted by psychiatrists on
Axis III, diabetes mellitus affected 6%. Thus, the
possibility of diabetes mellitus in psychiatric in-
patients warrants attention and consideration.

Referrals to dermatology constituted 12.5% of
referrals in our study. This is slightly lower than the
16% reported by Qureshi’ in Saudi psychiatric in-
patients. Several factors may contribute to the presence
of dermatological problems in psychiatric in-patients
including poor hygiene and self neglect in psychotic
patients, who constitute the majority of psychiatric
admissions. Certain psychotropic drugs carry the risk
of dermatological side effects.

Obstetric and gynecological problems were found in
31% of the female patients compared to 25% of in a
Western study.'' Gynecological problems may have
complex treatment implications. For example, one of
the side effects of certain psychotropic drugs may be
amenorrhea. Furthermore, women may have special
concerns about the use of psychotropic drugs in
relation to pregnancy, lactation, and sexual
functioning. The possibility of side effects and
complications for women of child bearing age is a
valid concern that has gone largely unaddressed in the
research literature.'> The attempt to associate specific
psychiatric ~ disorders with particular medical
conditions or referrals was difficult in this study
because of the small number of patients in each
category and the presence of some confounding
factors. Also, this was a study of referral rather than
an evaluation of medical intervention.

CONCLUSION

Physical diseases are common among psychiatric in-
patients and they may easily be missed. The evaluation
of psychiatric patients should include a detailed
physical examination as well as a thorough medical
and psychiatric history. The use of informants in
addition to the patient is valuable. Laboratory testing
should be done when appropriate. Routine use of these
measures will add to the efficiency of the unit and
improve patient care.

-
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in order to study the referral pattern of physical
diseases in psychiatric in-patients in a teaching general
hospital.

METHODS

The study was conducted at King Khaled University
Hospital in Riyadh, which is a university teaching
general hospital with a capacity of 500 beds, caring for
a population of more than two million. Most medical
departments are represented. Patients admitted to this
hospital generally encompass the entire range of
socioeconomic classes and occupations in the
Kingdom of Saudi Arabia. Approximately 250 patients
a year are admitted to the psychiatric in-patient
services, with the average length of stay being four
weeks.

The design was a longitudinal prospective study,
over one year, including all psychiatric in-patients who
were referred for a possible physical disease whether
the disease was known before, discovered during, or
developed after admission.

Data was collected through a predesigned format
that included: age, sex consulted medical specialty,
reasons for referral, response pattern, and the time
between the consultation and the response. The data
was then analyzed with the Systat Static Package in
a minicomputer. Chi-square and Fisher exact tests
were used to assess the significance of the difference
between the groups.

RESULTS

Two hundred and eleven patients were admitted
during the study period, readmissions were excluded.
There were 96 males and 115 females. Forty-two male
patients (44% of males) and 39 female patients (34%
of females) required referrals for their physical
problems, giving a total consultation rate 38.4%. There
was more than one referral for 47 patients giving a
total of 154 consultations (82 females and 72 males).

The age and sex distribution of subjects are shown
in Table 1.

Table 2 shows the number and percentage of
consultations of each medical specialty by sex. The
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most common consulted medical specialtics were
endocrinology (14.5%), dermatology (12.5%), and
cardiology (12.0%). Thirty one percent of females
were referred to the Obstetric and Gynecology
Department. Three of them (9.7%) were found to be
pregnant.

Agé. Males Females Total
(years) | No | % |No | % |No | %
<25 10 | 23.8 9 23.1 19 | 23.5
25-34 17 | 40.5 13 333 | 30 | 370
35-44 9 21.4 7 17.9 16 19.8
45-54 4 9.5 5 12.8 9 11.1
_2.55' : 2 4.8 5 12.8 7 8.6
Total | 42 | 100 39 100 | 81 | 100

Table 1. Age and sex distribution of patients.

Comparing reasons for referral, it was found that in
the female group new physical complaints
significantly outnumbered known physical illness (P =
.031) and abnormal investigations (P = .0005).

The most common response pattern of the consulted
clinicians was further diagnostic steps (30%). There
was no significant difference between the two genders
regarding the time interval between the consultation
and the response.

The consulted Male Female

: Total
S referrals referrals
s No %o No Yo No %
Medicine 58 80.5 48 58.5 106 | 68.8
Surgery 7 9.7 10 12.2 17 11.0

Obstetrics and 0 12 146 |7 1o 7.8
gynecology E

0

Ophthalmology 4 5.5 7 8.5 11 7.1
3
0

Otolaryngology 4.2 4 4.9 7 | 45

0 1 1.2 1 0.6

Anesthesia i
100 82 100 154 | 100

Tl 7

W3

Table 2. Consultations per each specialty by sex.

DISCUSSION

This is a hospital based study with an inherent
selection bias. Those who are admitted to the
psychiatric unit are usually very ill and present with
severe psychotic conditions. One, therefore, can never
be quite sure how representative the subject population
is. This study should not be regarded as a complete

-
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ABSTRACT

Oéjective : To evaluate the referral pattern of physical illnesses in psychiatric in-patients.

Method: A prospective study was carried out over 12 months. The referrals from the psychiatric in-patient unit

in a teaching hospital in Riyadh City were studied. Information including demographic data, reasons for referral,
specialty consulted and pattern of response was analyzed.

Resules: The total consultation rate was 38.4 % (81 patients). There was more than one referral for 47 patients.

The most commonly consulted specialty was medicine (69%). New physical complaints in females significantly
outnumbered known physical illness and abnormal investigations.

Conclusion: Physical diseases in psychiatric in-patient are not uncommon. Unfortunately, physical complaints
from psychiatric patients are often initially considered to be somatization, abnormal sensation, or contrived to

aftain a secondary gain. Results of this study may provide baseline statistics for local psychiatrists and mental
health planners for better psychiatric services in the future.
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INTRODUCTION

Several researchers have addressed the nature of the ~ psychiatric in-patientss,™* but little attention has been
association of psychiatric and physical disorders."” given to physical conditions in psychiatric in-patients.
There have been several studies in the Gulf region on Therefore, the present study was carried out

JABMS 2002;4(4):8-11E
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Now, for the very first time, a low molecular weight heparin has received a licence for the
treatment of PE. This means that instead of having to giv:l{yatients a continuous i.v. infusion of

unfractionated heparin, you can simply give them a once-d

y injection of innohep, which is just

as effective,' but without the drawbacks of having to maintain an intravenous line.

innohep is the only 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 IU/ml, preserved with
benzyl alcohol, stabilized with sodium bisulphite. Syringe of 0.35 ml or 0.45 mi Tinzaparin sodi-
um 10,000 anti-Xa |U/ml Graduated syringe of 0.50 ml, 0.70 ml or 0.90 ml Tinzaparin sodium
20,000 anti-Xa IU/ml stabilized with sodium bisulphite. Properties Tinzaparin sodium is a low
molecular weight heparin produced by el atic depolymerization of conventional heparin. The
molecular mass is between 1,000 and 14,000 dalton, with a peak maximum molecular mass of
approx. 4,500 dalton. Tinzaparin sodium is an anti-thrombotic agent. Innohep has a bioavail-
ability of about 90% following subcutaneous injection, The absorption half-life is 200 minutes,
peak [?_Iasma 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 intemational units. Indications Treatment of deep-
vein thrombosis and pulmonary 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 Trealment of DVT and
PE: The recommended dose is 175 anti-Xa IU/kg 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 IU for 7-10 days. Thromboprophylaxis in patients with high risk of thrombosis (e.g.
total hip replacement): On the day of operation 50 anti-Xa IU/kg body-weight s.c. until 2 hours
before surgery and then once dail{) until the patient has been mobilized. For short-term
haemodialysis (less than 4 hours): A bolus dose of 2,000-2,500 anti-Xa IU into the arterial side
of the dialyser (or intravenously) at the beginning of dialysis. Lon?-term haemodialysis (more
than 4 hours): A bolus dose of 2,500 anti-Xa IU 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 IU until a satisfactory response is obtained. Overdose An overdose of Innohep may
be complicated by haemorthage. At recommended doses there should be no need for an anti-

dote, but in the event of accidental administration of an overdose, the effect of Innohep can be
reversed by intravenous administration of 1% protamine sulphate solution. The dose of prota-
mine sulphate required per neutralization should be accurately determined by fitrating with the
lasma of the patient. As a rule, 1 mg 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 potential (bleeding
disorders, severe thrombocytopenia) are excluded or ftreated with special care.
Contraindications Known hypersensitivity to any of the constituents. The 20,000 anti-Xa IU/m!
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 contraindications are generalized or focal haemorrhagic tendency.
Uncontrolled severe hypertension. Acute cerebral insults. Septic endocarditis. Special precau-
tions Innohep should be given with caution to patients with renal or hepatic insufficiency. In such =
cases a dose reduction 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 antagonists and dextran, may &
enhance the anticoagulant effect of Innohep. Use during Pregnancy and Lactation Only lim-
ited clinical documentation is available on Innohep so far, and there has been no evidence of
adverse reactions in animal models. No transplacental passage of Innohep was found 2
(assessed by anti-Xa and anti-lla activity) in patients given doses of 30-40 anti-Xa IU/kg in the =
second trimester of pregnancy. It is not known whether Innohep is excreted in breast milk. =
Incompatibilities Innohep is compatible with isotonic sodium chloride (9 mg/ml) or isotonic glu- ﬁ
cose (50 mg/ml). It should not be admixed with other infusion fluids. LEO PHARMACEUTICAL o
PRODUCTS- BALLERUP - DENMARK 11/97
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innohep®

tinzaparin sodium

BEON of sim@ﬁcity in Pulmonary Embolism and DVT

Now, for the very first time, a low molecular weight heparin has received a licence for the
treatment of PE. This means that instead of having to give Fatients a continuous i.v. infusion of

unfractionated heparin, you can simply give them a once-

ily injection of innohep, which is just

as effective,’ but without the drawbacks of having to maintain an intravenous line.

innohep is the only 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
IU/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 ml or 0.45 ml Tinzaparin sodi-
um 10,000 anti-Xa IU/ml Graduated syringe of 0.50 ml, 0.70 ml or 0.90 ml Tinzaparin sodium
20,000 anti-Xa |U/mi stabilized with sodium bisulphite. Properties Tinzaparin sodium is a low
molecular weight heparin produced by enzymatic depolymerization of conventional heparin. The
molecular mass is between 1,000 and 14,000 dalton, with a peak maximum molecular mass of
rox. 4,500 dalton. Tinzaparin sodium is an anti-thrombotic agent. Innohep 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 intemafional units. Indications Treatment of deep-
vein thrombosis and pulmonary embolism. Prevention of postoperative deep-vein thrombasis in
patients undergoing general and orthopaedic surgery. Prevention of clotting in in-dwelling intra-
venous lines for extracorporeal circulation and haemodia;xsis. Dosage Treatment of DVT and
PE: The recommended dose is 175 anti-Xa [U % 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 |U s.c. until 2 hours before surgery and postoperatively once daily
3,500 anti-Xa IU for 7-10 days. 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 untit the patient has been mobilized. For shor-term
haemodialysis (less than 4 hours): A bolus dose of 2,000-2,500 anti-Xa IU into the arterial side
of the dialyser (or Inu"avanous?l) at the beginning of dialysis. Long-term haemodialysis (more
than 4 hours); A bolus dose of 2,500 anti-Xa IU 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 |U 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-

dote, but in the event of accidental administration of an overdose, the effect of Innohep can be
reversed by intravenous administration of 1% protamine sulphate solution. The dose of prota-
mine sulphate required per neutralization should be accurately determined by titrating with the
plasma of the patient. As a rule, 1 mg of protamine sulphate neutralizes the effect of 100 anti-
Xa |U of tinzaparin. Adverse effects Innohep is safe with regard to bleeding risks, when applied
at the doses recommended, provided that patients with increased bleeding potential (bleeding
disorders, severe thrombocytopenia) are excluded or ftreated with special care.
Contraindications Known hypersensitivity to any of the constituents. The 20,000 anti-Xa |U/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 contraindications are generalized or focal haemorrhagic tendency.
Uncontrolled severe hypertension. Acute cerebral insults. Septic endocarditis. Special precau-
tions Innohep should be given with caution to patients with renal or hepatic insufficiency. In such
cases a dose reduction 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 antagonists and dextran, may
enhance the anticoagulant effect of Innohep. Use during Pregnancy and Lactation Only lim-
ited clinical documentation is available on Innohep so far, and there 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 IU/kg in the
second trimester of pregnancy. It is not known whether Innohep is excreted in breast milk.
Incompatibilities Innohep is compatible with isotonic sodium chloride (8 mg/ml) or isotonic glu- ﬁ
cose (50 mg/ml). It should not be admixed with other infusion fluids. LEO PHARMACEUTICAL &
PRODUCTS- BALLERUP - DENMARK 11/97
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REQUIREMENTS FOR MANUSCRIPTS SUBMITTED TO THE
JOURNAL OF THE ARAB BOARD OF MEDICAL SPECIALIZATIONS

These requirements are adapted from the “ Uniform Requirements for Manuscripts (URM)

Submitted to Biomedical Journals by the International Committee of Medical Editors.” The
complete text is available at www.acponline.org/journals/resource/unifreqr.htm,

The JABMS prefers that all manuscripts be submitted on IBM compatible diskettes, along
with the original typed manuscript plus 3 additional copies.

The manuscripts should be typed double-spaced, including the title page, abstract,
acknowledgements, references, tables and legends. Use only one side of each page. White
bond paper 203x254 mm. (8x10 inch) should be used. Leave margins of at least 25 mm.
(1 inch) on each side.

Articles will be accepted either in Arabic or English

The title page should be submitted in Arabic and in English

Arabic terminology should be standardized according to the United Arabic Medical
Dictionary.

Ilustrations should be submitted on separate paper. The measurement of each should not
exceed the size of a standard A4 page (210x297mm).

Specific medical terms should be accompanied by the correct English or Latin translation.

The abstract should be structured, submitted both in English and in Arabic; the length of
each of the abstracts should not exceed 250 words.

Personal lectures or unpublished articles are not acceptable as references.

Original articles should be no longer than 10 double-spaced pages including references.
Review articles should not exceed 14 double-spaced pages including references.

Case reports should be no more than 3 pages including references.

Abstracts of previously published articles should be submitted in Arabic and accompanied
by a copy of the original article.

Use Arabic numbers in all articles, both in English and Arabic (1,2,3...)

Articles previously published elsewhere are not acceptable.
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Complete range of sizes
provides flexibiliry for
varying patient anatomies.

Titanium stiffening ring
provides structural
integrity and prevents
orifice deformation.

Leaflet angles of up to 78°
pravide excellent flow and
low regurgitation.

Excellent radiographic
visibility. :

“Top HAT"™ SUPRA-ANNULAR AORTIC VALVE
The FIRST bileaflet mechanical valve designed for supra-annu-
lar placement. It provides a potential 60% increase in valve flow
area and a 65% reduction in pressure gradients. With no valve
structure in the annulus, it is ideal for multiple valve procedures.

CarBOMEDICS PROSTHETIC HEART VALVE-MITRAL
The sofi, pliant sewing cuff of the mitral valve is easity sutured to

form a seal around the narive annulus. The unique form, easy rota-
tion and intra-annular placement prevent interference with leaflels.

Unique sewing cuff is
easy to suture and with
commisural markers
Jacilitates implantation.

Rorarability
allows ease of
implantation
and optimal
origntation,

 Advanced pivot design
allows controlled washing.

REDUCED “R” SERIES AORTIC VALVE

With a smaller outer cuff diameter, the “R" series valve provides
a more effective flow area. It is ulso Irue-Sized to eliminate
sizing conflicts and downsizing.

CARBO-SEAL® ASCENDING AORTIC PROSTHESIS
Featuring a unique gelatin impregnation, it provides 1rue zero
pre-clot. The twill woven fabric creates a "floating yarn*™
construction that enhances tissue incorporation and softens the
grafl, making it easier to handle, Al O gl ANNSy
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