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POSTGRADUATE TRAINING PROGRAMS

The Arab Board of Medical Specializations is in the process of reviewing and updating the curricula of all
specialties and sub specialties. In order to come up with the most up-to-date curricula, we have to take the
following facts into consideration to make these curricula more effective and more professional.

1. The aims, learning objectives, content assessment infrastructure and evaluation methods must be stated clearly.
The training should give the message of preparing the doctors for lifelong self-directed learning and continuous
professional development.

2. The specialization curricula must describe thoroughly the principles of the work with autonomy in the best
interest of patients.

3. They must include concepts such as skills of lifelong learning and maintenance of competence, information
literacy, ethical behavior, integrity, honesty, service to others, and adherence to professional codes, justice, and
respect for others.

4. There must be a clear map of the clinical competencies, which must be achieved by trainees at the end of their
training.

5. They should include communication skills that ensure effective information exchange with individual patients
and their families and teamwork with other health professions, the scientific community and the public.

6. They must include clear instructions about how trainee residents function as supervisors, trainers and teachers in
relation to colleagues, medical students and other health professionals.

7. They must include formal teaching given to trainees about critical appraisal of literature, evidence based
medicine and research.

8. They must be redrafted based on the principle of integration of the practical clinical work, the basic biomedical,
clinical, behavioral and social sciences, clinical decision-making, communication skills, medical ethics, public
health policy, medical jurisprudence, and managerial disciplines required to demonstrate professional practice in
the chosen field of medicine.

9. They must state which components are compulsory and which are optional.

10. The apprenticeship nature of professional development must be well described and respected and the
integration between training and service (on-the-job) training must be assured.

11. Concepts of formative assessment must be introduced and any eventual new assessment methods and practices
adopted during the drafting must be clearly compatible with training objectives and must promote learning.

12. They should encourage the use of computers, internal and external networks and communication technology.
13. In our curricula for postgraduate training we should write and keep open the opportunities for combining
clinical training and research and how we should encourage the trainees to engage in health quality development
and research.

14. For each year we must include the catalogue of numbers operative procedures with minimum and maximum
limits. This must be condition to enter the examination and not the time the resident has spent during the residency
program.

15. We should review the procedures of documentation in order they can be accepted and recognized by
international institutions.

I hope that the above mentioned facts will be taken into consideration during the revision of our curricula by our
scientific councils to come up with the most up-to-date curricula.

Professor M.Hisham Al-Sibai
Editor-in-chief
Secretary General of the Arab Board of Medical Specializations
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ACUTE DIARRHEA IN CHILDREN TREATED
BY LACTOBACILLUS ACIDOPHILUS

sl el alatinly JULY) die sal) Jlea) dallae
saeall Laddl Ll Cluaal) e g lal)

Abbas Fadhel Hassoon, PhD; Sabih Salih Mehdi, FRCP, DCH
\SA.Q-A C_IL.Q c.u..a KY «Qg...u; J.aL"n U"‘L"C o

Gaal) Gadla

Lactobacillus acidophilus el ima) il cluas) e i dall & gad) @ ) jeall @ uane @l L8 40 50 tdagd) cis
LJabY) die Aal Jlen) dallas

b JURY) 5 53V g it U adladl 5l el 2452 G et sleel Qe Llae Slila Cppns S 5 A Al 3l e réiad) 35k
Y e gendll (e sann ) el pasii 52007 e (e el Gudl Jins 2006 JY) cpp o sl DA QL dlsilae
Lactobacillus  s=esll Laa)) Aol Slaarll ofl a0 Je sl (Probiotic) s sall 5 j=all aaglac) Loa 3o 31 (e (s
s Ly je 18 cilad gl desenadl W ofic n ) A ssnll mall (a Liasy 415 (5X10°%) e yaus acidophilus
ae Jsa cillandle Jid & L oyfie sanal) WS ol 4D 524 22l il «(Placebo) dglia ) dallas s stac) &5 2ald de sana
-Cie geaall (8 BaaDld) 5l o) B s gl (A 50l < e

35as go paeall Lnd) Ll laall e ol sl el uallaal dlall Jlen) am ye Alaiad il oyl cqilash
g Btaally Gy g (p<0.01) ) ol Apsilly Liad Aulle &y sine il g o5 o(p<0.05) pstls 50 iy 3] dpuslly &y sine il 3
Aalleall ge Al el g el il A0 Jas o (o AT dga (e 20l e gena

Aal JleaY) aVla 8 aelie 2208 Al Glaall e dyglall dypaldl <) el Hadind Aala) Al oda o rclaliliud)

Al gine Aallae Bae pe Al 5 Agllad o jelal Aallaall 028 of Caua (JULY) xie

ABSTRACT

Objective: To see the effect of Lactobacillus
acidophilus as a probiotic preparation in treatment of
acute diarrhea in children.

Methods: Forty nine patients aged between 2 and
24 months with acute diarrhea were enrolled in the
study performed at Babylon Maternity and children
Hospital in the period between October 2006 till
October 2007, the patients were divided into two
groups, the first group (31 patients) were given a
preparation of Lactobacillus acidophilus and the other

group (18 patients) were given a placebo for three
days. Frequency of stool per day and stool consistency
were recorded for both groups.

Results: Frequency and consistency were reduced
significantly (p<0.05 and p<0.01, respectively) in
treatment group compared to the placebo group. No
complications were recorded.

Conclusions: Probiotic preparation of
Lactobacillus acidophilus can be used as an adjunct
treatment for acute diarrhea in children. It has been
found safe and acceptable, and the duration of
treatment was reasonable.

*Abbas Fadhel Hassoon, PhD,Vice Dean, Babylon Medical College, Babylon, Iraq.
*Sabih Salih Mehdi, FRCP (Edin), DCH (London), Head of Department of Pediatrics, Babylon Medical Colleg, Babylon, Iraq.

E-mail: sabih500@yahoo.com
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INTRODUCTION

Diarrhea in children is one of the causes of death in
patients below five years age, it is defined as more
than three loose or watery stools per 24 hours for a
period less than two weeks. Research is going on to
improve management, however a lot of things should
be done to achieve a typical solution. One of these
steps on the way of management is the use of
probiotics which are non pathogenic micro-organisms
that, when ingested, exert a positive influence on the
health or physiology of the host. They consist of either
yeast or bacteria.

Probiotic effects can be direct or indirect through
modulation of the immune system or endogenous
flora," it also helps in lactase insufficiency.”

There is evidence of a clinically significant benefit
of probiotics in the treatment of acute infectious
diarrhea in infants and children,™ particularly in Rota
virus gastroenteritis.”® It has been found safe and
effective as a treatment in general,’ only a rare
complication of sepsis has been reported which should
not discourage the appropriate use of Lactobacillus or
other probiotics.

Probiotics are used in different situations, for
example Lactobacillus GG is used to treat a common
problem in practice that is Antibiotic Associated
Diarrhea (AAD)*'® in children with respiratory
infections.'""* It is also used in treatment of persistent
diarrhea” and in the prevention of nosocomial
infection,14 it showed the most consistent effect.

Probiotics not only used for treatment but also for
prevention especially trials on diseases which involve
the ecosystem like Helicobacter pylori infections,
inflammatory bowel disease, and colon cancer.' In the
same direction, probiotics were found useful in
prevention of respiratory infections and gastroenteritis
in children attending day care centers consuming a
probiotic milk.'>"” It is not clear whether breast fed
infants get benefit from probiotics,16 so further research
is needed.

METHODS

Forty nine patients with diarrhea age 2-24 months
were enrolled in the study after their parent’s

agreement at Babylon Maternity and Children Hospital
from October 2006 till December 2007. Thirty one
patients with severe dehydration were located to
participate in the study, 20 males and 11 females,
Eighteen patients with the same illness were taken as a
control. Selection depend on that, all patients came
with acute diarrhea and were artificially fed; breast fed
babies, patients with bloody diarrhea and those who
are critically ill were excluded from the study. No
antibiotics or antidiarrheal drugs were given during the
study period. Permission of the scientific and legal
bodies in the ministry of health in Baghdad was taken
and an informed consent was also taken from parents
prior to the use of probiotics.

An introduction lecture was presented to the
medical staff in pediatric ward about probiotics and the
way they perform the test and how they fill in the
research form.

All patients were subjected to a full history and
physical examination. General stool examination on
day one and WBC count on day three were done and
other laboratory tests were performed as indicated.
Intravenous fluids were given to rehydrate the patients
to start with and oral rehydration solution was given
later as a maintenance fluid.

The active ingredient, Lactobacillus acidophilus
was prepared by a lyophilizer in the biotechnological
center at Al-Nahrain university, Baghdad. It was
supplied as capsules, each one contains (5x10°)
bacterial cells. Capsules similar in shape and color
were given as a placebo, and half of the capsule is
given twice daily dissolved in a table spoonful of
artificial milk.

Frequency of bowel motion/day, consistency of
stool were recorded. A frequency less than four/24
hours is considered a response. All results and the
impression of the parents were checked by a pediatric
consultant every morning. Statistical analysis was done
by using the difference between two populations.

RESULTS

Thirty one patients with acute diarrhea were studied
on their admission to the hospital compared to
eighteen patients matched for the same illness as a
control group.
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Table 1 exhibited the means of age, weight, duration
of diarrhea before admission and WBC count of both
treated and control groups.

The frequency and consistency of stool were
significantly improved on day three of treatment as
compared to the control group (p<0.05 and p<0.01)
respectively, (Table 2).

Clinically the response of patients with acute
diarrhea to probiotics in comparison with placebo
control group was highly significant (p<0.01),
(Table 3).

The percentage of response of baseline criteria
(frequency, consistency) to the probiotic and placebo
drugs according to days of treatment has shown a good
response on day three in both frequency and
consistency as shown in Table 4.

DISCUSSION

The most important challenging disease facing
pediatricians in their clinical practice is acute diarrhea.
Most of the treatments used are non specific and only
supportive in most of the cases.

Baseline features

Mean of treated group

Mean of control group

Age in months 8.03 8.38
Weight (kg) on admission 6.89 7.57
Duration of diarrhea before admission in days 6.26 3.16
WBC count on day three 7.5/cm’ 6.42/cm’

Table 1. Means of base line features of children admitted with acute diarrhea.

Frequency Consistency
Result
esuits probiotic placebo probiotic placebo
Response 19 5 20 3
No response 12 13 11 15

Table 2. Results of probiotic treatment of acute diarrhea compared with a placebo group.

Results Probiotic group Placebo group
Response 21 4
No response 10 14

Table 3. Clinical response of patients to probiotic compared to a control group.

Probiotic drug Placebo
Days
frequency % consistency % frequency % consistency %
Day 1 8 25.8 5 16.1 0 0 2 11.1
Day 2 10 32.3 7 22.6 3 16.7 1 5.6
Day 3 19 61.3 20 64.5 5 27.8 3 16.7

Table 4. The percentage of response of baseline criteria to the probiotic
and placebo drugs according to days of treatment.
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Probitic bacteria such as Lactobacillus and
Bifidobacteria have been used increasingly in the past
three decades, and promoted in yoghurt, fermented
milk, other types of food and pharmaceutical products
for their anecdotal health benefits.

It is well established that probiotic bacteria exerts an
effect on the gastrointestinal tract and might be of
importance when the intestinal microflora is disturbed
and gut permeability is altered.'” These properties of
probiotics could be of particular interest in early
infancy when barrier functions of the intestine are not
fully developed.

In the present study we found Lactobacillus
acidophilus administration to children with acute
diarrhea useful to reduce the activity of the disease
significantly in agreement with other studies which
have used probiotics in the treatment of diarrhea.''*'®
The action of probiotics in case of diarrhea occurs
through the stimulation of the immune system, its
ability for adhesion to the intestinal epithelial cells and
inhibition of other pathogenic bacteria by antagonism
and by secretion of bacteriocins.'**’

Most of our patients get improved on day three. Ten
patients did not improve by this time for both
frequency and consistency (Table 3), seven of them
continue their usual treatment in the hospital and
discharged later after improvement, three patients left
the hospital and lost for follow-up.

Lactobacillus acidophilus was found safe and
effective for children with acute infectious diarrhea.
The preparation was well tolerated and no mortality
was reported as what found in other studies.”*’

CONCLUSIONS

Probiotic preparation of Lactobacillus acidophilus
can be used as an adjunct treatment of acute diarrhea in
children. It has been found safe and acceptable, and the
duration of treatment was reasonable.

ACKNOWLEDGEMENT

The authors gratefully acknowledge the financial
support of the ADI-Hilla and especially thank Dr Saad
Mal-Allah who has contributed to the preparation of

probiotic and placebo capsules. We would like to give
special thanks to our medical staff in ward 2 who has
worked hard to watch our patients and follow up their
progress.

REFERENCES

1. Marteau PR, de Verse M, Celier CJ, et al. Protection
from gastrointestinal ~diseases with the use of
probiotics. Am J Clin Nutr 2001;73(2):430S-6S.

2. de Vrese M, Stegelmann A, Laue C, et al. Probiotics
compensation for lactase insufficiency. Am J Clin Nutr
2001;73(2 suppl):3215-4298.

3. Van Niel CW, Feudtner C, Carrison MM, et al.
Lactobacillus therapy for acute infectious diarrhea in
children: A Meta-analysis. Pediatrics 2002;109(4):
678-68.

4.  Yamamah ANG, Mehana N, Salem M, et al. The role
of Bifidobacterium  bifidum and Lactobacillus
acidophilus as probiotics in controlling infantile watery
diarrhea. The Egyptian Medical Journal of the
National Reasearch Centre 2005;4(3):29-34.

5. Isolauri E, Kaila M, Mykkanen H, et al. Oral
bacteriotherapy for viral gastroenteritis. Dig Dis Sci
1994;39(12):2595-600.

6. Guerin-Danan C, Meslin JC, Chambard A, et al.
Food  supplemented  with milk  fermented by
Lactobacillus casei DB-114001 protect suckling rats
from rota virus associated diarrhea. J N 2001
Jan;131(1):111-7.

7. Yamazakis IN. Probiotics and safety. Am J Clin Nutr
2001;73(2):4655-4708S.

8. Land MH, Woods CR, Rouster-Stevens K, et al.
Lactobacillus sepsis associated with probiotic therapy.
Pediatrics 2005;115(1):178-81.

9. Vanderhoof JA, Whitney DB, Antonson DL, et al.
Lactobacillus GG in the prevention of antibiotic
associated  diarrhea in  children. J  Pediatr
1999;135(5):564-8.

10. Arola T, Laiho K, Torkkieli S, et al. Prophylactic
Lactobacillus GG  reduces antibiotic associated
diarrhea in children with respiratory infections: A
randomized study. Pediatrics 1999;104(5):64.

11. Goldin BR, Gobrach SL. Clinical indications of
probiotics, an overview. Clin Infect Dis 2008 Feb
1;46:(Suppl 2):596-100.

12. Hatakka K, Savilahti E, Panka A, et al. Effect of long
term consumption of probiotic milk on infections in
children attending day care centres: double blind
randomized trial. BMJ 2001;322(7298):1327.

13. Gaon D, Garcia H, Winter L, et al. Effect of
Lactobacillus strains and Saccharomyces boulardii on
persistent  diarrhea in  children. Medicina (B
Aires)2003;63(4):293-8.



JABMS: Journal of the Arab Board of Medical Specializations Vol.10, No.1, 2009

14. Szajewska H, Kotowska M, Mrukowicz JZ, et al.
Efficacy of Lactobacillus GG in prevention of
nosocomial  diarrhea in infants. J  Pediatr
2001;138(3):361-5.

15. Chouraqui JP, Van Egroo MC. Acidified milk
formula supplemented with bifido-bacterium lactis:
impact on infant formula in residential care settings.
Pediatre Gastroenterol Nutr 2004,38(3):288-92.

16. Van Niel CW. Probiotics: not just for treatment any
more. Pediatrics 2005;115(1):174-7.

17. Salminen S, Isolauri E, Salminen E. Probiotics and
stabilization of the gut mucosal barrier, Asia Pacific. J
Clin Nutr 1996;(5):53-6.

18. Pedon CA, Arnould CC, Postaire ER, et al.

Multicentric study of the effect of milk fermented by
Lactobacillus casei on the incidence of diarrhea. IJCP
2000,54(9):568-71.

19. Salminen S, Von Wright A, Morrel L, et al
Demonstration of safety of probiotics: a review. Int J
Food Microbiol 1998;44:93-106.

20. Saarela M, Mogensen G, Fonden R, et al. Probiotic
bacteria:  safety, functional and technological
properties. J Biotechnol 2000,;84:197-215.

21. Daniel C, Poiret S, Goudercourt D, et al. Selecting
lactic acid bacteria for their safety and functionality by
use of a mouse colitis Model, applied and
environmental. Microbiology 2006,72(9):5799-805.



JABMS: Journal of the Arab Board of Medical Specializations Vol.10, No.1, 2009

Original rticte

=) & v 0

OPTIMIZING DOUBLE REPETITIVE PCR FOR MOLECULAR TYPING OF
MYCOBACTERIUM TUBERCULOSIS

Gl S G paie BAl ) yradd gl Ald Jela alaainly bl C_al_uﬂ Jgadl
Al 5 yhdiall 5 pal) Jaaril b
Abdulkader Rahmo, MD
gan plall aac

Ea) Gadle

Al Jels i o olae) dlu) @il oo el sl sl Alldy dalail s o G5k Gunls oyl G

<Ol USS G praind ) pad 5l

Jeld 4 st Alee 3 Gal Al 3aasall 5 4 g jaall Al Q\M\wsﬂ@jw@jd\ asial) aladin) 2 rdagl) gk
oSl A8 ae gl A5 e g Auadlly sl P e A2l Lall ol e oSl 25 LS (PCR () JSS (p peaind ) e sl Al

53 sexall ALY

clel & ST B e ldy Al kel AL Hpad Adlad 4 Bale Guad ) LPMZ\LM cdlass alaiel 5 sl

ALY A Callss

& el el el g altiall angill aa Ay el Al ) il 5l 8 daadl slal 0S5 o Al Ayl o3g] Sy slaliiay)

ABSTRACT

Objective: Establishing a simple, cost effective and
efficient method for the molecular epidemiologic
examination of Mycobacterium tuberculosis based on
double repetitive element polymerase chain reaction
technique.

Methods: Fourteen isolated and characterized
Mycobacterium  tuberculosis  provided — genomic
samples for the amplification using the double
repetitive element polymerase chain reaction method,
the resulting DNA fragments were stained using silver
staining and results were compared with the original
detection method.

Results: The introduction of relatively simple
modifications improved significantly the efficiency of
isolate stain discrimination, without rendering the
method more costly.

Conclusions: The proposed improved method can

il sl

serve as a molecular
the fight against the
of tuberculosis in

be expected to better
epidemiologic technique for
widespread mounting threat
developing countries.

INTRODUCTION

The clear rise in multidrug resistance of
Mycobacterium tuberculosis (MTB) cases, and the
emergence of so called 'hot-spots' around the world,
poses the imperative for research enhancement and
efficient widespread implementation of current
knowledge.

Molecular epidemiologic studies have been
successfully applied for tuberculosis disease in
evaluating epidemiological linkages, and the
discovering of unexpected one. These studies were

*Abdulkader Rahmo, MD, National commission for Biotechnology, Damascus, Syria. E-mail: ak.rahmo@ scs-net.org.
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essential for the distinction of relapse from re-infection
in recurrences,’ the establishment of the case for
laboratory cross contaminations (false positives),” and
the association of particular genotypes with hyper-
virulence and multi-resistance.” Recent studies
included real time outbreak studies that provided new
insights into transmission, and cluster dynamics in
specific populations. These studies continue to
provide added epidemiological value to tuberculosis
prevention and control.* The importance of large scale
genotyping of MTB has promoted countries like the
USA to implement large scale rapid genotyping of all
local TB cases.* Different methods have been used for
the genotyping of MTB. These vary in the time
required for testing, resolution, reproducibility,
robustness, complexity, cost, and amenability to data
bank construction. Double repetitive polymerase chain
reaction (DRE PCR) genotyping method, is relatively
fast, simple and cost saving.” However, the method
suffers from some lack of reproducibility due to
occasional absence of low intensity bands, and the
provision of only average level resolution.’ Improving
this technique would allow it to be a tailored approach
for preliminary genotyping, that has potentials for
efficient implementation in low resource countries,
where TB is generally widespread and endemic.

METHODS

Sampling of patients: Following an agreement with
the Syrian ministry of health, samples were collected
between March 2003 and July 2005. From this pool of
samples, 14 new cases were selected for this study.
Patients (11 males and 3 females) came from four
different regions (muhafaza: Aleppo, Damascus, Rif
Dimashq, Tartous) in Syria. The age range was 15-70
years. Sampling was approved by local ethical
committees and accompanied by a patient informed
consent form.

Laboratory Methods

-Specimen preparation and culture: Processing of
sputum specimens was based on liquefaction and
decontamination by 2% N-acetyl-L-cysteine-NaOH.
Bacterial culture was performed on solid Lowenstein-
Jensen Medium.’

-Susceptibility testing: Inoculum preparation of
freshly grown colonies from LJ medium were

transferred to a tube containing 3-4 ml phosphate
buffered saline and 6 to 9 sterile glass beads. Tubes
were rigorously agitated on a vortex mixer and clumps
were allowed to settle for 30 min. The supernatants
were transferred to sterile tubes, adjusted with
phosphate buffer saline to equal the density of 0.5 Mc
Farland standard, and used as the standard inoculum
for the proportion method.’

-The proportion method procedure: The
proportion method was performed as described by the
national committee for clinical laboratory standard.’
Antimycobacterial drugs were adjusted in the LJ
medium 60 to a final concentration of 0.2-1 pg/ml for
isoniazid (INH), 40 ug/ml for rifampicin (RIF), 4
ng/ml for streptomycin (STR), and 2 pg/ml for
ethambutol (EMB). One hundred micro liter of
prepared bacterial inoculm was inoculated on LJ
medium, containing or not a drug, for test or as a
control, and followed by incubation at 37°C for 21-28
days. Resistance was defined as growth on drug
containing tubes greater than 1% of the growth of drug
free control medium for INH, RIF, EMB, and 10% for
STR.*

-DNA extraction: A loopful of each culture was
suspended in ATL buffer (0.2 ml) and DNA was
extracted using QIAamp DNA blood Mini Kit
(Qiagene). The accompanied procedure was adhered to
except for the incubation period that was extended to 3
hours. DNA was eluted in 100 uLL PCR water (Gibco).

-DRE PCR: The procedure reported in reference
[10] a modification of in [11] was slightly modified.
The PCR amplification mixture contained 67 mM tris
(PH 8.8), 16 mM (NH4)2S04, 0.01% tween-20 (1x
reaction buffer; Euroclone), 2.5 mM MgCI2
(Euroclone), 200 uM each deoxynucleoside
triphosphate (MBI Fermentas), 0.5 uM of each of the
four primers (MWG Biotech AG, HPSF grade), and
2.5 U of taq polymerase (euroclone). The sequence of
the primers is described in references [10,11]. 5
microliters of DNA solution was used in the final
reaction volume of 50 pL. The PCR mixture was
subjected to denaturation at 94 for 7 min, followed by
30 cycles of denaturation at 95°C for 30 sec, primer
annealing at 52°C for 1 min, and primer extension at
72°C for 1 min. The final extension was at 72°C for 5
min (Master cycler, Eppendorf).'® The amplification
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products were analyzed using polyacrylamid gel
electrophoresis (PAGE) at 10% concentration, stained
with ethidium bromide (ETBR) and visualized under
UV light (312 nm) and with silver staining method'”
(Figure 1). PAGE silver stained gels where dried using
a gel dryer (Labconco) rendering them stable for long
time. The modifications introduced were the use of a
DNA extraction kit, the inclusion of ammonium
sulfate in the reaction mixture, and the use of PAGE
for band pattern analysis and the staining with silver.

RESULTS

Susceptibility testing of cultured MTB isolates
resulted in the drug resistance pattern described in
(Table 1). Three cases of resistance emerged, one of
which (isolate 7) was a multidrug resistant case. The
PAGE ETBR staining of DRE PCR amplified products
generated in 10 patients (out of 14) bands that varied
in numbers between (1-4). Overall 29 bands were
obtained for all isolates (average 29/10 = 2.9 bands)
(Table 2). The PAGE silver staining modification
generated in 12 patients clear bands. These varied in
numbers between (4-12). Overall 97 bands were
obtained (average 96/12 = 8 bands) of which 40 were
relatively strong bands. Reproducibility of the last
method has been tested by running replicas, and found

Figure 1. Agarose gel of DNA fragments resulting

from DRE PCR of MTB isolates, stained using
ethidium bromide staining.

to be excellent (Figure 2). The examined MTB isolates
produced the following patterns (Table 2). (Note when
bands of ETBR staining are addressed the letter E was
assigned prior to band size in case of silver staining the
letter S):

Isolate 1: Below the band S 250 three weak bands S
(200, 210) and the band S 75 appeared in silver
staining but were absent in ETBR staining. The band E
400 was actually a collective of three separate bands S
(320, 350, 360) and the E 500 gave bands S (500, 550).

Isolate 2: Pattern was similar to isolate 1 except for
two bands: band E/S 250 that was absent in Isolate 2
and was replaced by a weak S 230 band, and band S
550 was absent in isolate 2.

Isolate 3: The band 75 was present in both staining
systems, the bands S (170, 210, 350, 400) were absent
in ETBR staining. The E 500 became a double band S
(500, ~510), and the band E 600 was more accurately
placed at S 700.

Isolate 4: Pattern using silver staining was very
similar to isolate 3, except for the absence of the weak
S 350, as was the ETBR staining.

Isolate 5: Produced almost no bands (one weak band
appeared) even when using silver staining.

R12 R8& S2 14 13 12 11 10 9 8 sS1 7

Figure 2. The polyacrylamid gel of DNA fragments
resulting from DRE PCR of MTB isolates,
stained using silver staining.



Isolate 6: Bands were placed more accurately as S
(290, 350) instead of E (275, 300) and a new band
appeared as S 700. Band E 2000 separated in a
collective of S (1400, 1500, 1700, 2000), band E 2500
was more accurately placed at S 2700.

Isolate 7: No bands appeared in either staining
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Isolate 8: Added bands as S (150, 200, 300, 370,
650) appeared, band E 400 was more accurately placed
at S 470.

Isolate 9: Added bands as S (75, 100, 110, 160, 190,
250, 260, 290, 340, 400, 450) appeared and band E
550 was more accurately placed as S 650.

methods.

Isolate No. | Designated No. | Gender | Age | The region R;;;:;::: ©
1 1 M 31 Tartous SSSS
2 2 M 63 Aleppo SSSS
3 3 M 25 Tartous SSSS
4 5 M 70 Damascus SSSS
5 7 M 20 Tartous SSSS
6 15 F 25 Rif Dimashq SSSS
7 17 M 27 Damascus RRSS
8 18 M 25 Damascus SSSS
9 21 M 57 Damascus SSSS
10 22 M 49 Damascus SSSS
11 72 M 15 Damascus SSSS
12 73 M 57 | Rif Dimashq SSRS
13 74 F 42 | Rif Dimashq SSRS
14 100 F 25 Damascus SSSS

*Drugs tested: isoniazid, rifampicin, streptomycin, ethambutol

Table 1. Patients distribution in relation to gender, age, region, and resistance pattern.

Isolate No. | Designated No. | Genotype | PAGE ETBR Pattern 1 PAGE Silver Pattern 1,2
1 1 58 250-380-400-500 75-200-210-250-320-350-360-500-550
2 2 41 400-500 75-200-210-230-320-350-360-500
3 3 46 75-500-600 75-170-210-350-400-500-~510-700
4 5 18 75-500-600 75-170-210-400-500-~510-700
5 7 X - 1400 (weak)
6 15 73 275-300-2000-2700 290-350-700-1400-1500-1700-2000-2700
7 17 X - -
8 18 42 400-2000 150-200-300-370-470-650-2000
9 21 25 550 75-100-110-160-190-250-260-290-340-400-450-650
10 22 68 175-275-1700-2500 180-240-300-350-500-675-1400-1500-2000
11 72 X - 150-250-300-370-620-900-1100-1700-2100-2400
12 73 X - 150-200-300-350
13 74 42 400-2000 90-190-400-450-1100-1700-2100
14 100 66 125-300-600-2000 125-250-300-350-750-900-2100

1: Band number relates to approximate size of DNA fragment in terms of number of base pairs.
2: Bold bands represent relatively strong bands.

Table 2. The observed MTB band pattern using DRE PCR and two different gel staining procedures.
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Isolate 10: Band E 175 appeared as S 180, and E
275 as S 300, other bands surfaced: S (240, 350, 500,
675), and band E 1200 separated into S (1400, 1500)
and band E 2500 appeared as S 2000.

Isolate 11: Produced no bands using ETBR but
several bands using silver staining: S (150, 250, 300,
370, 620, 900, 1100, 1700, 2100, 2400).

Isolate 12: Produced no bands using ETBR but
several bands using silver staining S (150, 200, 300,
350).

Isolate 13: Added bands appeared as S (90, 190,
1100). Band E 400 appeared as S (400, 450) and E
2000 as S (1700, 2100).

Isolate 14: Added bands appeared as S (250, 300).
Band E 125 appeared as S 125, while band E 300
appeared as S 350, E 600 as S (750, 850), and E 2000
as S 2100.

DISCUSSION

The DRE PCR genotyping method is based on PCR
amplification of MTB DNA segments located
between two copies of repetitive elements; these are
insertion sequence 6110 (IS 6110) and the
polymorphic GC-rich repetitive sequence (PGRS). IS
6110 belongs to the IS 3 family that has been widely
used for strain typing. Sixteen copies of IS 6110 were
identified in the genome of MTB H37 RV; some of
them were clustered in spots.” PGRS sequences
contain 61 members and belong to the PE multigene
family. The PE_PGRS proteins have been found to be
exclusive to the MTB complex'* and resemble the
Epstein-Barr nuclear antigens (EBNA), which are
known to inhibit antigen presentation through the
histocompatibility complex (MHC) class L."°

The rational for this procedure is based on expected
variation of distances between repetitive elements in
various MTB strains, the variations appear as different
sizes of amplified products. The positive predictive
value of DRE PCR compared to IS 6110 RFLP
standard method was determined by Friedman et al'' to
be 96%. However, some reports that DRE PCR may be
more discriminating than the standard method IS 6110
RFLP, while others suggest the contrary.*'®"
Discriminating efficiency (number of types obtained
and reproducibility) may be affected by tested

11

genotypes (e.g., number of IS 6110 present in the
genome) as well as the particular laboratory set up
used.

The method as described by Friedman et al'' and
others generated one to six bands.The bands varied in
intensity suggesting the possibility of band detection
failure due to a particular laboratory set up or a
deficiency of the applied detection system.

CONCLUSIONS

The results of this study indicate that applying
PAGE silver staining modification instead of PAGE
ethidium bromide staining provided:

1- Clear detection of absent or weak bands, where
no, or fewer bands were obtained using agarose or
PAGE ethidium bromide staining.

2- More accurate determination of DNA fragment
size.

3- The establishment of a fingerprint pattern that
was stable for months.

Since the advantages of DRE PCR are not
compromised by the proposed modifications of the
method, and the application of the PAGE silver
staining appears superior in molecular strain typing of
Mycobacterium tuberculosis, the modifications should
be considered and endorsed.

The current study suggests that the established DRE
PCR method, used for epidemiologic studies of
Mycobacterium tuberculosis, was further optimized,
and should therefore be reassessed, and compared to
other methods considering these enhancing conditions.
Since further improvements of the technique present
no significant technical and cost related burdens, the
method as such appears to be even more suitable for
the clinical use in developing countries.
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ABSTRACT term. In addition, it also aims to determine whether
Objective: The current study aims to investigate the the studied enzyme changes of prolonged pregnancy
pattern  of distribution of alkaline and acid placentas represent a continuum that may begin before
phosphatases in  the placentas of prolonged 42 week’s gestation.
pregnancies compared to that in those delivered at Methods: This study examined placentas obtained
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from 220 non-hypertensive, non-diabetic, non-smoker,
Rh™ singleton pregnant women who delivered at Al-
Batool Maternity Teaching hospital in Mosul city in
over a period of two months extending from August 1"
to  September 30™ 2005. These women were
classifiedaccording to their accurately assigned
gestational age into three groups: Group 1; includes
women who delivered between 38-41 weeks of
gestation (n=100), Group 2; includes women who
delivered between 41-42 weeks of gestation (n=60),
and Group 3; includes those who delivered beyond 42
weeks (n=60). All placental sections of the three study
groups were stained using alkaline phosphatase stain
(Gomori’s method-cobalt) and acid phosphatase stain
(Gomori’s method-lead).

Results: The placentas of group 1 showed a
moderate to marked reaction to alkaline phosphatase
stain in the syncytiotrophoblasts with a very weak
reaction in the villous stroma, and a moderate reaction
in the maternal decidua; however, they showed a very
weak reaction to acid phosphatase stain in both
syncytiotrophoblasts and the villous stroma. Placentas
in group 2 and 3 showed a marked reaction to alkaline
stain in the syncytiotrophoblasts, while the villous
stroma and the maternal decidua showed a moderate
reaction with further decrease in the activity of acid
phosphatase in both syncytiotrophoblasts and the
villous stroma. Negative reaction to acid phosphatase
stain was noticed in the maternal decidua in all
groups.

Conclusions: Prolonged pregnancy placentas
showed increased alkaline phosphatase activity and
reduction in acid phosphatase activity. In addition, the
studied placental enzyme changes of prolonged
pregnancies (including alkaline phosphatase and acid
phosphatase) represent a continuum that may begin
before 42 week’s gestation as most of these enzymatic
changes are associated with pregnancies extended
between 41-42 weeks.

INTRODUCTION

For almost three quarters of the 20" century,
prolonged pregnancy was considered a non-problem
except that such pregnancies were sometimes
associated with macrosomia and difficult delivery.'
However, by the 1970s, it was accepted that perinatal
mortality increased appreciably in these pregnancies
and this led to adopt a new approach toward the need
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for certain interventions with prolonged pregnancies
although the type(s) of these interventions and when to
employ them are still somewhat controversial. >

Prolonged pregnancy, postdate pregnancy, postterm
pregnancy, postdatism and postmaturity are all terms
which have been used to denote a pregnancy which has
gone beyond 42 weeks or 294 days from the first day
of the last menstrual period (LMP).* The incidence rate
of prolonged pregnancy varies greatly depending on
the diagnostic criteria used. Reported frequencies
range from 3 to 10 percent depending on whether the
calculation was based on the history and clinical
examination alone or whether early ultrasound
examination was used to calculate the gestational age
in the first half of pregnancy.”®

The causes of prolonged pregnancy are still largely
unknown and their investigation requires a detailed
observation of potential birth initiating stimuli on the
endocrine and biomolecular levels.’

Recently, a large number of clinical and
biomolecular studies point to the central importance of
prostaglandins for the beginning of human birth.’
Recent studies revealed a significant increased rate of
apoptosis (programmed cell death) in both trophoblast
and stromal cells of postterm placentas suggesting a
possible role of apoptosis in the mechanism of labor
and placental senescence.**'® Perinatal morbidity and
mortality have shown to be increased significantly as
pregnancy progresses beyond term.'""?

Human placental type alkaline phosphatase (p-ALP)
is a dimeric sialo-glycoprotein enzyme associated at
high concentration with the syncytiotrophoblastic
plasma membranes of term placenta, where most of p-
ALP lies in the syncytial border of the villi."”"*
Increasing amounts of p-ALP can be detected in the
maternal blood as gestation progresses, and can be
readily distinguished from other alkaline phosphotase
isoenzymes by its selective inhibition by certain amino
acids and by its heat stability.'>'®

On the other hand, acid phosphatase (p-ACP) had
been found to be present in human trophoblasts with
the use of light microscopic histochemistry. This
enzyme is present in the syncytium in two forms; the
first one as small rounded bodies in the syncytium
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(probably as lysosomal), while the second one as large
membrane bound structures consisting of aggregating
p-ACP containing vesicles, similar in appearance to a
multivesicular body.'®

In placentas from uncomplicated pregnancies, the
number of trophoblastic p-ACP containing organelles
decreases progressively as gestation proceeds whilst p-
ALP activity, although abundant at term, could be
demonstrated during the early stages of pregnancy.'”™®
It is suggested that the marked ACP lysosomal activity
during early pregnancy is related to the architectural
refashioning of the placenta during this period, and
that there are two phosphatase linked transfer systems
in the trophoblasts; one dependent upon ACP
containing multivesicular bodies and being utilized
during early pregnancy, and the other is reliant upon
ALP and dominating during the second half of
gestation.” So in normal placenta, it's strikingly
apparent that there is an inverse relationship between
the presence of ACP containing multivesicular bodies
and the amount of trophoblastic alkaline
phosphatase.'****’ The aim of the current study is to
study the pattern of distribution of alkaline and acid
phosphatases in the placentas of prolonged pregnancies
compared to that in those delivered at term. In
addition, it also aims to determine whether the studied
enzymes changes of prolonged pregnancy placentas
represent a continuum that may begin before 42 week's
gestation through comparing them with those delivered
between 41-42 weeks gestation.

METHODS

This study has examined placentas obtained from
220 singleton pregnant women who delivered at Al-
Batool Maternity Teaching Hospital in Mosul City in
northern Iraq. The study was performed over a period
of two months started form 1% August 2001 till 30"
September 2005. Smokers, Rh negative mothers, and
all cases of hypertension, and diabetes mellitus were
excluded.

To assure accurate assignment of gestational age,
study subjects were required to meet the following
criteria:

- Last menstrual period (LMP) known with certainty.
- Regular menses.
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- An ultrasonographic examination performed before
20 weeks gestation consistent with dates.

According to the gestational age, the study sample
was divided into three groups:

Group 1: This group consisted of 100 women who
delivered between 38 and 41 weeks’ gestation.

Group 2: This group consisted of 60 women who
delivered between 41 and 42 weeks’ gestation.

Group 3: This group consisted of 60 women who
delivered beyond 42 weeks’ gestation. The obstetric
characteristics of the three study groups are shown in
Table 1. Following the placental delivery, examination
of fresh (unfixed) placenta was done with infectious
precautions. Several vertical strips of about 0.5-1 cm
thickness were obtained from the maternal and fetal
surfaces of the placentas. Two slices of 3-4 mm
thickness were then taken from fetal and maternal
surfaces of placental strips and immersed in normal
saline for few moments to get rid of superficial blood.
All tissue specimens, after being washed in normal
saline, were fixed in neutral buffered formalin (10%)
and transferred to the Laboratory of Postgraduate
Studies at the Department of Anatomy, Histology, and
Embryology in Mosul College of Medicine and kept
fixed for more than 24 hours.

Tissue processing was done through dehydration,
clearing, impregnation, and embedding. Thin sections
of 6 microns thickness were made from each block
using the microtome. The sections were mounted on
75 x 25 mm slides, and slides were marked each with
an identification number of the block. Sections from
the three study groups were stained using alkaline
phosphatase stain (Gomori’'s Method-Cobalt) and acid
phosphatase (Gomori’s Method-Lead)."® To ensure
maximum resolution of the histochemical reaction
products for microscopy and to obtain optimal contrast
in photomicrography, counterstaining was omitted in
all the preparations using safranin and eosin
respectively.

RESULTS

Placental sections of the three study groups were
stained with Gomori’s stains for alkaline and acid
phosphatases in order to ascertain the accurate
localization and the activity patterns of these enzymes
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in postterm placentas compared to term ones. The
amount of alkaline phosphatase activity varied
considerably among the different villi in the same
placental disk, and often among different areas of the
same villus, thus making the assessment difficult.

In general, group 1 placentas showed a moderate to
marked reaction to ALP  stain in the
syncytiotrophoblastic layer appeared as brown to black
deposits, while the villous stroma showed a very weak
reaction, compared with the negative control. The
maternal decidua, on the other hand, showed a
moderate activity of alkaline phosphatase, Fig 1 and 2.

N

Figure 1. Photomicrograph of group 1
placental villous section stained with Gomori’s
stain for ALP showing a moderate reaction of

syncytiotrophoblast and weak reaction

of the villous stroma (ALP X400).

Figure 2. Photomicrograph of group 1
decidual section stained with Gomori’s stain
for ALP showing a moderate reaction of the

maternal decidua (ALP X400).

On the contrary, group 2 and 3 placentas showed
marked activity of alkaline phosphatase in the

syncytiotrophoblasts, while the villous stroma of the
majority of the villi in these 2 groups showed a
moderate reaction to alkaline phosphatase stain. The
maternal decidual sections, as in group 1 sections,
showed moderate activity to alkaline phosphatase stain
as in group 1, Fig 3.

Figure 3. Photomicrograph of a placental section
from group 3 stained with Gomori's stain for ALP
showing moderate activity of ALP in the
syncytiotrophoblasts, villous stroma and maternal
decidua (ALP X250).

When stained with Gomori’s ACP stain, sections
obtained from group 1 placentas showed a weak
reaction in both the syncytiotrophoblasts and the
villous stroma, appeared as few scattered brown to
black deposits, Fig 4, while the maternal decidua
showed a negative reaction to acid phosphatase.
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Figure 4. Photomicrograph of group 1 placental
villous section stained with Gomori’s method for ACP
showing a weak reaction in both the
syncytiotrophoblasts and the villous stroma
(ACP X400).

On the other hand, sections of both group 2 and 3
placentas showed a further decrease in ACP activity in
bothsyncytiotrophoblastsand villous stroma.
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Group Age Age Primigravidas ~ Multigravidas Mode of labor
(<35 years) (>35 years)
NVD Instrumental C/S
1: delivered between
38-41 weeks (n=100) 92 (92) 8(8) 56 (56) 44 (44) 81 (81) 2(2) 17 (17)
2: delivered between
41-42 weeks 55(91.7) 5(8.3) 30 (50) 30 (50) 47 (78.3) 2(3.3) 11 (18.3)
(n=60)
3: delivered beyond
42 weeks (n=60) 54 (90) 6 (10) 29 (48.3) 31 (51.7) 47 (78.3) 1(1.7) 12 (20)
*NVD, normal vaginal delivery; C/S, cesarean section.
*Data are presented as number (%).
Table 1. Obstetric characteristics of the study sample.
ALP ACP
Groupl = Group2 Group3 Groupl Group2 = Group3
ST ++/+++ +++ +++ + +/- +/-
VS + | ++ ++ + +/- +/-
MD ++ ++ - - -

*ST, syncytiotrophoblasts; VS, villous stroma; MD, maternal decidua.
*+++, markedly positive; ++, moderately positive; +, weakly positive; -, negative.

Table 2. The reaction of syncytiotrophoblasts, villous stroma and
maternal decidua to ALP and ACP stains.

Meanwhile, the maternal deciduas also showed a
negative reaction to ACP stain. Table 2 shows the
reaction of syncytiotrophoblasts, villous stroma and
maternal decidua to both ALP and ACP stains in all
groups.

DISCUSSION

The structural and functional integrity of the
placenta is critical to the maintenance of a normal fetal
growth and development.'”*”*' Subjects of many
studies tried to study the changes in the activity
patterns of both pACP and pALP which may represent
functional alteration either preceding or running
concurrently with the morphological damage in the
placentas as a consequence of placental ischemia .They
even tried to correlate these changes with the fetal
outcomes.'**

The current study revealed a further decrease in the
amount of ACP mainly in the syncytiotrophoblasts of
group 2 and 3 placentas compared with those of group
1. However, there is, in some cases but not all, a
marked increase in the ALP content mainly in the
syncytiotrophoblasts of group 2 and 3 placentas
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compared with that of group 1 placentas. These
findings are in agreement with those of other
investigators'® who studied the distribution of ACP
and ALP in 22 placentas from complicated and normal
pregnancies using an electron microscope, four of
them were of prolonged pregnancies. They suggested
that any decline in the placental functional activity in
prolonged pregnancies does not therefore appear to be
due to any lysosomally mediated trophoblastic damage
or lack of available ALP for the trophoblastic
transfer.'®"” Alkaline phosphatase of the placenta
appears to be moderately resistant to hypoxia.
Uteroplacental ischemia in prolonged pregnancy leads
to a considerable increase in lysosomal activity in the
placental tissue, presumably as response to placental
ischemia which by alters the tissue pH of trophoblast
and thus stimulates lysosomal activity leading to
syncytial damage with the resultant release of P-ALP
from vesicles into cytoplasm.'’ The significance of the
increased ALP placental content in some cases
(including prolonged pregnancy) is obscure, but it
could be considered as a compensatory mechanism
that is activated by a possible decline in the efficiency
of other non-phosphatase dependent transfer system in
the trophoblasts.”” Placentas of prolonged pregnancies
showed a considerable alteration in the activity of p-
ALP and ACP compared to term pattern and that these
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changes represent a continuum that may begin before
42 week’s gestation.

CONCLUSIONS

Prolonged pregnancy placentas showed increased
alkaline phosphatase activity and reduction in acid
phosphatase activity. In addition, the studied placental
enzyme changes of prolonged pregnancies (including
alkaline phosphatase and acid phosphatase) represent a
continuum that may begin before 42 week’s gestation
as most of these enzymatic changes are associated with
pregnancies extended between 41-42 weeks.
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ASSOCIATION OF INDUCTION OF LABOR IN PRIMIGRAVIDAE
WITH CESAREAN SECTION AND POST PARTUM HEMORRHAGE
IN OMDURMAN MATERNITY HOSPITAL, SUDAN 2007
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ABSTRACT delivered spontaneously were carefully selected for

Objective: This is a descriptive cross-sectional control with minimal confounders including age,
hospital based study, to determine Cesarean Section education and maternal medical disorders. Fifty four
(C/S) rate and post partum hemorrhage (PPH) in cases (51.4%) were induced with artificial rupture of
association with induction of labor in primigravidae membranes (ARM), followed by oxytocin titration only,
and risk factors behind that, in Omdurman maternity while 51 cases (48.6%) were induced with intra-
hospital during the year 2007. vaginal misoprostol followed by ARM and oxytocin

Methods: After an informed consent from patients titration.
and hospital directorate, 105 primagravidae with Results: In this study, rate of induction in
singleton pregnancy, were induced after completed 37 primigravida was 6.1%, mainly due to post date
weeks for various indications, and 105 primagravidae (53.3%). Cesarean section was significantly higher in

*Taha Umbeli Ahmed, MBBS, MD, FCM, Professor of Obstetrics and Gynecology, Chair of Post Graduate Medical Studies Board. Faculty of Medicine,
Omdurman Islamic University, Sudan. (Omdurman, Blue Nile hospital, P.O.box 525, Sudan). E-mail: Umbellil @ html.com.
*Sami Hummieda, Obstetrician and Gynecologist, Omdurman Maternity Hospital, Sudan.
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induced patients (36.2%) than in control group
(18.0%). Fetal distress was the commonest indication
for C/S 17.1%, followed by failure of induction 13.3%
and failure to progress 5.7%. No significant difference
observed in PPH following induction or spontaneous
labor.

Conclusions: Induction of labor in primigravida is
associated with an increased risk of C/S; however,
there is no significant difference in association with
PPH.

INTRODUCTION

Induction of labor is an intervention designed to
artificially initiate and maintain uterine contraction
leading to cervical effacement and dilatation and
eventually birth of the baby. It is indicated when the
mother or the fetus will benefit a higher probability of
healthy outcome than if birth is delayed. Commonly
accepted indications include hypertensive disorder
with pregnancy, diabetes mellitus, chronic renal
disease, intra-uterine growth restriction (IUGR), Rh
iso-immunization;  prolong  pregnancy, oligo-
hydramnios, social and logistic factors and fetal death.
It is not without complications; commonly associated
with increased C/S rate, assisted forceps or ventouse
delivery, rupture uterus, post partum hemorrhage
(PPH), fetal asphyxia, meconium aspiration, birth
trauma, fetal distress and fetal death.' Successful
induction of labor is much related to the state of the
cervix (favorability), parity of the patient and uterine
sensitivity to oxytocin. Low Bishop’ score of four or
less is associated with increased risk of induction
failure and C/S. Induction delivery interval (IDI), is
longer in patients with low Bishop’s score and in
primagravidae than multiparous patients.” Recognized,
relative or absolute contra-indications for induction
include placenta praevia, transverse lie, previous
uterine scar, and active genital herpes.

Rate of induction varies between countries and
institutes from 4 to 40%.> Many methods have been
used in induction of labor including; hot bath,
balloons, sweeping of the membranes, oxytocin, and
artificial rupture of membranes, prostaglandins and
misoprostol.” Records and data regarding associated
complications of induction are deficient in this
hospital. This study aims to assess association
of induction of labor with C/S rate and PPH,
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in Omdurman maternity hospital (OMH) during the
year 2007.

METHODS

Sudan is the largest country in Africa, occupies 2.5
millions  square kilometers, with 34,512,000
population, and a maternal mortality of 1107 per
100.000 live births.” Khartoum state is approximately
28000 square kilometers, with 14 hospitals, two of
them are specialized maternity hospitals, and the rest
are general hospitals with a maternity department.

Omdurman is a wide area, 8692 square kilometers,
total population is 1937000, 410000 of them are peri-
urban.® Omdurman maternity hospital is the main
specialized maternity hospitals in Sudan. Total number
of beds are 168 and an average of 70-75 deliveries per
day, 24211 deliveries during 2007. In Omdurman there
are 96 NGOs units and 45 health centers, 39 of them
provide MCH services, 42 health visitors and 491
trained midwives.

In this descriptive cross-sectional study, data was
collected by group of registrars. A two days training
was done for counseling, data collection, privacy and
accuracy. Data was rechecked by the authors by the
end of each week for completeness and accuracy.
Incomplete data was excluded before data editing.
Data editing was done by a trained computer
technician. No names were included in the data
editing. Data obtained was analyzed using a
microcomputer SPSS program.

Primigravidae at term (37-42 weeks) induced during
the year 2007, were reviewed after an informed
consent of the patient and hospital directorate, an
equivalent number of those went into spontaneous
labor were selected and reviewed as control, 1718
primigravidae were delivered in OMH, 105 cases with
singleton pregnancy were induced, while 105 cases
delivered spontaneously were carefully selected for
control with minimal confounders including: age,
education and maternal medical disorders. Fifty four
cases (51.4%) were induced with artificial rupture of
membranes (ARM), followed by oxytocin titration
only, while 51 cases (48.6%) were induced with intra-
vaginal misoprostol followed by (ARM) and oxytocin
titration. Oxytocin titration started with 2.5
mlU/minute and increased gradually every 30 minutes
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till reaching a satisfactory contraction (3-4
contraction/10 minutes), then the dose maintained till
delivery.” Misoprostol started with 25 microgram in
the posterior fornix, repeated after six hours, if no
response dose increased to 50 microgram every six
hours and not exceeding total dose of 200 microgram.
Oxytocin infusion will not be initiated before six hours
from last dose of misoprostol.’

RESULTS

Induction rate in primigravida was 6.1%, mainly
due to post date (more than 41 weeks) (53.3%),
followed by hypertensive disorders of pregnancy
(26.7%), the rest were due to prelabor rupture of
membranes (PROM), chorioamnionitis, diabetes
mellitus (DM), and intra-uterine growth restriction
(IUGR). Gestational age was more than 40 weeks in
79.8% of induced patients. In patients with Bishop’
score of five or more (51.3%), induction was started
with ARM, followed by oxytocin titration only, while
patients with Bishop’ score of four or less (48.7%)
induction was started with intra-vaginal misoprostol
followed by ARM and oxytocin titration.

In the study group, 36.2% were delivered by
emergency cesarean section. (Em C/S), compared to
18% of the control (chi-square = 10.604 and p-value =
0.005) (Table 1). In 24.8% of patients delivered by Em
C/S, induction was initiated by misoprostol followed
by ARM and oxytocin titration, while 11.4% were
induced only by ARM and oxytocin (Table 2). Em C/S
was indicated for fetal distress in 17.1%, 13.3 % for
failure of induction and 5.7% for failure of progress.

Patients delivered by Em C/S, 33.4% of them had a
Bishop’ score of four or less. Assisted forceps delivery
was done in 3.8% and 2% in study group and control
respectively. The rest of both groups ended in
unassisted vaginal delivery.

Induction delivery interval (IDI) was less than 12
hours in 42.6% of patients, 57.4% between 12 24
hours. No cases had IDI of more than 24 hours. PPH
was associated with 6.7% and 6% for study group and
control respectively. Birth canal injury was associated
with 4.8% in study group and 4% in the control.

DISCUSSION

Rate and methods of induction in general varies
between countries and institutes from 4 to 40%.> In
this study, rate of induction in primigravidae was
found to be 6.1% in OMH during the year 2007. This
rate is relatively low compared to other studies. A
recent study, recorded a crude rate of 19.5% in Finland
and 15-20% in United Kingdom. However, an over all
rate of 4-40% was recorded in one center in UK.
Indications for induction of labor in this study were
mainly due to post date, (53.3%) and PIH (26.7%).
This is consistent with several studies, where PIH and
post date were among the most common indications,
reaching more than 80%." However, use of
misoprostol for induction, (48.6%), may reflect a state
of low Bishop’ score, particularly in cases other than
post date, which may increase IDI and the need for a
bigger dose of oxytocin, both of them will increase the
risk of fetal distress and the need for C/S.

. Cases under study Control group
Mode of delivery 0=105 =105
UvD 63 (60.0%) | 84 (80.0%)
AFD 04 (03.9%) | 02 (02.0%)
C/S 38 (36.2%) | 19 (18.0%)
Total 105 (100.0%) | 105 (100.0%)

Chi-square = 10. 604
p-value = 0.005

AFD: Assisted forceps delivery
UVD: Unassisted vaginal delivery

Table 1. Distribution of induced patients and the control according to mode of delivery.

Mode of induction Vaginal delivery C/S Total

Oxytocin and ARM 44 (41.9%) | 12 (11.4%) | 56 (53.3%)
Misoprostol + ARM and oxytocin 23 21.9%) | 26 (24.8%) | 49 (46.7%)
Total 67 (63.8%) | 38 (36.2%) | 105 (100.0%)

Table 2. Association of C/S and the method of induction among study group.
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A C/S rate of 36.2% was reported in the study
group, versus 18% in the control, (chi-square=10.604
and p-value=0.005). This 1is consistent with
international C/S awareness network report.” The study
reported a higher rate of C/S for patients of a Bishop’
score of four or less, and only 6.7% C/S rate for
patients with Bishop’ score of five or more. This is also
consistent with an Indian study that reported a 40%
rate of C/S in women with Bishop’ score of four or less
and only a 15% C/S rate in women with Bishop score
of five or more.” This study also detected a significant
difference in C/S rate between mothers induced only
with ARM and oxytocin and those where misoprostol
was used (11.4% and 24.8%) respectively.

Cesarean section was indicated in 17.1% for fetal
distress, 13.3% for failure of induction and 5.7% for
failure of progress. In a recent meta analysis for
association of C/S and induction, the most common
indications for C/S were arrested dilation of the cervix
and descend of the presenting part.'” This high rate of
fetal distress in this study may be due to our subjective
diagnosis for fetal distress, based on using Pinard and
CTG without confirmation by scalp vein blood PH. In
this study, association of PPH is not significantly
different from control. It is usually due to atonia,
which may be related to IDI. In this study IDI was not
higher than 24 hours any more. This may be due to
careful selection of cases for induction based on
cervical assessment prior to induction. This may also
explain the low level of induction rate in our study.

CONCLUSIONS

This study shows a low rate of induction of labor in
primigravidae in OMH 2007. Induction of labor is
associated with an increased risk of Em C/S; however,
there is no significant difference in association of PPH.
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ABSTRACT Methods: A cross sectional study was done on
Objective: To determine the concentrations of serum patients with end-stage renal disease (ESRD) on
parathyroid hormone (PTH) and bone minerals and treatment with maintenance hemodialysis (HD). Levels
their association before and after hemodialysis. of serum calcium, phosphate, urea, creatinine,
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albumin,
measured.

Results: The total number of patients studied was 50
(40 males; 10 femals), the mean age was 40.3+26.5
years, and the average duration on hemodialysis (HD)
was 53 months. Serum PTH level was significantly
lower after  hemodialysis treatment; it was
945.8+995.9 pg/ml and 781.7+928.1 pg/ml before and
after HD respectively, but still over the normal range.
Serum phosphate concentration was remarkably differ
before and after HD (5.59+1.8 mg/ml vs 4.38+1.2
mg/ml respectively). In contrast, the mean value of
serum  calcium  concentration  was  changed
significantly after HD (6.7+1.5 mg/dl) compared with
the level before HD (5.6+6.7 mg/dl). PTH correlated
positively with phosphate (r=0.30, p=0.03), and
negatively with calcium (r=-0.299, p=0.04) levels. A
significant decrease in serum urea and creatinine
levels was reported after HD. Serum albumin showed
no significant difference before and after HD.

Conclusions: PTH was remarkably decreased post
dialysis in our patients with definite increased serum
Cat. There is no significant difference between PTH
and patient’s age, sex and duration in HD Sudanese
patients.

and intact parathormone (iPTH) were

INTRODUCTION

End-stage renal disease (ESRD) is a growing
epidemic worldwide and it is estimated that there are
about a million people on renal replacement therapy
worldwide.'

Hyperparathyroidism is the common finding in
patients with renal insufficiency. Hyperphosphatemia,
hypocalcaemia, and resistance to the action of
parathyroid hormone (PTH) are the main factors
involved in the pathogenesis of secondary
hyperparathyroidism.” PTH function is to maintain
calcium level in the blood without an increase in the
level of PO4.° It was observed that during
hemodialysis, there is a decrease in serum PTH levels
caused by the influence of calcium from the dialysate
to the blood. At the same time, during the first one to
two hours of hemodialysis there is a decrease in serum
phosphate that potentially could directly affect PTH
secretion.” A growing body of evidence suggests that
high levels of serum phosphate, calcium, calcium-
phosphate product (CaxP), and parathyroid hormone
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(PTH) are contributing to the substantial increased risk
of cardiovascular death worldwide.*>®’ In contrast,
other studies have shown that low PTH and calcium
levels are associated with mortality,*’ or no association
at all." Since, little is known about the PTH level and
bone mineral levels in sudanese patients with ESRDS.
This study aimed at determining the association
between PTH and bone mineral levels, and factors
contribute to prevalence of renal failure, that can
provide accurate clinical information for better
therapeutic management, thus, decreases the risk of
cardiovascular diseases.

METHODS

Fifty ESRD patients (40 males, 10 females) who
were under regular hemodialysis treatment at the
Gezira Dialysis Hospital For Renal Diseases and
Surgery (GHRD & S) were randomly selected during
December 2005 June 2006 based on questionnaire and
clinical examination. The mean age (mean+SD) was
40.3+426.5 years (range 10 to 70 years), and their
average length of time on dialysis was 53 months (6 to
130 months). Age, sex, locality, educational levels,
causes of Chronic Renal Failure (CRF), duration of
dialysis, clinical feature, family history and drugs were
reviewed. Patients were on a four-hour two times only
per week hemodialysis schedule. All hemodialysis
treatment was performed on volume controlled
hemodialysis machines, using diasylate buffer
containing 1.75 mmol/L calcium and a polysulfone
membrane dialyzer. The research protocol and the
consent form were approved by the University Ethics
Committee; a written consent was obtained from each
patient after explaining the purpose of this study.

Venous blood samples (5 ml) were collected before
and after hemodialysis. The sera were kept frozen at
-20°C until analysis. Serum was analyzed for intact
parathyroid hormone (iPTH), calcium, phosphate,
urea, creatinine, and albumin. Intact PTH (iPTH) was
measured with an immunoradiometric assay for
parathyroid hormones (Allegro, Nichols Institute, San
Juan Capistrano, Calif, USA). Normal values are 10-
65 pg/ml and the range of the standard curve is O to
1400 pg/ml.

Kits and chemicals for serum calcium, phosphate,
albumin, urea, and creatinine measurement were
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obtained from Spin React Company (Spain), Linear
Chemical Company (Spain), using the standard
colorimetery methods as prescribed by the companies,
the normal range for ionized calcium and phosphate
using these methods are 9.2-9.6 mg/dl; 2.7-4.5 mg/dl
respectively.

Statistical analysis: Descriptive data are reported as
mean+SD. Student’s t-test was used to evaluate the
significant  difference between all parameters.
Statistical correlations were assessed using a partial
correlation test. Statistical significance was fixed at a
p-value<0.05.

RESULTS

Fifty ESRD patients under regular hemodialysis
(HD) treatment were included in this study, the
demographic data, characteristics of the patients and
causes of ESRD are presented in Table 1 and Figure 1.
Eighty two percent of the CRF patients were below the
age of fifty years, 80% of the total patients selected in
this study were unemployed, 38% of the study subjects
were of unknown etiology, however, 28% are owing to
hypertension, and 14% are diabetic.

Changes in the serum iPTH, phosphate, and calcium
levels before and after HD are shown in Table 2. The
mean serum PTH level was significantly lower
(p<0.000) after hemodialysis treatment; it was
945.84995.9 pg/ml and 781.74928.1 pg/ml before and
after HD respectively. There is no significant
difference between PTH and patient’s age, sex and

duration in HD.

Likewise, a significant difference in serum
phosphate levels was found before and after HD
(5.59 +1.8 mg/ml versus 4.38+1.2 mg/ml respectively,
(p<0.000). The mean value of serum calcium level was

changed significantly after post HD (6.7+1.5 mg/dl)
compared with the level before HD (5.6+6.7 mg/dl)

(p<0.000).
Characteristics Mean+SD or %
Age (years) 40.3+26.5
Males 90
Years on HD 4.4+43.9
Educational level
Illiterate 10
Primary 50
Secondary 32
University 8
Occupation
Unemployed 80
Employed 20

Table 1. Demographic data and characteristics
in ESRD patients with regular hemodialysis.

Serum urea and creatinine levels were decreased
significantly (p<0.000) post HD treatment. The
difference between serum albumin level before and
after HD treatment showed no significant differences
(Table 2).

Significant inverse correlation was seen between
PTH and calcium (r=-0.299, p=0.04). In contrast, there
was a significant poitive correlation between PTH and
phosphate (r=0.30, p=0.03) (Table 3).

Group Correlation | p-value
iPTH vs calcium -0.299 0.04
iPTH vs phosphate 0.30 0.03

Table 3. Correlation coefficient between intact
PTH, calcium, and phosphate levels before HD.

Parameters Before hemodialysis | After hemodialysis ol
(Mean+SD) (Mean+SD)

iPTH 945.84995.9 781.74928.1 0.000
Phosphate 5.59+1.8 4.38+1.2 0.000
Calcium 5.641.5 6.741.5 0.000
Albumin 3.6+0.63 3.9+0.61 0.01
Urea 165+44.1 71.3427.5 0.000
Creatinine 9.443.0 4.1+1.8 0.000

Table 2. Biochemical serum values of the 50 hemodialysed patients
before and immediately after hemodialysis. (GHRD&S) Medani, Sudan.
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Unknown etiology
Alports syndrome
Amyloidosis
Obstructive uropathy
Pyelonephritis

Glumerulonephritis

Hypertension

Diabetes

10

15 20 25 30 35 40

Figure 1. Causes of ESRD in ESRD patients with regular hemodialysis.

DISCUSSION

This study designed to outline the association
between plasma concentration of PTH and bone
minerals before and after hemodialysis. Since, the
estimated number of patients with end-stage renal
disease (ESRD) referred to Gezira Hospital for Renal
Diseases and Surgery (Central Sudan) was
dramatically increased from 200 to 3350 patients on
hemodialysis (HD) over the last five years. In this
study we observed a remarkable decrease in the serum
level of PTH following post HD; however, it was over
the normal level. Probably, the maintenance of high
serum  phosphorus levels during hemodialysis
prevented, in part, the inhibition of PTH by calcium,
which strongly suggests that in hemodialysis patients
high serum phosphate contributes directly to the
elevation of PTH levels despite normal or high serum
calcium concentration.'' Salomon et al proved this
finding by comparing the PTH concentration before
and after HD in small group of hemodialysed children
using different assays methods.'

During regular hemodialysis, the high serum
phosphate concentration decreased to normal levels as
phosphate diffuses across the dialyzer; in our patients,
serum phosphate level before HD was reported over
the normal range and then decreased drastically within
the normal range. This observation may reflect the
strong association between high serum phosphate level
and the increase of the minimal PTH, hence, the
significant positive correlation between them. Indeed,
the administration of buffer lysate that consist of 1.75
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mmol/L calcium ion concentration increase its level to
the normal range along with decreases serum
immunoreactive parathyroid hormone in patients with
chronic renal failure."”>'* In this study we observed a
remarkable increase in the calcium level after HD, but
it falls below the normal range. It was previously
reported  that  hyperphosphatemia can  cause
hyperparathyroidism by either depressing the plasma
levels of ionized calcium and/or affecting serum Vit
D3 levels.”™'® Based on this result, dialysate
administration should be prescribed with reference to
plasma calcium levels.

While, low serum calcium is the main stimulus for
PTH secretion'' a significant inverse correlation
between serum calcium and PTH levels was reported
in this study. In agreement with Ozmen et al, we
observed statistically significant decrease in serum
urea and creatinine levels after HD."” Albumin levels
are reduced as part of the acute-phase response in HD.
Plasma volume found to be expanded in HD patients,
this expansion tends to decrease albumin
concentration.”® To improve therapy and prevent
cardiovascular diseases, prospective studies of large
sample of patients with ESRD are needed.

CONLUSIONS

PTH was remarkably decreased post dialysis in our
patients with definite increased serum Ca*. There is no
significant difference between PTH and patient’s age,
sex and duration in HD Sudanese patients.
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Since the urea reduction ratio is optimal we could
say that although the dialysis carried for two session a
week because of our meager resources, yet it is at
acceptable level.
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ABSTRACT determine the general characters and risk factors of
Yemeni patients presented with acute (MI); and to
Objective: Although the risk factors for acute MI  highlight on the possible role of Khat chewing as
were  studied thoroughly in different countries  potential risk factor for (MI) in our country in addition

worldwide, few studies in our country had been done,  to its possible effect in changing its circadian rhythm.

and cover only limited aspects of acute myocardial Methods: The study was prospective; hospital based
infarction (MI), for this reason we start this study to  descriptive study including all patients admitted with
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the diagnosis of acute MI to the 3 main general
hospitals in Sana'a city in the period from 1 October
2005 to 30 September 2006. Name, age, gender,
residence, habits, time of onset of chest pain and
previous history or family history of ischemic heart
disease (IHD) was taken. Body mass index (BMI) and
blood pressure were recorded, fasting lipid profile and
blood sugar were measured. The data was collected
and then analyzed using SPSS system.

Results: During the study period, 264 patients were
admitted with a mean age of 50 years, all of them were
married with predominant male gender 84%. Risk
factors observed in our study were Khat chewing in
90.15%, smoking in 72%, hypertension in 21%, obesity
in 15.96%, hyperlipidemia in 27%, diabetes mellitus
(DM) in 24% and past history of ischemic heart disease
was found in 13%. We notice that the onset of chest
pain in most of our patients was in the afternoon 34%
and early night hours 24%, which is opposite to the
usual circadian rhythm of acute MI in other parts of the
world which is predominant in the early morning.

Conclusions: Yemeni patients sustained acute MI are
younger than western people or even other Arab
countries. Common risk factors as hypertension, DM
and hyperlipidemia were noticed only in minority of our
patients. Smoking is a common risk factor after Khat
chewing habit which was proposed as new risk factor.
Circadian rhythm of acute MI in Yemen is differing
from other part of the world.

INTRODUCTION
Despite impressive strides in diagnosis and
management over the past three decades, acute

myocardial infarction (AMI) continued to be a major
public health problem in the industrialized world and is
becoming an increasingly important problem in
developing countries.'

In our country, there are few studies dealing with this
subject and hence we believe that more effort is needed
to cover other aspects of the disease, so we study the
general characters of Yemeni patients, traditional risk
factors for myocardial infarction in the 3 main general
hospitals in Sana’a and possible effect of Khat chewing
habit as possible additional risk factor and its effect on
the time of presentation.

METHODS

The study was non interventional analytical cross
sectional, prospective study, conducted in the 3 main
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general hospitals in Sana’a city (Kuwait teaching
hospital, Thowra modern hospital and Algomhoori
hospital) during the period from 1 October 2005 to 30
September 2006. All cases admitted with a diagnosis of
acute myocardial infarction (AMI) were included in the
study based on 2 of 3 criteria (chest pain, ECG, cardiac
enzymes), the definition proposed in the literature.” The
information is obtained from interview with the
patients and their relative for identification of age,
gender, marital status and special habits. Files of
patients were carefully looked for the ECG and other
investigations for confirmation of acute MI which was
suggested in other literature.” Variables studied were
age, gender, marital status, different type of tobacco use
(cigarette smoking, Madda’a (Hubble bubble), Shamma
(tobacco powder is instilled between the lower lib and
the gum)), hypertension (HTN), diabetes mellitus
(DM), previous attack of AMI, family history of
ischemic hart disease (IHD). Lipid profile, body mass
index (BMI) also obtained.

Some of the risk factors are specifically defined, e.g.
Khat chewing habit is defined as daily (if the habit was
daily irrespective of how many hours it does persist
usually the Khat sessions start after the lunch and it
may persist for 2-8 hours), weekly (if the habit was at
the week holidays, usually in Yemen 2 days at the end
of week), occasionally (if the habit was not daily or
weekly).

Hypertension (HTN) is defined either from the
history of HTN from the patient or 3 or more successive
blood pressure measurement exceeding 140/90 during
hospitalization. Diabetes mellitus (DM) was determined
if a history of this disease had been given or medication
use for (DM) management like insulin or oral
hypoglycemic drugs during hospitalization. Obesity is
defined using (BMI) suggested by WHO.?
Hyperlipedemia (total cholesterol 200 mg or above) is
defined according to literature.* Data was collected by
questionnaire sheet prepared by the team work and
filled by general practitioner trained to fill the required
data. The nature of the study was explained to the
patient and their relatives and verbal consent was
obtained. The Data was analyzed by mean of SPSS
program.

RESULTS

During the 2005-2006 period, a total of 264 patients
were admitted to Coronary Care Unit (CCU) with a
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diagnosis of (AMI), of which 84% were men. The mean
age of study population was (50 years). The distribution
of age group of AMI is given in Table 1 which shows
predominant affection in the age group (51-60) in 88
patients (33.3%).

Age Groups Frequency Percent
21-30 4 1.5
31-40 18 6.8
41-50 72 27.3
51-60 88 333
61< 82 31.1
Total 264 100.0

Table 1. Distribution of age groups
among myocardial infarction patients.

All patients were married, (87%) had no family
history of ischemic heart disease (IHD), (Table 2).

Risk factor No. Percent
Khat chewing 238 90.15
Smoking 220 83.33
D.M 64 24.24
Hypertension 58 21.96
Hyperlipidemia 71 26.89
Obesity 42 15.96
Family history 32 12.13
(Total number of patients = 264)

Table 2. Risk factors for acute myocardial
infarction in Yemeni patients.

Most of the patients were having a normal BMI as
shown in Table 3.

BMI No. %

Normal (20-25 kg/m”) 164 | 62.12
Overweight (25-30 kg/m?) 58 | 21.96
Obese (>30 kg/m?) 42 | 15.90

Table 3. Shows the BMI of patients
admitted with AMI.

Sixty four patients (24.24%) found to be diabetic.
Regarding cholesterol level it was high (above 240

mg/dl) in 26.89%, and borderline (240-200 mg/dl) in
17%, while most of the patients had optimal (less than
200 mg/dl) cholesterol level.

Eighty five patients (21.96%) were hypertensive on
admission and during hospitalization.

Khat chewing habit was recorded in 238 patients
(90.15%), most of them were daily Khatchewers,Table4.

Chewing Khat Frequency | Percent
Daily 206 86.6
Weekly 20 8.4
Occasionally 12 5.0
Total 238 100.0

Table 4. Pattern of chewing Khat.

One hundred sixty eight (63.6%) of patients who
sustain AMI while they were chewing Khat or few
hours after (all of them were daily Khat chewer), 70
(26.5%) had different time pattern of Khat chewing and
they were not in the golden hours of Khat chewing,
only 26 (9.8%) never chew Khat. Fifty five percent of
Khat chewers know that Khat may have an effect on the
condition.

Fifty percent were active smokers(cigarettes, Habbel
bubble, Shamma), 32.7% were ex smokers at variable
period before the event but all of them less than two
years, only 16% never smoke.

Thirty nine percent experienced the first symptom of
MI during afternoon which is the time of Khat chewing
and 24% at night while 36% in early morning.

Afternoon Early night p-value
No. of patients % | No. of patients | %
104 39 65 24 | <0.003
Afternoon-+early night Morning p-value
No. of patients % | No. of patients | %
169 64 95 36 | <0.0001

*Chi-square applied to the 3 groups shows highly significance
difference between afternoon and night with early morning group.

Table 5. Circadian rhythm of MI in
Yemeni patients.
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DISCUSSION

Despite the continuing decline in the incidence of
cardiovascular disease (CVD) in developed countries,
the incidence is still increasing in developing nations.”*
In our country the incidence of CVD and it’s risk factors
is not known and no data available yet based on firm
epidemiological studies, for this reason we start this
hospital based study on the character of Yemeni
patients presented with acute MI, and common risk
factors which may predispose to the event with especial
concern on the possible effect of Khat chewing habit.

The mean age of our patients was 50 years which is
younger than the age of surrounding countries in the
Gulf area like in Kuwait where the mean age was
56.7+/-11.9 years,” and younger than European
Network for Acute Coronary Treatment (ENACT)
group of patients.® Eighty four percent (84%) men are
affected which was more than women (16%), which
goes with same observation noted in a study in Saudi
Arabia in 1999, and other literature.'® Modifiable risk
factors recorded in our patients like smoking differ in
some way from other countries by the presence of
different pattern of tobacco use (cigarette, Madda’a and
Shamma) which was noticed in 220 patients (83.3%)
which goes with the same findings in a previous study
in Yemen in 2005."" In contrast to our situation the non
smokers are higher by 3 fold than smokers in S.
Arabia.’

Khat chewing which is widely used in Yemen as a
pleasure habit and recently it becomes popular among
the community, the amount and the duration all were
increased, also females and school aged children are
chewing on larger scale than before as reported by
kanila in 2000."> We believe it is important to give
some information about the Khat plants and its
pharmacological component. (Khat) or Catha edulis is a
plant indigenous to Yemen, Ethiopea and East Africa,
has sympathomimetic and euphoriant effect. The most
important chemical component discovered was an
alkaloid (Katin), subsequent fraction were obtained
namely cathine, cathinine, cathidine, eduline and
ephedrine. Of these cathine proved to be (+)
norpseudoephedrine and it may be the most important
ingredient."®

Khat also contains tannin (7-14%), vitamin C (150
mg\l00 g of fresh leave) and minute amounts of
thiamine, niacine, riboflavine and carotene as well as
iron and amino acids. (some pictures for khat plant and
khat chewers are shown below).

One type of Khat (Ansi)
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Pattern of Khat chewing

The cathenone is the most active component of Khat
is believed to have indirect sympathomimetic effect
with release of endogenous catecholamine from the
peripheral and central neurons thus accelerating the
heart rate and raising the blood pressure as reported by
Kholi and Goldbreg in 1989."” Cardiovascular
complications from cathenone abuse may therefore be
similar to those of amphetamine. Acute myocardial
infarction could be precipitated by the increased
myocardial oxygen demands from cardiac stimulation
and peripheral vasoconstriction by cathenone and
coronary vasoconstriction.
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The relation between misuse of amphetamine, AMI
and arrhythmias is well documented.'® Clinical
correlation was seen also in the study conducted in
Yemen by Dr. Mutareb and his colleague which
concluded that chewing Khat is a potential modifiable
risk factor for AMI."

In Our study 238 patients (90.15%) were Khat
chewers and in most of them the first manifestation of
AMI started in the afternoon period (39.4%) and at
night (24%) which coincide with the peak time of khat
chewing or immediately after it (this was statically
significant as shown in (Table 5), this result was
opposite to a well known higher incidence of AMI
from 6 AM to noon in other countries,” this support
the conclusion of other studies that Khat chewing is one
of the risk factors for AMI in Yemen."'

It is important to note that Khat chewing increase the
desire of smoking and hence the risk is aggravated, and
both habits together were found in 76% of patients.
Khat chewing habit solely seen in few countries
including our country needs aggressive work and
interventions to minimize its dissemination and to
decrease its possible side effects.

Hypertension is a silent CVD risk factor and its
prevalence is steadily increasing with poor response to
medications where only 25% of hypertensive patients
have effective therapy.'® In our series we were
expecting to have high percent of our patients to be
hypertensive because most of them are Khat chewers
which is known to induce hypertension, but
unexpectedly we found 78% of them to be
normotensive which is approximately similar to results
in other literature 80%.” History of diabetes mellitus
(DM) was found in 24.24% which is less than that
which had been reported in Sana’a city in 2005 which
was 30.7%”, and markedly less than that reported in
Saudi Arabia which was 68%. Most of our patients 148
(56.06%) has normal lipid profile which is nearly
parallel to the observation in Saudi Arabia which seen
in (54%).” 1In contrast to other series from other
coun‘[ries,g‘17 body mass index (BMI) was found to be
within normal range in the majority of our patients
62.12% and obesity was observed only in (15.96%),
this can be explained by low socioeconomic state of
most of our population, in addition to Khat chewing
which is known that it suppress the appetite.'®
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CONCLUSIONS

Yemeni patients present with acute MI are younger
than other Gulf and Western countries, and men are
affected more than women. Main risk factors noticed in
our study differ from other countries in which
hyperlipedemia, obesity, DM, HTN are present in lesser
proportion of patients. Smoking habit is present in the
majority of our patients after Khat chewing which is
possible unique risk factor in our country which needs
further evaluation to know its exact role and its possible
effects or complications on the cardiovascular system or
other systems. The circadian rhythm of acute MI in our
country is differing from other parts of the world in that
it was occurred in the afternoon and early night hours
which coincide with time of Khat chewing or
immediately after it. Our results spot light on this bad
habit and suggest that appropriate measures are needed
to minimize the wide spread use of Khat in the country
and continuous education program by different media is
also necessary.
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ABSTRACT

(59.2%). Quarrels were the main reason for violence

O'bjectiv‘e: To find out the prevalence of vio.lence (74.9%). Regarding gender; 75.5% of the boys and
against children in Iraq through a sample of primary 52.5% of the girls were exposed to violence. The most

schoo.l children, and to throw light on some of the common reaction of the child was silence 38.6%,
associated factors. crying 33.6% and violence 14.1%. While 44.7%

Methods: Sixty primary schools were surv €y ed. A agreed that violence was not good, 29.3 % take it as a
total of 4528 students (2396 boys and 2132 girls age natural norm. The results also showed that 93% of

l')etw een .8'] 1 years) were interviewed t'o collect children living in families with domestic violence were
information about age, gender, number of sisters and exposed to violence.

brothers, father’s and mother’s occupation, in addition Conclusions: Two thirds of the children are

to information about exposure to violence (source, subjected to violence at home, school, or street. The
frequency, reasons for violence, sequel of violence, perpetrators are mainly the parents. Some of children
reaction and feeling of the child towards violence). tolerate violence and consider it as normal. There is a
Results: The results showed that 64% of the sample link between domestic violence against women and
children were exposed to violence. The main source that against children. There was a highly significant
was  the mother (62.5%) followed by the father association between large family size and violence.

*Riyadh K. Lafta, MD, Professor in Epidemiology, College of Medicine, Mustansiriya University, Iraq. E-mail: riyadhlafta@yahoo.com.
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INTRODUCTION

For centuries, children have struggled to survive this
harsh world." The problems posed by children’s
exposure to violence not only affect children’s physical
health and safety, but also their psychological
adjustment, social relations, academic achievement
and even their skills to be good parents in the future.’
Children exposed to abuse, neglect, and violence are at
increased risk of becoming offenders themselves.

The community is a source of protection and
solidarity for children, but it can also be a site of
violence, including peer violence, violence related to
weapons, gang violence, police violence, physical and
sexual violence, abductions and trafficking. Violence
may also be associated with the mass media, and
communications technology.*

Child abuse and neglect increase the likelihood of
delinquency, adult criminality and violent criminal
behavior. Experiencing and witnessing violence at
home and in the community can lead to emotional
disturbance which results in children exhibiting
aggressive behavior.” Violence is inflicted on children
mainly because they are children, and less so because
of their actions. For example, an adult male who
commits the same mistake as a child would not be
beaten, but the child would.®’

The World Health Organization (WHO) defines
violence as: the intentional use of physical force or
power, threatened or actual, against oneself, another
person, or against a group or community, either results
in or has a high likelihood of resulting in injury, death,
psychological harm, mal-development or deprivation.
WHO estimates 57000 children die yearly from fatal
maltreatment. The rate of death in low to middle
income countries is thought to be two to three times
higher that in high income countries. The highest
homicide rates for children under 5 years of age occur
in Africa, where therate is estimated as 17.9 deaths per
100 000 boys and 12.7 per 100 000 girls .*

METHODS

This cross sectional study was conducted in
Baghdad (the capital), and Mosul (the second large
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city in Iraq) during the period from October 2006
through June 2007.

A total of 60 schools (40 in Baghdad and 20 in
Mosul) were surveyed. The sample was chosen by a
simple random technique, the schools are distributed
allover the two cities covering urban and rural areas. A
total of 4528 students were interviewed.

Four schools’ managers refused to allow the
researchers collecting the data in spite of the approval
documents from their referee making a response rate of
94%. The data were collected by visiting each school
once in a full day visit, collecting about 40-50 students
per day by a direct interview, each interview takes
about 5-6 minutes to be accomplished, the researchers
used to visit 3-4 schools per week and to interview
between 60-80 students from each school.

A standardized questionnaire was developed, and
the variation in the conception of violence was
considered. The following definition for physical
violence was used: "Intentional use of physical force or
power, threatened or actual, against oneself, another
person, or against a group or community, either results
in or has a high likelihood of resulting in injury, death,
psychological harm, mal-development or deprivation.
This definition associate’s intentionality with the
committing of the act itself, irrespective of the
outcome it produces. Excluded from the definition are
unintentional incidents, such as most road traffic
injuries and burns.” The information collected
included: demographic data (age, gender, residence,
number of sisters and brothers), father’s and mother’s
occupation, information regarding exposure of the
child to violence, source, frequency, reasons for
violence, sequel of violence, reaction and feeling of the
child towards violence, also information regarding
domestic violence, exposure to violence from the
teacher, and witnessing violence views in the street.

The researchers usually start the interview by
introducing themselves to the schools’ managers taking
their permission to enter the classroom. The sample
included pupils from the third to sixth class, the first
and second classes were excluded because it is difficult
to get information from them, in each class the sample
was selected randomly through a systematic random
technique (every other child). Privacy was considered.
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A pilot project was implemented on a sample of 60
students in two primary schools (one in Baghdad and
one in Mosul) to estimate the time needed for and the
possible difficulties in the questions. This sample was
excluded from the study target.

A sample of 100 teachers was interviewed about
their opinion and attitude regarding the corporal
punishment of the students. The records of two
hospitals (Yarmouk Teaching in Baghdad and Al-
Jumhori Teaching in Mosul) were studied to calculate
the annual number of children violent injuries for the
year 2006.

Absolute, relative and cumulative frequencies, mean
and standard deviation, were computed. Chi-square
standard test was used to test for associations. A p-
value below or equal to 0.05 was considered to be
statistically significant for a 95% confidence interval.
Data was analyzed using Statistical Package for Social
Scientists (version 11.5).

RESULTS

The sample composed of 4528 students, 2396 boys
(52.9%) and 2132 girls (47.1%). The age ranged from
8 to 11 years, the mean age was (9.5+1.12) years
(Table 1).

No. %
8 827 18.3
Age 9 1013 22.4
(years) 10 1437 31.7
11 1251 27.6
Male 2396 52.9
Gender | Female 2132 47.1
Total 4528 100.0

Table 1. Demographic characteristics
of the sample.

In regard to parent’s occupation; most of the mothers
were housewives while most of the fathers were
having private work.

Table 2 shows that 64% of the sample was exposed
to violence, while 36% was not.

Regarding the source of violence, the highest rate of
exposure to violence was from the mother (62.5%)
followed by the father (59.2%).

Exposure of the
chill)d to violence No. &
Yes 2899 64.0
No 1629 36.0
Total 4528 | 100.0
Source No. %
Father 1716 59.2
Mother 1811 62.5
Teacher 1633 36.0
Brother 806 30.6
Sister 373 12.9
Peers 482 16.6
Others 70 2.3

Table 2. Prevalence and source of violence.

In respect to the reasons for violence, quarrels were
the main reason seen in 74.9%.

Three quarters (75.5%) of the boys, and 52.5% of
the girls were exposed to violence.

A significant statistical association was found
between gender and exposure to violence (x*=33.48, p
<0.001). Also a significant statistical association was
found between number of children in the family and
exposure to violence (x’=23.88, p<0.001), 63% of
children in families of less than 7 children were
exposed to violence, this number increases to be 77%
in families of more than 7 children (Table 3).

Wounds (as a sequel of violence) were found in
(16.9%).

Table 4 shows the child reaction and feeling to
violence, the most common reaction was silence
38.6%, crying 33.6% and violence 14.1%. On the other

Yes No Total | p-value

Gender Male 1715 (75.5%) 68 (24.5%) | 2396
Femal 1184 (52.5%) | 948 (47.5%) | 2132 | <0.001

No. of <5 1915 (62%) 1133 3048

children 5-7 752 (63%) 427 1179
>7 232 (77%) 69 301 <0.001

Total 2899 (64%) 1629 4528

Table 3. Association between gender, number of children and exposure to violence.
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hand; 44.7% agreed that violence was not good, while
29.3% were taking it as a natural norm. Fifty five
percent of the teachers who were interviewed think
that corporal punishment is sometimes necessary to
control the children behaviors (though they don’t
practice it often), while 45% of them said that it'’s a
morbid attitude and that they never practice it.

No. %
Silence 1120 38.6
Crying 975 33.6
Reaction Violence 396 14.1
Complaint 408 13.7
Total 2899 | 100.0%
Natural norm | 1326 29.3
Feeling Not good 2026 44.7
Hate 1176 26.0
Total 4528 100.0
Killing view 367 8.0
Kidnapping 107 2.7
Violence Cadaver 510 11.2
views Explosion 1399 30.8
None 2145 47.3
Total 4528 100

Table 4. Reaction and feeling of the child towards
violence, and violence views in the street.

Concerning violence views in the street, 30.8% of
the children registered witnessing explosions, dead
bodies (11.2%), and 10.7% saw killing and kidnapping

VIEWS.

Table 5 shows that 93% of children living in
families with domestic violence were also exposed to
violence (p<0.001). Table 6 shows the annual numbers
of violent injuries in children in two hospitals (one
from Baghdad and one from Mosul); the number of
injuries attributed to explosion accidents was 584
(13.2%), bullet injuries 508 (11.5%), stab wounds 558
(12.6%), and injuries due to traffic accidents were
2774 (62.7%).

DISCUSSION
Public health has only recently begun to recognize
that violence has worldwide public health

consequences, ° and that violence is a problem that can
be understood and changed."’

The main limitation of the study was the unstable
security condition which made reaching the schools (in
many days) very difficult, and this was also applicable
for the students. Collecting information from young
children is not very reliable, but as we can not collect
such information from the parents or the teachers (as
they may be part of the problem and this will affect the
validity of the results), so the researchers made some
efforts to cope for this weakness by clarifying to the

Children violence
Yes No
Domestic violence Total
No. % No. %
Yes 291 93% 22 7% 313
No 2608 62% | 1607 38% 4215
Total 2899 1629 4528

Table 5. Exposure of the child to violence versus domestic violence.

Yarmouk Jumhori
Casual injuries hospital hospital Male | Female | Total %
(Baghdad) (Mosul)
Explosion accidents 390 194 467 117 584 13.2
Bullet injuries 289 219 444 64 508 11.5
Stab/piercing wounds 270 288 370 188 558 12.6
Road traffic accidents 1261 1513 1482 1292 2774 62.7
Total 2210 2214 1335 879 4424 | 100.0

Table 6. Injuries of children (<13 years) from 2 hospitals (Baghdad and Mosul), 2006.

37



JABMS: Journal of the Arab Board of Medical Specializations Vol.10, No.1, 2009

students the meaning of physical violence, and
informing them that they will be neither rewarded nor
punished for giving these information and that every
thing they say will be kept strictly confidential, this
was done at a corner of the teaching class without
sharing the teacher or any other student.

The prevalence of violence against children was
64%. This means that about two thirds of the children
are subjected to violence. This percentage is less than
what was found in a study in Turkey which included
3725 primary school students, 74.0% of the students
expressed exposure to physical violence at least once
in their lives."? In another study,]3 45% of the South
Korean parents confirmed that they had hit, kicked or
beaten their children.

A survey done by UNICEF in 2001 included 15,200
interviews with (9-17 year old) in 35 countries in
Europe and Central Asia showed that 59% of the
children experienced violent or aggressive behavior
within their families."*

The perpetrators of violence against children are
many. However, most violence against children is
perpetrated by those who are responsible for the care
and protection of children."” In the current study the
main source of violence was the mother followed by
the father; this may be due to that the parents are
responsible for the day to day infliction of discipline or
the exhaustion of the father or mother due to daily
hardships. In a study in Turkey,'” the abusers were
mothers in 39.1%, fathers in 31.0%, elder siblings in
14.9%, other relatives in 6.9% and individuals out of
family in 8.0%.

The main reasons for violence in the present study
were quarrels (74.9%) and punishment (62.7%). In a
study in Afghanistan'® it was found that over 50% of
children exposed to physical violence when they were
naughty, 24% when they did not learn their school
lessons and 9% when they disobeyed adults.

Boys seem to suffer more than girls, this study
revealed that about three quarters (75.5%) of the boys
were exposed to violence, while (52.5%) of the girls
were exposed to violence. This goes with a study
conducted in Syria'’ where they found that violence is
more prevalent among boys than girls. It is not clear
why boys are subjected to harsher physical
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punishment. Clearly, the wide cultural gaps that exist
between different societies with respect to the role of
women and the values attached to male and female
children could account for many of these differences.’

In the current study there was a significant
association between number of siblings and exposure
to violence, this may be due to the financial burden on
the large sized families. Poverty and low standards of
living are certain to cause conflicts in the family;
children may become the “scapegoat” because of that.'®
This goes with a study in Chile which found that
parents with four or more children were three times
more likely to be violent towards their children than
parents with fewer children.'” In another study
conducted” in Egypt, significantly more child
maltreatment was found in families with a large
number of offspring.

There was no significant association between
parental occupation and exposure to violence, this may
be attributed to the fact that exposure to violence is
related to the family income and level of parents’
education rather than their occupation.

One quarter of the children exposed to violence in
our study had physical injuries. For each fatality there
are multiple victims that sustain non-fatal physical and
psychosocial damage. The severity of these non-fatal
consequences varies widely between physical injuries
resulting in emergency medical care, and insidious
psychological effects.”® This goes with a Canadian
Incidence Study of Reported Child Abuse and Neglect
(CIS) in which physical harm was documented in 18%
of substantiated cases; most of these involved bruises,
cuts and scrapes.”’

In the current study the most common reaction of
the child toward violence was silence followed by
crying (more among the girls than boys). Most of the
time, children would be expected to tolerate violence
and would be considered impertinent if they tried to
respond in any way other than submission.” In a study
in Uganda; crying was found in 54.7% (more in girls
than boys), 20.7% of the children said they would do
nothing.’

Violent behavior perpetrated by children themselves
as a reaction towards violence was seen in 14.1% of
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those exposed to violence in the current study. It is an
alarming sign because violence is not a random event
but a learned behavior; children who are exposed to
violence learn to treat others the same way, using
physical power to get what they want. However this
figure is lower than that found by a survey in
Mongolia which shows that 27% of students reported
to have been subjected to violence by other children."*
In another study in Caribbean region, 32% of the
children had been hurt by a peer.”> A study conducted
for the U.S. Department of Justice found that
childhood experience violence increases the likelihood
of an arrest as a juvenile by 59%, as an adult by 28%,
and of arrest for a violent crime by 30%.**

In this study 44% of the sample (more girls than
boys) considered violence as a (not good) solution for
problem solving, this is lower than what was found in
a survey done by UNICEF in 35 countries in 2001,
79% of all children, more girls than boys, stated that
violence is never a good solution to problems."* This
difference may be due to cultural acceptance of
violence in our society. Surprisingly; 29% of the
sample considered violence as a part of their normal
lives at home, school and street, such an attitude may
demonstrate a limited level of education about the
consequences of violence. This may be due to that
living in violent environment makes the children
tolerate violence and consider it as an accepted norm.

In the current study about half the sample witnessed
violence views in the community, such views are
dangerous to young children, it leaves them feeling
scared, unsafe and may lead to psychosocial trauma,
On the other hand, repeated witnessing violence can
normalize violence; children may come to feel that
violence is a valid way of dealing with interpersonal
conflict. This goes with a study in Guyana which
found that 30% of children had seen the body of
someone that had been killed with their own eyes.’
Another survey at a pediatric clinic in Boston indicated
that 10% of children under the age of six reported
witnessing a shooting or stabbing.”

In the current study 6.9% of the pupils reported
domestic violence (exposure of child’s mother to
violence from the father) as an eyewitness. Witnessing
domestic violence may lead the child to be aggressive
and antisocial, and may lead to transmission of
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violence from one generation to the next and from the
home to the street.

In a study in the metropolitan area of San Salvador
to identify the family factors that facilitate the
incorporation of youths into gangs, eight out of ten
youths were victims or witnesses to violence at
home.” A UNICEF report revealed that 40-70% of
men who use physical violence against their partners
also physically abuse their children; and 50% of
women who are physically abused by their partners
also abuse their children."

Despite the prohibition of violence against children
by the Ministry of Education in Iraq, more than one
third of the sample in the current study was exposed to
violence from the teacher. Many of the teachers who
were interviewed feel that violence is the only way
they can maintain discipline in the school. Children
may learn from this experience that adults with
authority do abuse their power without consequences.’
However this percentage was less than that found by a
study by UNICEF and Damascus University in the
Syrian Arab Republic which showed that 73% of
children had been beaten at school, while 69% of
teachers reported that other teachers use this method of
punishment,'® while in a survey in Washington;*’ an
estimated prevalence of 7.2 incidents per 1000
students per year was reported. This difference may be
due to difference in legislations in each country which
either permit or ban corporal punishment in schools.

Community violence is now recognized as a public
health issue, especially among the young.” In Iraq the
situation is special due to the successive wars and long
term occupation; violence against children has been
increased dramatically as one child dies every five
minutes because of the war, and many more are left
with severe injuries.”® The hospitals’ records review in
the current study revealed that 37.3% of the annual
number of children accidents was due to violent action
(bombing, bullets and stab wounds). On the other
hand, there has been an increase in domestic violence
against children largely a result of the violence that has
gripped Iraq since the US-led invasion in 2003.%

At issue here is the correlation between domestic
violence and violence against children; the results
showed that children who live in families where
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domestic violence is practiced are exposed to violence
much more than children who live in families where
there is no domestic violence. Children from violent
households tend to grow up to be problematic, which
means that a major method of curbing juvenile
delinquency in 10 years is to stop violence against
women and children today.™

A review of records of one court in Baghdad over
one-year period revealed that there were 50 reported
cases of physical violence and 120 cases of sexual
violence against children. Sexual violence is
considered to be a matter of closed system and it is
well known that only a tiny proportion of the total
cases come to official attention due to the extreme
cultural sensitivity of this issue in our society, and
that’s why we could not inquire about this issue in the
current survey. In a survey in Syria about the
complaints submitted to the police station, it was
shown that out of 507 complaints, in 120 cases the
victim was a child, where in 62 the violence was
physical and in 59 cases it was sexual.'® Another
multi-country study by WHO showed that between 1
and 21% of women reported to be sexually abused
before the age of 15.

CONCLUSIONS

We can conclude from this study that two thirds of
the Iraqi children are subjected to violence. The
perpetrators are mainly the parents. The main reaction
among the children was that they tolerate violence and
consider it to be normal, and there is a link between
domestic violence against women and that against
children. Large family size and numerous siblings
create a stressful environment that leads to violence.
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A STUDY TO ASSESS KNOWLEDGE, PRACTICE AND PROBLEMS OF BABY
HEALTH CARE AMONG POSTNATAL MOTHERS
IN ONE OF PRIMARY HEALTH CARE SETTING
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ABSTRACT

Objective: In many cases there is a lack of
knowledge of what is needed for optimal newborn
care. This study was undertaken to assess knowledge,
practice and problems of postnatal mothers relating to
different aspects of baby health care and breastfeeding
among group of mothers attending primary health care
center in one locality in Baghdad city.

Methods: A cross-sectional study was conducted in
Al-Noor primary health care center (PHCC) during
the period from May-August 2006, a sample of 148
mothers were selected randomly (49 primi para and 99
multi para) using a well structured questionnaire form,

information related to different aspects of baby care
were included in the form.

Results: Although the majority of women in the
sample had visited the primary health center for
antenatal care, their sources of knowledge were from
their relatives and friends. A good percentage of them
had bad practice regarding the care of umbilical
stump and the eyes with 49% of primi para and 53.5%
of multi para will use white light at home when their
baby get jaundice. When breastfeeding was discussed,
majority of women showed adequate knowledge and
practice.

Conclusions: There is an urgent need to assess the
actual quality of postnatal care provided to women in
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the PHC center. Also there is a need for an awareness-
raising program highlighting the availability and the
quality of current postnatal care.

INTRODUCTION

Primary health care (PHC) provides basic health
services for individuals, families, vulnerable groups,
and the public in general. Primary health care is the
first approach the public seeks for medical care,
preventive and curative. It is the responsibility of
community-wide networks of health centers and units,
and may occasionally outreach the people within their
community.' There are striking variations from place
to place in the patterns of care and interventions that
newborn infants receive. In many cases there is a lack
of krzlowledge of what is need for optimal newborn
care.

Breastfeeding rates vary in different countries, little
is known about breastfeeding and barriers women
experience in the Middle East.”’ Promotion of
breastfeeding is of high priority concern today
throughout the world and more so in the developing
countries, the time is ripe enough to awaken the health
care providers who can have great influence on the
family, especially on the mothers on breastfeeding.’

The cord stump remains the major means of entry
for infection after birth. Principles of clean cord stump
care (keep it dry and clean and do not apply anything)
apply at home as well as in the health facility. Local
practices of putting various substances on the cord
stump whether in health facilities or homes- should
be carefully examined, they should be discouraged if
found harmful and substituted with acceptable ones.®

Infection by Neisseria gonorrhoea and Chlamydia
trachomatis are the two main causes of ophthalmia,
but cannot be accurately distinguished on clinical
grounds alone.” Neonatal jaundice is still a leading
cause of preventable brain damage, physical and
mental handicap, and early death among infants in
many communities. Greater awareness is needed
among all health workers.”"'

In our country since the end of the conflict in April
2003 and resumption of the function of the heath
system, consisting of 1717 PHC centers which suppose
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to provide medical services to the community in our
country, a great deterioration had been happened to the
function of these centers in term of available resources,
personnel doctors and overall services, which is now
only limited to vaccination programs (when vaccine
are available in the center), with no educational
programs and with few doctors working in each center.
Therefore this study was design to assess mother’s
knowledge, practice on general health care topic of
their newborn babies and breastfeeding and problems
related to these matters that might be helpful for future
assessment of different programs held in the primary
health center and for establishing new promotional and
educational programs.

METHODS

Setting: Al-Nour primary health center is located
in Al-Sha’lla area and cover around 50,000 population,
most of them are of middle and lower class people.
The center offers several MCH and breastfeeding
programs as free of charge services, the community
and preventive medicine department in the Medical
College\Al-Nahrain University develop academic and
welfare program there. Pregnant women would attend
antenatal care under scheduled visiting for vaccination,
others would attend the center after delivery for
vaccination of their children or for medical help.
Educational sessions for the pregnant women and
mothers used to be held routinely in the center for
most of the days of the week previously, but these
activities had been stopped now because of the current
situation of the country

Research methodology: The research approach
adopted descriptive study (cross-sectional), healthy
women postnatal attending the above center for
different reasons like BCG vaccination of their babies
were included randomly in the study through well-
structured questionnaire form which was used and
filled by the researcher, the interview was carried out
for 3 working hours/day and for 5 days/week, for the
period from May-August 2006, a total sample of 148
women were included in the study (99 multi para
women and 49 prim para women), the sample was
divided into two groups to find out if there are
differences between them relating to their knowledge
about different aspects of baby care, all the women
included were the ones who had regular visits or more
than 6 visits to the center during their pregnancy.
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Data analysis: Analysis was done using SPSS
programming  version 10.0, frequencies and
percentages were used and chi-square was used for test
of significant. p value of < 0.05 was considered
significant.

RESULTS

Most of the women in the sample were in the age
group of 20-30 years (59.2% primi para and 59.6%
multi para), their education were between 6-12 years
(44.9% of primi para and 49.5% of multi para), they
are housewives (83.7% of primi para and 97.0% of
multi para mothers), they are from urban areas (95.9%
of primi para and 87.9% of multi para mothers),
Table 1.

Although most of the mothers (98.0% of primi para
and 87.0% of multi para) admitted that they visited the
PHC center for antenatal care during their current
pregnancy, their source of knowledge regarding some
aspects of baby care like umbilical stump care (87.8%
for primi para and 65.6% of multi para), eye (87.8% of
primi para and 73.7% of multi para) and mouth care
(63.3% of primi para and 62.6% of multi para),
jaundice (75.5% of primi para and 62.6% of multi
para), vomiting (83.7% of primi para and 56.6% of

multi para) and breastfeeding (83.7% of primi para and
67.7% of multi para) were mainly from their relatives
or friends, while the benefit from antenatal care as a
source of their knowledge were not more than 8.2%
among primi para and 14.1% of multi para mothers,
(Table 1 and 2).

Regarding care of umbilical stump, 49.0% of primi
para and 47.5% of multi para prefer to use soap and
water for cleaning it, while 22.4% of primi para and
22.2% of multi para would choice to use medication
like ointment which they get from the pharmacy or use
home made substance and they put it on the stump,
(Table 3).

As for eye care, 69.4% of primi para and 74.7% of
multi para mothers prefer to clean the eyes of the baby
with water alone, while 8.2% of primi para and 10.1%
of multi para want to use ointment or other medication
like koohil on the eye of their baby (Table 3). Twenty
four and a half percent of primi para and 22.2% of
multi para prefer to contact the doctor when their baby
gets jaundice, while 11.1% of multi para and 10.2% of
primi para said they would prefer to use white light at
home and 49.0% of primi para and 53.5% of multi
para would use more than one available methods some
of them include using traditional method like yellow
bead and white light at home, (Table 3.

Topi Primi para (49 mothers) Multi para (99 mothers)
opics

Frequency % Frequency %
Age
<20 12 24.5 2 2.0
20-30 29 59.2 59 59.6
>30 8 16.3 38 38.4
Mean 23.27 28.04
STD 4.7 5.77
Education
Mliterate 1 2.0 10 10.1
< 6 years 17 34.7 31 31.3
6-12 years 22 449 49 49.5
>12 years 9 18.4 9 9.1
Occupation
Housewives 41 83.7 96 97.0
Employed/self employed 8 16.3 3 3.0
Residency
Urban 47 95.9 87 87.9
Rural 2 4.1 12 12.1
Visit to antenatal care
Yes 48 98.0 87 87.9
No 1 2.0 12 12.1

Table 1. Characteristics of different variables in relation to the parity of
women attending the primary health center.
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Tobi Primi para (49 women) | Multi para (99 women)
opics

Frequency % Frequency %
Umbilical stamp care
Antenatal care 2 4.1 14 14.1
Relatives/friends 43 87.7 65 65.6
Doctors 2 4.1 8 8.2
Others 2 4.1 12 12.1
Eye care
Antenatal care 2 4.1 11 11.1
Relatives/friends 43 87.8 73 73.7
Doctors 2 4.1 4 4.1
Others 2 4.1 11 11.1
Mouth thrush care
Antenatal care 4 8.2 11 11.1
Relatives/friends 31 63.3 62 62.6
Doctors 5 10.2 10 10.1
Others 9 18.3 16 16.2
Jaundice
Antenatal care 3 6.1 12 12.1
Relatives/friends 37 75.5 62 62.6
Doctors 4 8.2 10 10.1
Others 5 10.2 15 15.2
Vomiting
Antenatal care 1 2.0 14 14.1
Relatives/friends 41 83.7 56 56.6
Doctors 3 6.1 8 8.1
Others 4 8.2 21 21.2
Breast feeding
Antenatal care 1 2.0 15 15.2
Relatives/friends 41 83.7 67 67.7
Doctors 3 6.1 5 5.1
Others 4 8.2 12 12.0

Table 2. Sources of information of women attending the PHC setting
regarding different aspects of their baby care.

Topics Primi para (49 mothers) Multi para (99 mothers) Soitiea
Frequency Percent Frequency Percent

Umbilical stump care

Water alone 4 8.2 15 15.2 v’=1.96

Soap and water 24 49.0 47 47.5 DF=3

Medication\home medication 11 224 22 22.2 P>0.05

Others 10 20.4 15 15.1

Eye care

Water alone 34 69.4 74 74.7 1'=0.04

Medication\home medication 8 16.4 16 16.2 DF=3

Others 7 14.2 9 9.1 P>0.05

Jaundice Care

Giving water with feeding 6 12.2 7 7.1

Stop milk feeding -- -- 1 1.0

Use white light at home 5 10.2 11 11.1 --

Contact doctor 12 24.5 24 24.2

Use more than one method 24 49.0 53 53.5

Others 2 4.1 3 3.1

Table 3. Shows methods of care preferred by mothers in respect to different aspects of baby care.
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Topics Primi para (49 mothers) Mlﬁ::)glzrfs)(% S atHemmi
No. % No. %

Breastfeeding

Yes -- 100 97 98.0

No -- 2 2.0 -

Clean breast before feeding

With water 34 69.4 68 68.7 %=0.3

With soap and water 10 20.4 23 23.2 DF=2

No clean 5 10.2 8 8.1 P> 0.05

Action taken when crying after the

feed

Continue with breastfeeding 39 79.6 75 75.7 xr=1.5

Change to artificial feeding 5 10.2 17 17.2 DF=2

Contact doctor 5 10.2 7 7.1 P> 0.05

Show proper position when

breastfeeding ¥=1.09

Yes 45 91.8 95 96.0 DF=1

No 4 8.2 4 4.0 P> 0.05

Use of contraception with breastfeeding '

Yes 22 44.9 38 38.4 XD—1§);518

No 27 55.1 61 61.6 P> 0.05

Proposed time for breast feeding

< 6 months 3 6.1 6 6.1 x'=0.07

6-12 months 10 20.4 22 22.2 DF=2

> 12 months 36 73.5 17 71.7 P>0.05

Table 4. Shows methods of care practiced by mothers regarding breastfeeding.

Utsipies P;?l para (49 motgbers) M;l(t)l para (99 m(t)yzhers) it
Redness of umbilical stump 2_0.08
Contact doctor 43 87.8 86 86.9 X])_Fél
No action 6 12.2 13 13.1 P> 0.05
Discharge of umbilical

stump

Contact doctor 41 83.7 81 81.8 -
No action 7 14.3 18 18.2

Use home medication 1 2.0 - -

Eye discharge measures X2=0-03
Contact doctors 45 91.8 90 90.9 DF=1
No action 4 8.2 9 9.1 P> 0.05
Redness around the eyes X2=0_0()03
Contact doctor 44 89.8 90 89.9 DF=1
No action 5 10.2 9 10.1 P> 0.05
Presence of mouth thrush

Clean with water 3 6.1 7 7.0 =1.33
Use of medication 14 28.6 37 37.4 DF=2
Use of home medication 32 65.3 55 55.6 P> 0.05
Vomiting

Contact doctor 31 63.3 64 64.6 ¥*=0.03
No action 17 34.7 34 344 DF=2
Change to artificial feeding 1 2.0 1 1.0 P> 0.05

Table 5. Attitude of mothers toward different problems related to baby health care.

46




JABMS: Journal of the Arab Board of Medical Specializations Vol.10, No.1, 2009

All primi para and 97% of multi para mothers said
that they breast-feed their baby, majority of mothers
prefer to clean their breast with water only before they
feed their baby, while only 10.2% of primi para and
8.1% of multi para said that they will not clean their
breast. About 79.6% of primi para and 75.8% of multi
para mothers said that they continue breastfeeding if
their baby will continue to cry after feeding, majority
of women demonstrate proper way of holding their
baby during breastfeeding, 55.1% of primi para and
61.6% of multi para mothers would not use
contraceptive when they are breastfeeding, as for
proposed time for breastfeeding 73.5% of primi para
and 71.7% of multi para mothers prefer to continue
breastfeeding for a period of 12-24 months, (Table 4).

Majority of women in the sample prefer to contact
the doctor when they are faced with some problems
related to baby care like presence of redness of skin
around the umbilical stamp or discharge from the
stamp (87.8%, 86.9% and 83.7%, 81.8% respectively),
discharge from the eyes and redness of the eyes
(91.8%, 90.9% and 89.8, 89.9% respectively). 34.7%
of primi para and 34.4% of multi para said that they
would do nothing when their baby develops vomiting.
When the baby develop mouth thrush, 28.6% of primi
para and 37.4% of multi para prefer to use medication
like ointment taken from the pharmacy, while 65.3%
and 55.6% of primi para and multi para would prefer
to use home medication to treat mouth thrush,
(Table 5).

DISCUSSION

Health education is widely promoted in primary
care, but there have been rigorous evaluation of its
impact especially in developing countries.'”” In our
country the basic primary health services were
seriously affected by looting, destruction and lack of
electricity following the 2003 war; in addition, many
educational programs had been stopped because of
current situation. The results of this study shows that
multi para mothers benefit more from antenatal care
provided to them in the PHC center as a source of
knowledge in spite of the fact that they visited the
PHC center less often than primi para mothers, this is
probably due to the fact that they had developed more
confidence in the PHC as a source for information
(from their previous experience) than primi para
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mothers who are still more attached to their relatives
and listen to their advice in relation to different aspects
of baby care, this means that we need to build up
boundaries of confidence and knowledge between the
women and the people who work in the PHC center,
another point which need to be raised is the very much
change in the people who are living in the locality
(immigration outside the country or to other areas
inside the country) as well as in the doctors and health
workers due to the current conflict and insecurity in
the last few years, these changes will greatly affect the
build of confidence between mothers who attend the
PHC centers and the people who work in the center.

Perinatal contacts with mothers represent an
opportunity for health education about infant care and
family planning.” In developing countries 50-60% of
infant deaths occur in the neonatal period."*

In this study mothers were divided into primi para
and multi para to examine their knowledge and
practice and if they are affected by their attendance to
the PHC center, but the results showed no significant
difference between the two groups, this is possibly
because women mainly depend on their relatives and
friends for advice and knowledge after delivery when
they are faced any problem related to baby health care,
and this clearly demonstrated the weakness of our
health and educational programs which are provided in
the PHC center.

A good percentages of mothers use medication or
other materials on the umbilical stump, others prefer to
clean the stump either with water or soap and water.
Local practice of putting various substances on the
cord stump should be discouraged.” Parents should be
advised how to keep the umbilical cord clean and
dry."” A good percentage of women use substances like
koohil on the eye of their baby, which reflects bad
practice. Around one third of women in the sample are
ignorant about the problem of vomiting, and the
majority of women will treat mouth thrush with either
ointment taken from the pharmacy or with other
medication without consulting their doctor.

Mothers showed poor knowledge and practice when
their babies got jaundice, around half of them usually
dress their babies with cloths and put them under white
light at home and use yellow beads for treatment of
jaundice in addition to that they would give dextrose
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water with milk as an extra fluid. Breastfed babies
with jaundice should not be routinely supplemented
with formula, water or dextrose water.’

Regarding breastfeeding practice, the study showed
acceptable knowledge and practice, and only 10.2% of
primi para and 17.2% of multi para mothers will shift
to artificial feeding when their baby continue to cry
after feeding. Exclusive breastfeeding for the first 6
months of life is probably the single most cost
effective child survival measure available and the
infant’s primary defense against infection.'

CONCLUSIONS

The study shows that knowledge of basic newborn
health care practice among mothers both primi para
and multi para is inadequate and informal, especially
on the care of umbilical stump, eyes, jaundice, mouth
thrush and vomiting. Knowledge on breastfeeding
practice is adequate. Therefore, there is an urgent need
to assess the actual quality of postnatal care provided
to women in the PHC center. Also there appear to be a
need for an awareness-raising program highlighting
the availability and the quality of current postnatal
care.
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ABSTRACT symptoms were compared and nasal endoscopy was
performed in all cases. Persistent rhinologic and
Objective: The aim of this study is to analyse the radiological symptoms were considered as a failure of
causes and the management of failed endoscopic surgery. In these cases, revision surgery was
middle meatus antrostomies (EMMA) in chronic performed, either by endoscopic approach or by
sinusitis and benign sinonasal lesions or tumors. Caldwell-Luc procedure. Mean follow-up period was 2
Methods: We carried a retrospective study about years.
257 EMMA cases performed in our department for 201 Results: The indication of surgery was the presence
patients between 1996 and 2006. All patients had of chronic sinusitis, benign lesions or benign tumors in
complete ORL examination and preoperative sinonasal 53.2%, 41.8% and 5% of cases respectively. Seventy-

CT. After surgery, preoperative and postoperative one EMMA procedures failed (27.6%). Causes of
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failure were mainly represented by the presence of
synechia (38%), ostium stenosis (24%), medical
causes and comorbidity (15.5%), persistent or
recurrent lesions (15.5%) and missed natural ostium
(7%). Nineteen patients (9.4%) required revision
surgery because of persistent symptoms after medical
therapy. Either endoscopic or vestibular approaches
were performed. Seventy-three percent of the revision
cases respond to surgical treatment with complete
resolution of symptoms.

Conclusions: Failure of EMMA can be due to
numerous and variable causes. The management of
failed EMMA includes medical therapy, revision
endoscopic surgery or vestibular approaches.

INTRODUCTION

During the last 20 years, endoscopic endonasal sinus
surgery, especially endoscopic middle meatus
antrostomy (EMMA), became one of the most
commonly used surgical methods for the treatment of
chronic sinusitis, nasal polyps, and benign sinonasal
tumors."” It allows complete removal of the lesions
with less morbidity, shorter hospital stays and less
blood loss compared to traditional surgical approaches.
However, failures do exist and varied leading in
numerous cases to a revision surgery. The goal of this
study is to analyse and assess the causes of failure of
EMMA and the management of these cases.

METHODS

We carry a retrospective study about 257 EMMA
performed in our department for 201 patients between
1996 and 2006. Patients having malignant tumors were
excluded. All cases undergoing EMMA associated
with ethmoidectomy or sphenoidotomy were also

excluded. All patients had complete ORL examination,
sinonasal CT and were operated under general
anaesthesia. The surgical technique included middle
turbinate dislocation, removal of the uncinate process,
enlargement of the maxillary ostium, and removal of
lesions of the maxillary sinus. After surgery, pre and
postoperative symptoms were compared and nasal
endoscopy was performed in all cases. Persistent
rhinologic symptoms and radiological lesions were
considered as a failure of surgery. In these cases,
revision surgery was performed, either by endoscopic
approach or by Caldwell-Luc procedure. Mean follow-
up period was 2 years.

RESULTS

Mean age of patients was 30.7 years (5-71 years)
and sex-ratio: 1. Sinonasal allergy was found in 5%,
asthma in 3.5%, and aspirin intolerance in 2% of
patients. Previous septoplasty, polypectomy and
Caldwell-Luc procedure were noted respectively in
3%, 1% and 0.5% of patients. Nasal obstruction
(84.6%), rhinorrhea (68.7%), facial pain (45.3%)
hyposmia (14.4%) and nasal hyperreactivity (12.9%)
were the most frequent symptoms. Nasal endoscopy
found a polyp in 28.9%, and a tumor in the middle
meatus in 4% CT scan showed hypertrophy of the
maxillary sinus mucosa in 63.9% and an ostiomeatal
complex obstruction in 14.7% of sides. A maxillary
sinus opacification was noted in 15.9% of sides.

The indication of EMMA was the presence of
chronic sinusitis, benign lesions or benign tumors in
53.2%, 41.8% and 5% of cases, respectively. Chronic
sinusitis was bilateral in 55 cases. One patient had
bilateral cysts of the maxillary sinuses (Table I).

Indications Number of EMMA Number of Persistent. symptoms Revisior} Surgery
patients (patients) (patients)
Chronic sinusitis 162 107 30 11
Rhinogenic 155 100 29 10
Dental 7 7 1 1
Benign lesions 85 84 16 8
Polyps 59 59 15 7
Cysts 12 11 1 1
Aspergillosis 11 11 0 0
Mucocele 3 3 0 0
Benign tumors 10 10
Inverted papilloma 8 8 0 0
Osteoma 1 1
Granuloma 1 1
Total 257 201 46 (22.9%) 19 (9.4%)

Table 1. Indications and results of EMMA.
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Adhesions or Ostium Comgrbldlty i Pemision Missed natural
. . medical causes recurrent .
synechia stenosis . . ostium
(patients) lesions
Chronic sinusitis 18 13 10 4 5
Benign lesions 9 4 1 7 0
Benign tumors 0 0 0 0 0
Total 27 (38%) 17 (24%) 11 (15.5%) 11 (15.5%) 5 (7%)

Table 2. Causes of failure in EMMA.

All patients underwent EMMA. This procedure was
bilateral in 56 cases (27.9%). Septoplasty,
turbinoplasty and turbinectomy were associated in
21.9%, 15.9% and 10.9% of cases, respectively. No
major complications were happened during or after
surgery. Results were evaluated through clinical
symptoms, endoscopic examination of the maxillary
sinus and computed tomography.

Forty-six patients (22.9%) continued to be
symptomatic. Seventy-one EMMA procedures failed
(27.6%). Synechia was the most frequent cause of
failure (38%). Surgical causes of failure were mainly
represented by maxillary ostium stenosis (24%),
persistent or recurrent lesions (15.5%) and missed
natural ostium (7%), (Table 2). Medical causes
(15.5%) included nasal hyperreactivity (7 cases) and
asthma (4 cases). Nineteen patients (9.4%) required
revision surgery because of persistent symptoms after
medical therapy. This surgery includes revision
EMMA (widening the maxillary sinus ostium,
connecting the natural ostium with the surgically made
one, removing of the persistent or recurrent lesions),
Caldwell-Luc procedure and laser section of synechia
(Table 3). Seventy-three percent of the revision cases
respond to surgical treatment with complete resolution
of symptoms.

Revision surge o e
ety procedures patients

EMMA 14 10

EMMA + Caldwell-Luc 5 5

Section of synechia (Laser)

Total 24 19
Table 3. Revision procedures.

DISCUSSION

The introduction of endoscopic middle meatus
antrostomy has revolutionized the surgical treatment of
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patients with chronic sinusitis and benign sinonasal
tumors.’ In contrast to traditional surgical approaches
based on opening the sinuses and extensive removal of
inflamed mucosa, EMMA constitutes a minimal
invasive surgery on the osteomeatal unit. Several long-
term outcome studies on endoscopic sinus surgery
show a 76% to 97.5% success rate.'”* However, some
patients fail to respond to this type of surgery and
2.5% to 24% continue to be symptomatic,’ this failure
leading to revision endoscopic procedures and even to
vestibular approaches.

CAUSES OF EMMA FAILURES

Causes of failure of EMMA in some patients having
chronic sinusitis are numerous and variable.'® First,
these patients are typically characterized by sinonasal
extensive disease with bilateral lesions and
comorbidity such as asthma, allergy, aspirin
intolerance, and immunodeficiency. All of these
factors have been identified as adverse prognostic
factors."®"' In addition, nasal endoscopy often reveals
adhesions or synechia caused by chronic mucosal
inflammation and repeated surgical interventions. This
was the most common cause of failure in our series
(10.5%). Signs of damaged ciliary function like mucus
entrapment can also be observed. Moreover, chronic
inflammatory involvement of the underlying bone
(osteitis) is an important cause of endoscopic sinus
surgery failure.®

On the other hand, surgical causes of failure are
important to identify, to improve the success rate of
primary EMMA and then to reduce the need for
revision surgery. Stenosis of the maxillary sinus
ostium is the major cause for surgical failures in most
series'® (6.6% in the ours). Missed natural ostium is
another important cause of failure; a middle meatal
antrostomy that was separate from the natural ostium
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with recirculation of the mucus flow back into the
sinus may be seen in 15% of failed endoscopic
surgery’ (1.9% in our series). Persistent or recurrent
mucosal lesions can also be seen after EMMA and
depends essentially on the surgeon’s experience and
the postoperative care.

Concerning the benign lesions or tumors of the
maxillary sinus, EMMA with exeresis is now the
technique of choice, allowing complete removal of
them with minimally invasive approach and no
aesthetic sequelae. Failures are mainly due to
incomplete exeresis. Involvement of the anterior or the
lateral walls of the maxillary sinus or loco-regional
extension are the most common causes. A precise
topographic diagnosis with preoperative imaging (CT,
MRI) should prevent these failures.

MANAGEMENT OF EMMA FAILURES

The vast majority of first-time EMMA failures in
patients with chronic sinusitis may benefit from an
endoscopic revision procedure with good success
percentages.” Indeed, the success of revision
endoscopic surgery may be similar to the primary one,
with an 8.8% complication rate.'* This surgery
includes release of adhesions, widening the sinus
ostium and connecting both natural and surgically
made ostium. However, these rates decrease with each
following intervention. Then, a small percentage of
patients remains with recurrent disease despite
repetitive endoscopic procedures combined with
medical therapy. The optimal management of this
group of patients remains ill defined, because those
failures are mainly due to medical causes and
comorbidity. External radical surgery aiming at
reduction of the inflammatory burden (including
reduction of mucosal and bone surface), maximal
drainage and aeration has been suggested as a last
resort for these patients.'"'*"> Caldwell-Luc procedure
can be performed. The postoperative improvements are
statistically significant (up to 92%) and made this type
of surgery a viable treatment option in case of
recurrent endoscopic surgery failure.'""> This attitude
is also valid for benign lesions or tumors, for which an
endoscopic revision surgery (eventually extended to
the ethmoid or the sphenoid) and/or an external
approach (Caldwell Luc, Denker, Degloving,
transfacial) should be considered to remove all the
remaining lesions.
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In our series, 9.4% of patients required revision
procedures. We reoperated only the patients having a
symptomatic sinusitis after primary EMMA and
postoperative medical therapy, and those having
persistent benign lesions or tumors. We did not
reoperated asymptomatic  sinusitis even after
identification of the cause of failure. Exclusive
endoscopic approach was performed in 79.1% of the
revision procedures (revision EMMA, laser section).
Only 5 patients required combined approach to remove
the diseased mucosa (4 cases) and a lateral maxillary
polyp (1 case). Fourteen patients (73.7%) respond to
revision surgery. All these results confirm the efficacy
of EMMA either as primary or as revision procedure in
selected cases. Nevertheless, endoscopic techniques
have limitations especially in patients whom have been
operated on many times and with complete alterations
of the anatomical landmarks,!” and in those having
extensive disease. In these cases, external approaches
should be considered. On the other hand, endoscopic
surgery do not significantly improve symptoms in
patients with comorbidity (especially allergic patients)
and only medical treatment can achieve a good
functional outcome.

CONCLUSIONS

Causes of failure in endoscopic middle meatus
antrostomies are numerous. In chronic sinusitis, they
are mainly represented by medical causes, synechia,
maxillary ostium stenosis and missed natural ostium.
Failed EMMA in the treatment of benign lesions or
tumors is essentially due to incomplete exeresis. The
knowledge of all these causes should improve the
success rate of primary surgery and allow better
management of patients with failed EMMA. This
includes medical therapy, revision endoscopic surgery
or external approaches. Optimal long-term results
depend upon meticulous surgery and careful
postoperative follow-up.
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ABSTRACT patients presented with gastric cancer over 2 year

period in a general surgical unit in Khartoum
Objective: Gastric cancer is a dreadful killer Teaching Hospital (KTH).

worldwide. There is enormous variation in the Results: Themean age at presentation was 57 years
occurrence of the disease throughout the world. Only (range 23-78 years), and most of patients were males
scarce data is available about the features and the (80%). The most frequent mode of presentation was
prognosis of the disease in Africa. This study was epigastric pain (90%), loss of weight (90%) and
conducted  to  determine  clinicopathological anorexia (70%). Upper gastric tumor location
characteristics, and the treatment outcome of patients accounted for 42%. Histologically; carcinoma
with gastric malignancy in Sudan. accounted for 100 cases, lymphoma in 3 and

Methods: A prospective descriptive study of 105 leiomyosarcoma in 2 cases. Adenocarcinoma was the
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most  frequent (94%),  well  differentiated
adenocarcinoma and intestinal type were also
commonest varieties (31%) and (17%) respectively.
Most of the patients had blood group O% (50%).
Palliative resection was attempted in 48 patients
(45%) with a survival duration of 14 months
compared with 5 month for those who had no resection
(n=20). Morbidity rate was significantly higher in the
resection group compared with non-resection group,
(18.8%) and (4.2%) respectively, while the mortality
rate showed no difference, (15.9%) and (14.6%)
respectively. Patients satisfaction was significantly
better in the resection group.

Conclusions: Gastric cancer is a disease affecting
younger males presenting very late where palliative
resection is an option in 45% of patients with
satisfactory outcome and a mean of 14 months
survival.

INTRODUCTION

Although the incidence of gastric cancer is
decreasing, it still remain the leading cause of cancer
death in the world. Only lung cancer causes more
deaths worldwide."*** The combination of relatively
low prevalence, lack of pathognomonic symptoms, and
lack of defined risk factors are associated with delay in
diagnosis leading to dismal prognosis. In recent reports
from Iran, locally advanced and/or metasatic cancer
accounted for more than 80% of 413 cases of gastric
cancer studied.>® Palliative treatment of advanced
gastric cancer may be considered local or systemic.
While chemotherapy is considered the most effective
treatment modality for patients with metastatic gastric
cancer, it is not effective for the palliation of local
symptoms.”’

There is accumulating evidences that palliative
resection for gastric cancer results in longer symptom
relief, less operative mortality and longer survival than
non-resective surgery.*'> This proved true even when
patients undergoing different treatments were stratified
according to the spread of the disease."”

Surgical palliation has become less important in
recent years as interventional radiology and endoscopy
techniques have been developed for the same
purpose.'* When such facilities are lacking as in most
hospitals in the developing world, surgery will
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continue to play a major role in the treatment of
advanced cases.

In this study, we present the clinicopathological
characteristics, the diagnosis and the management
outcome in sudanese patients with advanced gastric
malignancy.

METHODS

This is a prospective descriptive study on 105
patients with gastric malignant neoplasm admitted in
Khartoum Teaching Hospital during the period from
February 2003 till February 2005.
of the

The clinicopathological characteristics

patients were recorded.

The diagnosis of advanced malignancy was based
on the presence of distant metastasis, serosal invasion
or local spread beyond the stomach either during the
patient work up or at laparotomy.

Some patients (n=30) were too ill or their disease is
so advanced to benefit from surgery. The rest of the
patients underwent surgery with the intention of
resection. This was feasible in 48 patients only, the
remainder had non-therapeutic laparotomy or
gastroenterostomy. All patients were followed up and
the outcome of different interventions determined.

RESULTS

The mean age of the patients was 57 years (range
23-78 years). The male to female ratio is 3.8:1.0. More
than 80% of patients were from low socioeconomic
group. Nearly half the patients were from Central
Sudan (a mixture of Arab and African population).
Only one patient was from Southern Sudan (Pure
African population), (Table 1).

The mean duration of symptoms at time of diagnosis
was 8.8 months (range 1-48 months). The majority of
patients received Hj-receptor blocking agents and/or
proton pump inhibitor. The presenting symptoms and
signs are shown in Table 2. Virchow’s lymph node was
found in 6 patients, and sister Mary Joseph’s nodule in
4 patients.
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Sex

Male
Female

Age (Years)

>60
<60

Location

Upper third
Middle third
Lower third
Whole stomach
Gastric stump

Histology

Adenocarcinoma
Lymphoma
Leiomyosarcoma

Blood group

O
A

No. %
75 80
30 20

No. %
50 48
55 52

No. %
43 41.1
12 11.4
42 40.0
7 6.6

1 0.9

No. %

100 | 95.0
3 2.9
2 1.9

No. %
53 50.5
35 39.0

Table 1. Shows clinicopathological characteristics
of 105 patients with advanced gastric malignancy.

Symptom Frequency Sign Frequency
Epigastric Pain* 90 Pallor 60
Weight Loss 90 Abdominal mass** 44
Anorexia 71 Dehydartion 40
Vomiting* 67 Ascitis®* 15
Heartburn 62 Lymph nodes 10
Nausea* 55 Hepatomegaly 7
Symptoms of anemia 37 Splenomegaly 5
Dysphagia* 36 Lower limb oedema

Melena* 32

Backache 22

Haematemesis* 12

Regurgitation* 10

*symptoms warranted palliation
**signs of advanced disease

Table 2. Symptoms and signs of patients with gastric cancer (n=105 patients).

The mean hemoglobin concentration was 7 g/dl
(range 3 12 g/dl), the mean blood urea value was 30
mg/dl (range 12-97 mg/dl), the mean serum albumin
was 3.8 g/dl (range 1.8-5.4 g/dl). Fifty four patients
were of blood group O (50%) and 35 patients (39%)
were group A. Fiberoptic flexible upper endoscopy
was done for all patients with 88% accuracy rate on
first occasion, and 17 (16%) had repeated endoscopies
and biopsies (1-3 times) to reach the diagnosis.

Three patients who were reported to have
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adenocarcinoma on endoscopic biopsy proved to have
gastric lymphoma on the resected specimen.
Ultrasonography was done for all patients and had a
false negative report to detect metastatic disease (liver
metastases, peritoneal seeding with ascites and lymph
node enlargement) in 32% of patients (n=70).

All treatment options are shown in Table 3. The
operative findings on 57 patients with advanced
disease showed invasion of local nearby tissues in
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Non Resection group Resection group
(No=57) (No=48)
No Partial Total Extended
Laparatomy | Gastroenterostomy %
surgery (No.=20) (No.=7) gastrectomy | gastrectomy | gastrectomy
(No.=30) (No.=16) (No.=22) (No.=10)
Operative morbidity 0 1(5.0) 1 (14.3) 3(18.8) 4(18.2) 1 (10.0)
No. (%)
Operative 30 days
mortality No. (%) 0 3 (15.0) 4 (57.1) 2 (12.5) 2(9.1) 3 (30.0)
Survival in months
(died patients) mean 4.7 (0-26) 5.2 (3-10) 5(0.5-10) 14.5(2-22.5) | 9.5(2-27) 6 (2.5-11.5)
(range)
Alive at time of
analysis 2 (6.7) 3 (15.0) 1(14.3) 5(31.3) 7 (31.8) 1 (10.0)
No. (%)

*resection of adjacent organs

Table 3. Operative procedures and outcome in 105 patients with advanced gastric malignancy.

52%, pancreas in 26%, liver in 21% and transverse
colon in 6%. There was ascites in 20% and there were
3 patients with Krukenberg secondaries.

Forty eight patients underwent gastrectomy; it was
partial in 16, total in 22 and extended in 10 patients. In
the non resection group; 7 had gastroenterostomy, 20
had non therapeutic laparotomy and 30 were treated
non surgical.

The overall mean survival duration of patients who
underwent resection was 14 versus 5 months for
those who had no resection (p<0.001). The operative
morbidity was 13% (16% in the resection versus 11%
in the non resection group). The major complications
occurred were anastomotic leak (oesophagojejunal)
in 2 patients, duodenal blow out in one patient,
wound dehiscence in one patient and wound sepsis in
3 patients. The 30 days operative mortality was 14%
in the resection group (7 out of 48 patients) versus
26% in the non resection group (7 out of 27 patients).

Thirty four patients in studied group received
chemotherapy. Twenty two patients received
chemotherapy alone as a palliative measure without
resection and only 7 patients of them survived to
complete the scheduled dose. The overall patient
satisfaction was poor and the mean survival duration
was found to be 6.3 months.

One patient with Virchow’s lymph node who
received chemotherapy alone survived for 26 months.
Post-resection chemotherapy was given for 12 patients

and only 5 of them completed the dose without
significant survival benefit (mean survival was 6
months).

DISCUSSION

Although the risk of gastric cancer is low in Sudan,
with a relative frequency of 2.7 and 1.5 for males and
females respectively,' the epidemiological
characteristics of our patients mimics those in high
risk areas.”®

In all the patients in this study the disease was
beyond curative treatment. Advanced gastric cancer
not being amenable for curative resection is found in
variable frequencies around the world. In western
countries a potential curative resection is performed in
40-60% of patients, compared to 75-80% in Japan.”®'®

The average delay in diagnosis of 8§ months in our
series match six months reported by Eskander.® Many
patients were delayed being treated as benign peptic
ulcer disease. A high index of suspicion and early
referral of patients with dyspeptic symptoms for
endoscopy could result in picking more patients with
early disease.

The rate of non-therapeutic laparotomies of 19%
(20/105) is lower than (36%) which reported by
Bozzetti et al (1987) for patients who didn’t receive
curative surgery.13 In modern practice the proper pre
operative work up includes CT, MRI and PET scan."
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These are either not available or too expensive. The
ultrasonography used in this study for abdominal
staging proved ineffective. We recently adopted the
routine use of abdominal CT for staging, although it is
very specific it showed only moderate sensitivity in
predicting free tumor cells or peritoneal metastasis in
recent studies.'” Thus justified that operability of
locally advanced gastric malignancy could be only
judged intraoperatively since some of the deceiving
existing adhesions were amenable for dissection and/or
excision with the paramount benefits in terms of
improving quality of life and survival benefits.

The operative mortality of 14% in the resection
group is lower than the 18% reported by Ekbom et al
in 1980° and Johnson et al in 2000 in Ethiopia.'®
However, it is higher than the 11.% and 11.5%
reported by Prudencio and Bozzetti respectively for
surgery in advanced gastric cancer 20 years back.'*"
This rate didn’t change much since recent studies by
Mascianaro and Kotan reported an operative mortality
of 7.9 and 9.6% respectively.'”*

The post operative complication of 13% is
comparable to that of other studies. The operative
morbidity ranged between 10.5-86.7%.>'** This range
diversity is probably due to the differences in authors’
opinions with regard to the complications included in
each study (i.e, some authors including more minor
complications).

The remarkable survival benefit with adjuvant
chemotherapy seen in one study was not observed in
our patients.’

In this study the mean survival of 14 months after
palliative resection of advanced cancer is better than
that reported by Kotan month,'” Bozzetti (8 months)."
It is also better than the 7 months reported by Sadighi
for surgery alone, however.

CONCLUSIONS

In conclusion, gastric malignancy is at advanced
stage when become symptomatic, since none of our
patients had curable early stage disease. Failure of the
preoperative tools for proper staging of the disease
was significant and the main cause of unnecessary
laparotomy. Careful selection of patients who may
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benefit from palliative resection is essential since it is
not beneficial for all patients with advanced gastric
malignancy.

Gastrojejunostomy is needed for selected patients,
otherwise it will add to the malignancy associated
operative deaths. Survival benefits of palliative
resection overweighed the co-morbidity and
mortality. Quality of life was improved with
resective operation in term of palliating most
bothering features, and also improving survival
duration. The role of chemotherapy as a palliative
measure for advanced gastric malignancy needs
further assessment.
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TOTAL ANOMALOUS PULMONARY VEINS CONNECTION:
THE PERIOPERATIVE RISK FACTORS
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ABSTRACT

Objective: Operative reconstruction of total anomalous pulmonary veins connection (TAPVC) in the literature
has high morbidity and mortality. The aim of the study was to investigate the perioperative risk factors to lower the
mortality rate.

Methods: We retrospectively studied the cases of 42 infants operated for Total Anomalous Pulmonary Veins
Connection between August 2002 to August 2007 at Damascus University Cardiovascular Surgical Center. We
evaluate the role of right ventricle pressure, Left Ventricle End Diastolic Volume (LVEDN), the anatomical type of
anomalous, age and weight of patients, pulmonry infections and delay in doing surgery as perioperative risk
factors.

Results: Our study demonstrates that neither Left Ventricle End Diastolic Volume nor RV pressure were risk
factors. Pulmonary infections secondary to long-standing pulmonary congestion was the only important risk factor.

Conclusions: It is highly recommended to operate in the first months of life before the occurring of any
pulmonary infection.
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Interesting Case

Herpetic Glossitis
il o el

A 75-year-old woman with more than a 10-year history of hypertension and diabetes mellitus reported
a 3-day history of throat discomfort and white eruptions on the tongue. On examination, multiple
well-defined, white papules, 2 to 3 mm in diameter with a central punctum, were found on the surface
of her tongue (Panel A). She reported only minimal oral pain. A shave biopsy revealed histologic findings
typical of herpetic infection, including perinuclear halo, margination of chromatin, and multinucleated
cells (Panel B, arrows). Culture of the lesions showed herpes simplex virus type 1 (HSV-1).
Differing from herpetic vesicles on the skin, round, discrete areas of ulceration are the typical
presentation of herpetic glossitis. Oral HSV-1 reactivation typically affects the keratinized surfaces
of the mouth, whereas primary HSV-1 infection usually involves other mucosal surfaces as well.
The typical clinical appearance of this condition differentiates it from oral candidiasis and aphthous
ulcers. The lesions had healed completely, without any treatment, at the 2-week follow-up visit.
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ABSTRACT

lleosigmoid knotting or compound volvulus is a very
uncommon cause of intestinal obstruction. A case of
compound volvulus is reported in a 28-year-old
pregnant lady in week 24 of an otherwise uneventful
pregnancy. She was presented with a diagnostic
dilemma. The features of this uncommon condition
with an emphasis on its rare occurrence in pregnancy
and literature review are highlighted.

INTRODUCTION

Compound volvulus (also known as ileosigmoid
knotting or double volvulus or intestinal knot) was first
described by Riverius in the 16th century. It is a
comparatively = common condition in  certain
developing countries like African, Asian and Middle
eastern nations." However it is a rare entity in western
world.? According to Alshawi JS, intestinal obstruction
during pregnancy due to intestinal volvulus was
considered extremely rare. Only 73 cases have been
reported worldwide.” The factors responsible for
ileosigmoid knot include a long small bowel mesentery
and freely mobile small bowel, a long sigmoid colon
on a narrow pedicle and finally the ingestion of a
high bulk diet in the presence of an empty small
bowel.* The empty loops of ileum and distal jejunum
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twist in a clockwise rotation around the base of narrow
sigmoid colon. Further, peristalsis forms an
ileosigmoid knot. The sigmoid colon, when full of
feces and gas falls on the small bowel loops which
when trying to free themselves from the weight of the
colon turn itself around the base of the sigmoid
forming a knot. The sigmoid colon is considered to be
the passive knot component while small bowel is the
active component.” Volvulus during pregnancy occurs
most often in the last trimester, probably because the
enlarging gravid uterus displaces the bowel from
normal position.®” Varoquaux et al stated that there
are no clinical features specific for diagnosis® which is
difficult due to its infrequency and atypical
radiological features, so it is usually made during
exploratory laparotomy.” The present report describes
the occurrence of this rare condition in pregnancy.

CASE PRESENTATION

A 28-year-old pregnant woman gravida 5 para 4 in
her week 24 of an otherwise uneventful pregnancy
referred at night to the surgical emergency department
in Aljamhoory teaching hospital in Mosul from Al-
Batool obstetric and gynecology hospital after 1 day
history of sudden severe generalized cramping
abdominal pain, obstipation, progressive abdominal
distension and frequent bile stained vomiting. She

*Karam Kamal Younis Sharif, M.D, C.A.B.S, F.I.C.M.S, Lecturer in the Department of Surgery, College of Medicine, Uuniversity of Mosul, Mosul, Iraq.

Email: karam _kamal66@yahoo.com.



-BMS: Journal of the Arab Board of Medical Specializations Vol.10, No.1, 2(-

reported a history of trivial blunt abdominal trauma 4
days earlier. There was no history of nausea, fever,
chills, or prior abdominal surgery. Her previous
pregnancies were normal vaginal deliveries for normal
full term neonate. Physical examination revealed a
dehydrated, pale patient who could’nt lie flat because
of pain. Her PR 130 B/M weak, BP 80/40 mmHg, RR
26/M and she was a febrile. Abdominal examination
showed a centrally distended abdomen, generalized
guarding and tenderness with bowel sounds minimally
audible. Per rectal examination was normal.

Investigations  showed Hb 7¢g/dl, WBC
(14x103/ml), normal serum electrolytes, normal renal
function tests and oxygen saturation of 90. Due to our
concern about possible hazards of an X-ray in
pregnancy and unavailability of ultrasound (US) at
night, neither an abdominal X-ray nor an ultrasound
were done. After admission, aggressive IV fluid and
blood transfusion to correct her hypotension and pallor
were instituted. A nasogastric tube was inserted which

Figure 3. The occluding mesenteric band.
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was draining bile stained fluid and urinary
catheterization that revealed a normal urine output and
color. Parenteral antibiotics were administered with
close observation. During the observation period, there
was no result or change of abdominal pain. An hour
later, the patient started to deteriorate with worsening
abdominal distension and pain. Thus, an exploratory
laparotomy was decided under the impression of an
acute abdomen complicating pregnancy. Operative
findings revealed a long gangrenous jejunoileal
segment (Figure 1 and 2) with its base firmly knotted
around the  mesentery of massively distended
gangrenous sigmoid colon (Figure 3 and 4). Resection
of gangrenous small bowel and primary anastomosis
with resection of gangrenous sigmoid and Hartmann’s
colostomy were done. The patient did well post
operatively with no impact on her current pregnancy.
The patient was started on liquids on the 4th
postoperative day. The postoperative course was
unremarkable and was discharged home after 1 week
of hospitalization.

Figure 4. The resected specimen.
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DISCUSSION

Volvulus during pregnancy 1is a potentially
devastating development with significant morbidity
and mortality. It should be suspected in a patient with
worsening abdominal pain and evidence of bowel
obstruction.'” Pregnancy masks the signs and
symptoms of intestinal obstruction. A high index of
suspicion is required for proper and timely diagnosis.""
In the case reported herein; the diagnosis was done
incidentally at laparotomy. It seems from the intra-
operative findings that a history of prior trivial
abdominal trauma has no impact in the etiology and is
just a coincidence. Bile stained vomiting in the
presentation could point to other possibilities for
diagnosis as acute upper intestinal obstruction thus; an
abdominal X-ray is diagnostic and not absolutely
contraindicated at this gestational age although it was
lacking in our case. The pallor detected on
examination had raised our suspicion of an acute
gynecological problem complicating pregnancy as
abruptio placentae or ruptured uterus. These suspicions
could have been resolved if an US was available at that
time to exclude such possibilities. Regarding the
minimally audible bowel sounds during auscultation;
these could be attributed to intestinal strangulation and
atony complicating bowel gangrene. In his review of
16 patients with ileosigmoid knotting, Akgun showed
that aggressive preoperative resuscitation, appropriate
antibiotic therapy, effective surgery and post operative
metabolic support help to minimize morbidity and
mortality rates.'” It was stated that resection of necrotic
small bowel with restoration of intestinal continuity by
primary anastomosis is the best job."> Hartmann’s
procedure is a safe and efficacious option for surgeons
confronted with the complex pathology of colonic area
with acceptable morbidity and mortality."* These
surgical options were followed in the current case and
the post operative course was smooth and uneventful.

CONCLUSIONS

In reviewing literature; compound volvulus in
pregnancy is an uncommon and potentially serious
condition that should be recognized as a surgical
emergency. The closed loops of bowel become
gangrenous in few hours where generalized peritonitis,
sepsis and dehydration are the main complications
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therefore early stabilization with prompt laparotomy
will optimize survival. The clear lesson from this case
stems from the delay in presentation, occurrence in
pregnancy and lack of investigations (X-ray and US)
that all were masking events complicating the
diagnosis. We present this condition to remind
obstetricians too of such a rare cause of acute abdomen
during pregnancy.
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ABSTRACT

Trial of stopping thumb sucking reflecting the
parents worry about their infants and children, but
using a covered nylon fixing with an elastic band to
both thumbs represents unusual and not reported
method as in the present case, ending with gangrene
and amputation of both thumbs at the level of
metacarpophalengeal joints.

INTRODUCTION

In fetuses, the sucking reflex is present from an
early age, and thumb sucking has been observed from
as early as 18 weeks of gestation. Ultrasound pictures
of intrauterine life have even shown fetuses sucking
their thumbs. Thumb sucking is the most common
form of nonfeeding oral activity in childhood. Between
75 and 95 percent of all infants suck their thumbs.
Most children begin this activity during the first year
of life, and the prevalence then diminishes with age.
Six percent of thumb sucking babies continue the habit
past 1 year of age and only 3% continue beyond the
age of 2 years. Thumb sucking should be considered
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normal before the age of 4 years and usually
ignored."’

CASE PRESENTATION

One and a half year old child presented on May
1993 with blackish discoloration of the terminal
phalanx down to the middle of the proximal phalanx
for both thumbs, mother said she wrapped both thumbs
with a nylon cover secured firmly by thin elastic band
to prevent child sucking his thumbs, child started
crying continuously day and night for about 72 hours,
the mother was shocked when she noticed blackish
discoloration of both thumbs.

On examination, blackish discoloration of both
thumbs was observed (Figure 1). Both thumbs showed
gangrenous changes, encircled with redness, and
ulceration.

Decision of amputation was given to the mother.
Primarily she refused, then she was obliged to agree
about the operation. Disarticulation was done at the
level of the metacarpophalengeal joints for both

*Hisham Abd Alkarem Alkattan, MD, lecturer Department of surgery, Mousl medical college, Mousl University, Iraq. E-mail:hishamalkattan @yahoo.com
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thumbs under cover of antibiotic, smooth postoperative
period has been passed, wounds healed without
infection.

Two years later, patient examination has been done.
Figure 2 shows the front view of both hands one year
later, Figure 3 shows the way the child manage
holding spoon pencil after operation.

Figure 1. Anterior views of both hands
with gangrenous changes of thumbs.

Radiological examination was done on 2004 during
regular check up, no abnormal changes were observed,
(Figure 4).

On May 2007, the patient presented complaining of
painful thickened stump of the right hand. Mother
worried about further amputation, no more than
thickened yellowish skin at the terminal stump of the
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Figure 2. Front view of both hands two years
later after the amputation.

Figure 3. Child holding both spoon and pencil
two years after the operation on his own way.

Figure 5. Fourteen years age, yellowish
discoloration of the right thumb stump for the case.
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Figure 4. Anterioposterior view both hand
showed the level of disarticulation
without any evidence of calcification.

Figure 6. Fourteen years later, the case holding
the pencil on his own way.
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right thumb on the palmar aspect of the first ray,
(Figure 5).

Hands function examination carried out for writing,
on patient’s own way, (Figure 6).

X-Ray examination showed calcification appeared
on the dorsal aspect of the head first metacarpal bone
of the right hand (1*0.5). Left hand was not affected
(Figure 7).

Figure 7. Anterioposterior view of both hands.

DISCUSSION

Finger sucking and especially thumb sucking is a
common non-nutritive oral habit. It is more common in
the higher socioeconomic groups and in girls than in
boys. While it is very common in western societies, it
is uncommon in some parts of Africa and Asia. Two
essential reflexes present in the infant at birth and
related to this drive, they are the sucking reflex (which
remains until 12 months of age), and the rooting reflex
(which remains until 7 months of age). However, it is
unclear when normal sucking behavior becomes a
habit that is not considered normal.’

Children suck their thumbs for a variety of reasons.
For infants, it is a natural reflex that often begins in the
womb. As babies grow, they learn a lot about their
bodies and the world around them through sucking.
They suck on their fingers, clothing, and toys. From
this action they learn what is pleasing and what is
uncomfortable. Sucking on an ice cube or cool teething
ring feels good when those first teeth are trying to
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break through, but when the same teething child sucks
on a hard plastic toy, child may experience discomfort.
Young children also use sucking to soothe and comfort
themselves. Since the action is relaxing, it often
induces sleep.”

Meanwhile prolonged thumb-sucking can lead to
serious dental and speech problems, persistent digit
sucking habits are an important etiological factor for
malocclusion due to increased maxillary prognathism;
rotation of the maxillary plane downwards posteriorly
and up wards anteriorly; other is inflammation of a
digit caused by a chronic sucking habit. Also sucking
habit is combined with trichotillomania that leads to
alopecia.>’

There are some practical ways to help child to quit
this habit, such as keeping child’s hands busy with
favorite activities, or using a bandage or a bad-tasting
substance. If the bandage or coating comes off, replace
it without being critical or embarrassing child, special
glove, and thread ribbon through the glove so that it
can be fitted to the hand during times of need.'

Mother’s child trial to stop thumb sucking, by
wrapping the thumbs with a piece of nylon firmly
secured with elastic ring, reflects bad educational
behavior. This is non reported method of thumb
sucking prevention.

Mother’s worry agreed with Timothy G,'® who said
that parents often begin to worry about a child if he or
she continues thumb sucking. If the child continues
thumb-sucking, parents may want to speak to a
pediatrician or dentist to learn about devices of
prevention.>'* 12

A majority of specialists, said Ekaterina P* are not
in favour of intervening with this habit before 4 to 5
years of age on the assumption that in most cases the
habit disappears spontaneously, and for psychological
reasons.

Continuous crying before removal of elastic ring
and the applicants, has been explained by William M
in Dublin and Stammers FA in England,"”'* they
mentioned that important clinical features of acute
arterial interruption complicating a limb injury are:
severe pain in the limb and this goes with the patient
symptoms.
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Thumbs cover fixed firmly by thin elastic band in
our case which acts as tourniquet for more than 72
hours. Two hours is the most generally accepted upper
limit. When the tourniquet time exceeded two hours
there was a degree of tissue reaction in the form of
local indurations after six hours, followed by
vasoconstriction with complete cut blood supply to the
fingers ends which have no collateral circulation end
with gangrene."™"’

CONCLUSIONS

In conclusion bad education about thumb sucking
prevention may lead to serious complication as in our
case. Proper educational program in the community
were advised to prevent such problem.
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SUMMARY

Most physicians are phobic of statistics and
numbers and usually skip reading the "methods" and
"results" sections of published papers. Moreover, a
main difficulty faced by clinicians conducting research
project is data analysis. Epidemiologists have
developed clinically meaningful, easy to apply and to
understand, methods for clinical research data analysis.
These methods are briefly described in this paper
which also contains a summary description of different
research methods. However, this paper is not a
complete reference for designing research projects.
Potential researchers are referred to other resources for
information about designing studies, writing study
protocols and avoiding potential biases and
confounders.

INTRODUCTION

Clinical researcher should acquire some knowledge
of research methods and statistics. However, statistics
should be thought of as tools to help make sense of
research data, rather than rules to follow slavishly. By
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understanding the meaning and accurate application of
few terms, physicians can analyze their own data. The
calculations contained in this article should not be a
cause for concern. All calculation and associated 95%
confidence intervals could be done automatically using
many online calculators.'

CLINICAL RESEARCH

Clinical research projects may be classified in
different ways. They can be observational or
experimental.

An observational study is a study in which nature is
allowed to take its course and can be descriptive or
analytic. Examples of descriptive observational studies
include case reports and series, cross-sectional surveys
and qualitative studies. As these are generally
conducted without a control group for comparison,
they are purely descriptive and are only suitable for
hypothesis  generation. Examples of analytic
observational studies include case-control studies and
(some) cohort studies. These studies generally
compare two subject groups, i.e. cases and controls,

*Mohammed Adib Essali, MD, PhD, MRCPsych, Director, Center of Psychiatry, Damascus, Syria. E-mail: adib-essali@hotmail.com
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and differences in one characteristic are studied in
relation to differences in other(s), without action by the
investigator.

Experimental  studies involve applying an
intervention by the researcher. The main example of
experimental studies is controlled clinical trials where
an intervention is applied to the ‘experimental” group
but not to the control group, and any resulting
differences in outcome are compared. The method of
allocation to intervention and comparison groups is
particularly important for experimental studies.
Randomized allocation is the best way to avoid
imbalances between the groups. The reasons for
randomization are to reduce bias and to ensure that
confounders are distributed randomly between the two
groups. As most clinical outcome assessments are to
some extent subjective, there is potential for error in
their measurement. Blinding of participants and study
staff to intervention status reduces these errors.
However, single or double blinding is not always
possible.

STUDY OUTCOMES

In principle, any type of studies could be
quantitative or qualitative, but the former is much
more common in medicine. Quantitative studies may
measure outcome in a number of ways. Outcomes may
be either continuous (dimensional) or dichotomous
(binary). Continuous or dimensional data can have any
value within the range of all possible values (e.g.
weight and serum glucose level). Dichotomous or
binary data, on the other hand, can only have only two
mutually exclusive categories (e.g. ill/not ill,
dead/alive). Dichotomous outcomes are easier to
measure and to interpret. Moreover, dichotomous
outcomes enable clinical researchers to use the GATE
frame in analyzing their results, and to apply intention-
to-treat analyses. Clinical researchers are usually
advised to convert continuous outcomes into
dichotomous by identifying cut-off points on whatever
continuous scales they are using. So, instead of stating
the body weight, a cut-off point for obesity is set and
the study group is divided into obese and non-obese
persons.

THE GATE FRAME

It has been suggested that all types of clinical
research follow a generic design called the GATE
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(Graphic Appraisal Tool for Epidemiological studies)
frame.” The GATE frame incorporates a triangle, a
circle and a square (Figure 1). The circle represents 2
groups of participants (I) and (C). (I) may be the cases
in case-control studies, or the group receiving the
investigated drug in randomized clinical trials, or the
group tested with the diagnostic test under study in a
cross-sectional study, or the group exposed to harm
(e.g. smoking) in controlled cohort studies. (C) may be
the controls in case-control studies, or the group
receiving placebo or a comparison drug in randomized
clinical trials, or the group tested with the diagnostic
gold standard in a cross-sectional study, or the group
not exposed to harm (e.g. smoking) in controlled
cohort studies.

Figure 1. The Gate frame.

The triangle represents the population (P) under
study. The circle, divided into 2 sections by a vertical
line, represents 2 groups of participants; the
intervention (I) group and the control (C) group. The
study outcomes (O) are represented by a square
divided into 4 sections. The top row (a+b) of the
square represents the participants from I and C who
experience a specified study outcome. The bottom row
(c+d) represents those participants who did not
experience this outcome.

INTENTION-TO-TREAT ANALYSIS (ITT)

All participants should be accounted for at the
completion of a study, and the numbers in the triangle
(study participants) should equal the numbers in the
circle (I+C), which should in turn equal the numbers in
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the square (those with and without the specified study
outcome). However, reduced compliance, and loss to
follow-up are difficult to eliminate entirely, and can be
an important source of bias.

Ideally, all patients who enter a study complete it.
This is rarely the case, however, as patients may be
lost to follow up for a variety of reasons. Deciding
how many patients can drop out of a study before the
results are jeopardized is difficult. The journal
Evidence-Based Mental Health insists on 80% follow-
up, but the most important consideration in how to
interpret dropouts is the use of intention-to-treat
analysis (ITT). ITT analyses people in the groups to
which they were originally randomized, whether they
completed the study or not. Thus, individuals who
drop out of the study are usually regarded as treatment
failures. Alternatively, missing data from study
dropouts may be given the last known value ("last
observation carried forward") or the mean for the
group to permit an ITT analysis, but these approaches
are less reliable.

Using the GATE frame to analyze study results:

All clinical research studies are designed for
calculating the risk of health-related events in
populations. This risk is calculated by measuring
specified health outcomes in a population (a, b, ¢, or d
in the GATE square) and dividing by the number of
persons in that population (I or C in the GATE circle).
The GATE frame may be used in all types of clinical
research. To illustrate its use, the following sections
will discuss its application in two important study
types, namely diagnostic tests and randomized clinical
trials.

DIAGNOSTIC TESTS

When studying a diagnostic test, it is important to
compare that test against a gold standard, the results of
which can be relied on to give a true account of
whether or not the diagnosis is present. In order for
this to be done reliably without the person applying the
diagnostic test or gold standard being influenced by
the findings of the other test, the comparison must be
"blind". The researcher applying the diagnostic test
should be blind to the presence or absence of the
diagnosis according to the gold standard.
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In a GATE frame for a diagnostic study, the triangle
(P) presents the population entering the study. The
circle represents the application of the studied
diagnostic test (I) and of the gold standard (C). The top
row of the square represents the participants who
tested positive according to the studied test (a) and
according to the gold standard (b). The bottom row of
the square represents those participants who tested
negative to the studied test (c) and to the gold standard
(d). Characteristics of the studied test can be calculated
from the GATE square (Figure 2) and are summarized
in Table 1.

Gold Standard
Positive | Negative
Studied | Positive a b
Test Negative c d

Figure 2. Diagnostic test characteristics.

The sensitivity of the test is the proportion of people
with the disorder (according to the gold standard =a+c)
who have a positive test (a). The specificity of the test
is the proportion of people without the disorder
(according to the gold standard = b+d) who have a
negative test (d). The proportion of people with a
positive test (a+b) who have the disorder (a) is called
the positive predictive value (PPV). When a diagnostic
test is negative (c+d) it is useful clinically to know
what proportion of those with a negative test will truly
be free of the disorder (d). This is called the negative
predictive value (NPV). The likelihood ratio of a
positive test result (LR") is the value of a positive test
in increasing the suspicion that an individual has the
disorder. The likelihood ratio for a negative test result
(LR") is the probability of a negative test in those with
the disorder divided by the probability of a negative
test in those without the disorder.

Sensitivity | = ala+c

Specificity | =d/b+d

PPV = ala+b

NPV =d/c+d

LR* = sensitivity / 1- specificity
LR = 1-sensitivity /specificity

Table 1. Summary of diagnostic test characteristics.

RANDOMIZED CLINICAL TRIALS

The efficacy and safety of health interventions are
best tested by means of randomized clinical trials. In a



JABMS: Journal of the Arab Board of Medical Specializations Vol.10, No.1, 2009

GATE frame for a randomized clinical trial, the
triangle (P) represents patients with certain diagnosis
meeting specified inclusion and exclusion criteria. The
circle represents the intervention group (I) and the
control group (C). The top row of the square represents
the participants who had an outcome among the
intervention (a) and the control (b) groups. The bottom
row of the square represents those participants who did
not have the outcome among the intervention (c) and
the control standard (d) groups. The GATE square is
used to estimate the effect of the intervention on
outcomes (Figure 3). Efficacy measures are
summarized in Table 2.

Study Group
Intervention | Control
Yes a b
Outcome No . d

Figure 3. Intervention efficacy measures.

The frequency of the event in question in the control
group is called the control event rate (CER), and is
calculated by dividing the number of control subjects
experiencing the event (b) by the total number of

control subjects (b+d). The experimental event rate

(EER) is similarly calculated for the intervention
group. The event rates (or risk) in the intervention and
control group are compared to assess the “effect” of
the intervention on outcomes. The standard measures
of efficacy are the relative risk, absolute risk reduction
and the number needed to treat.

Control event rate (CER) =b/b+d
Experimental event rate (EER) | =a/a+c
Relative risk (RR) =EER+CER
Absolute risk reduction (ARR) | =EER-CER
Number needed to treat (NNT) | =1/ARR

Table 2. Intervention efficacy measures.

The relative risk (RR) is the risk of the event in
question in the experimental group (EER) divided by
the risk of the same event in controls (CER). The
absolute risk reduction (ARR) is calculated from the
difference between experimental and control event
rates. The number needed to treat (NNT) is a very
important statistic designed to measure the efficacy of
a treatment in a clinically relevant and intuitive way. It
is calculated from the reciprocal of the absolute risk
reduction (ARR). NNT is the number of people need
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to be given the active treatment to prevent one event
that would have occurred had they been treated with
the comparison treatment. In studies where the
outcome of interest is time to an event, calculations
can be extended to show the NNT at any time point
after the start of treatment.’

INTERPRETING CLINICAL RESEARCH
RESULTS

Any research finding could, in theory at least, be
true or false. False positive and false negative results
can be attributable to bias, confounding or chance.
Bias is introduced by poor research technique, and
confounding is a relationship in nature that must be
controlled in good research designs. The role of chance
is a general problem, dealt with traditionally by
statistical tests that give the probability (p value). It is,
however, important to realize that stating a finding to
be ‘statistically significant’ (when p<0.05) only means
that such a difference would arise by chance less than
5% of the time. This arbitrary significance level means
that this is unlikely to have occurred by chance: it does
not mean it did not. Moreover, a ‘statistically
significant’ result 1is not necessarily a clinically
significant one. Researchers are increasingly using
confidence intervals, rather than p values, to measure
the precision of clinical research results. Confidence
intervals give all the information of a 'p-values' plus
the precision of the result.

CONFIDENCE INTERVAL

As any clinical research result can only be regarded
as an estimate of the true situation in the population as
a whole, confidence interval (CI) is usually calculated
in order to measure the precision of the result. CI is the
range within which the true result actually lies, with a
specific degree of assurance (usually 95%), based upon
the result obtained from the conducted clinical
research.* In other words, one can be 95% certain that
the true population value of a result is between the two
limits of the 95% CI.

The confidence interval is related to ‘p-value’ -it is
no accident that the usual values are 95% and 5%,
respectively- but more informative. If, for instance, the
CI for an ARR crosses 0, or that for an NNT crosses
infinity, the results may be attributable to chance
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alone. A narrow confidence interval means little
variability in the result.

CONCLUSIONS

Clinical research should be an integral part of
everyday clinical practice. Practical clinical problems
should direct research projects, and research results
should help practitioners in continuously developing
their practice. Clinical research is best conducted by
clinically active physicians, but most physicians find it
difficult to deal with statistics. The aim of this paper
was to present an easy approach to understanding and
conducting clinical research. A more detailed account
of this approach is freely available in English’ and in
Arabic.® (e.g. hitp://www.epiq.co.nz).
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Public Health
dale dana

A Clinical Trial of a Whole-Virus H5N1 Vaccine Derived From Cell Culture
dagladl & ) pall e paliviuall HSNT JalSll ug pmidl (o pgSall 7l Aladiuid & p pw dul ja

Ehrlich HJ, et al.
N Eng J Med 2006 June;256:2573-2584.

Background: Widespread infections of avian species with avian influenza H5N1 virus and its limited spread to
humans suggest that the virus has the potential to cause a human influenza pandemic. An urgent need exists for an
HS5NT vaccine that is effective against divergent strains of HSN1 virus.

Methods: In a randomized, dose-escalation, phase 1 and 2 study involving six subgroups, we investigated the
safety of an H5N1 whole-virus vaccine produced on Vero cell cultures and determined its ability to induce
antibodies capable of neutralizing various HSN1 strains. In two visits 21 days apart, 275 volunteers between the
ages of 18 and 45 years received two doses of vaccine that each contained 3.75 pg, 7.5 pg, 15 pg, or 30 pg of
hemagglutinin antigen with alum adjuvant or 7.5 pg or 15 pg of hemagglutinin antigen without adjuvant. Serologic
analysis was performed at baseline and on days 21 and 42.

Results: The vaccine induced a neutralizing immune response not only against the clade 1 (A/Vietnam/1203/2004)
virus strain but also against the clade 2 and 3 strains. The use of adjuvants did not improve the antibody response.
Maximum responses to the vaccine strain were obtained with formulations containing 7.5 pg and 15 pg of
hemagglutinin antigen without adjuvant. Mild pain at the injection site (in 9 to 27% of subjects) and headache (in 6
to 31% of subjects) were the most common adverse events identified for all vaccine formulations.

Conclusion: A two-dose vaccine regimen of either 7.5 pg or 15 pg of hemagglutinin antigen without adjuvant
induced neutralizing antibodies against diverse HSN1 virus strains in a high percentage of subjects, suggesting that
this may be auseful H5N1 vaccine.
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Adiposity and Alzheimer’s Disease
yauln )l slag dilaldl

Luchsinger JA, et al.
Curr Opin Clin Nutr Metab Care 2009 Jan;12(1):15-21.

Purpose of Review: Alzheimer’s disease is the most common form of dementia. There are no known preventive or
curative measures. There is increasing evidence for the role of total adiposity, usually measured clinically as BMI,
and central adiposity, in Alzheimer’s disease. This topic is of enormous public health importance given the global
epidemic of high adiposity and its consequences.

Recent Findings: Salient publications in 2007 and 2008 showed that (a) central adiposity in middle age predicts
dementia in old age; (b) the relation between high adiposity and dementia is attenuated with older age; (c) waist
circumference in old age, a measure of central adiposity, may be a better predictor of dementia than BMI; (d) lower
BMI predicts dementia in elderly people; and (e) weight loss may precede dementia diagnosis by decades, which
may explain seemingly paradoxical findings.

Summary: The possibility that high adiposity increases Alzheimer’s disease risk is alarming given global trends of
overweight and obesity in the general population. However, prevention and manipulation of adiposity may also
provide a means to prevent Alzheimer’s disease. Treatment of weight loss in Alzheimer’s disease may also be

important but is beyond the score of this review.
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Pediatrics
Jakal kb

Probiotic Preparation VSL#3 Induces Remission in Children
With Mild to Moderate Acute Ulcerative Colitis

Jlak¥ ) dic aladl il alell cilgall e ddawgiallg disadll GSladl &gk ay yai
VSL#3 dagaadl aidlall &l padiaa aladdivly

Huynh HQ, et al.
Inflamm Bowel Dis 2008 Dec 9.

Background: Ulcerative colitis (UC) is a form of inflammatory bowel disease (IBD) that has periods of
exacerbated symptoms and periods that are symptom-free. The treatment of active UC with probiotic bacteria could
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possibly induce remission. We evaluated the clinical efficacy and safety profile of probiotic preparation VSL#3 in
the treatment of mild to moderate acute UC in the pediatric population.

Methods: Eighteen eligible patients between the ages of 3-17 with mild to moderate acute UC received open-label
VSL#3 daily in 2 divided doses for 8 weeks. The disease activity pre- and post-VSL#3 therapy was assessed by the
simple clinical colitis activity index (SCCAI); Mayo ulcerative colitis endoscopic score; inflammatory markers:
erythrocyte sedimentation rate (ESR) and C-reactive protein (CRP); serum cytokine profiling; and rectal tissue
microbial profiling done at baseline and at week 8.

Results: Thirteen patients completed 8 weeks of VSL#3 treatment and 5 patients were withdrawn due to lack of
improvement. Remission (defined as SCCAI </=3) was achieved in 56% of children (n=10); response (decrease in
SCCAI >/=2, but final score </=5) in 6% (n=1); and no change or worsening in 39% (n=7). Post-VSL#3 treatments
demonstrated a bacterial taxonomy change in rectal biopsy. The VSL#3 was well tolerated in clinical trials and no
biochemical and clinical adverse effects attributed to VSL#3 were identified.

Conclusion: Treatment of pediatric patients diagnosed with mild to moderate UC with VSL#3 resulted in a
remission rate of 56% and a combined remission/response rate of 61%.
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Risk Factors For Hospital Readmission Within 30 Days:
A New Quality Measure For Children With Sickle Cell Disease

rlaga 30 i ddaall 2 Josill Saled § gkl Jalgs
Aaiall clall pubaall Jlabd) s dusall dbadl ducgi yubidl Sasax §/ai

Frei-Jones MJ, et al.
Pediatr Blood Cancer 2006 Dec 4.

Background: The National Association of Children’s Hospitals and Related Institutions (NACHRI) established
hospital readmission within 30 days as a benchmark for quality care in children with Sickle Cell Disease (SCD).
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Among children with SCD, limited data exists to identify risk factors for readmission and whether they are
modifiable.

Procedure: We performed a retrospective cohort study to identify risk factors for readmission. All admissions for
children with SCD in a 1-year period were reviewed; cases were defined as children with SCD readmitted within
30 days after their first admission during the study period and controls, children with SCD who were not
readmitted.

Results: We identified 30 cases and 70 controls. No difference in demographic data was found between groups.
The most common admission and readmission diagnosis was pain, 78 and 70%, respectively. The greatest risk
factor for readmission was no outpatient hematology follow-up within 30 days of discharge (OR 7.7, 95% CI 2.4-
24.4). A diagnosis of asthma was also a risk factor for readmission (OR 2.9, 95% CI 1.2-7.3). Patients who required
supplemental oxygen to maintain saturations in the normal range and were on room air for </=24 hr at discharge
were also more likely to be readmitted (OR 3.3, 95% CI 1.1-9.7). Multivariate analysis identified lack of outpatient
follow-up and disease severity, defined as >/=3 admissions in the previous 12 months as predictors for readmission
(R(2)=0.41).

Conclusion: Potentially modifiable risk factors exist to decrease the rate of readmission of children with SCD
admitted to the hospital for pain.
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Antibodies Against Synthetic Deamidated Gliadin Peptides
For Celiac Disease Diagnosis And Follow-Up in Children
dayliallg pasduidll 2 aadl degyva daaiall Smabdad] cilagiy aladi aladiul
Jlakad | wic BYyll o lall @il B
Basso D, et al.
Clinical Chemistry 2009;55:150-157.

Background: AGA IgA II and AGA IgG II have recently been suggested as reliable tools for celiac disease (CD)
diagnosis. We compared their utility for diagnosis and monitoring CD in children with that of tTG IgA, an
established CD marker.
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Methods: We studied a cohort of 161 CD and 129 control children in whom CD was histologically confirmed or
ruled out. We followed 37 children with CD on a gluten-free diet for 12 84 months. In fasting sera, we measured
AGA IgA 11, AGA IgG 11, and tTG IgA using ELISAs.
Results: The best sensitivity (92.5%), specificity (97.6%), positive predictive value (98%), and negative predictive
value (91.2%) were obtained using tTG IgA. AGA IgG II correctly identified 3 of 3 children with CD with total IgA
deficiency who had negative AGA IgA II and tTG IgA results. In children <2 years old without total IgA
deficiency, AGA IgG II and tTG IgA performed equally well (sensitivity 96.4% and specificity 100%). AGA IgA
II, AGA IgG II, and tTG IgA concentrations diminished significantly (P<0.0001) after 1 year of a gluten-free diet,
reaching values below the cutoff in 87%, 70%, and 51% of cases, respectively.
Conclusion: The best available index for diagnosing CD in children was tTG IgA. In infants <2 years old, AGA
IgG II performed as well as tTG IgA in cases without total IgA deficiency and allowed detection of CD when total
IgA was <0.06 g/L. Gluten-free diet monitoring can be achieved using any of the studied serum markers.
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Prevalence and Impact of Respiratory Viral Infections
in Young Children With Cystic Fibrosis

Ewijk BEV, et al.
Pediatrice 2008 Dec;122(6):1171-6.

Objective: We aimed to investigate differences in upper and lower respiratory tract symptoms in relation to
respiratory viral infections detected with polymerase chain reaction assays in young children with cystic fibrosis
and healthy control subjects.

Methods: In a 6-month winter period, 20 young children with cystic fibrosis and 18 age-matched, healthy, control
subjects were contacted twice per week for detection of symptoms of an acute respiratory illness. If any symptom
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was present, then a home visit was made for physical examination and collection of nasopharyngeal swabs for viral
analysis. In addition, parents were instructed to collect nasopharyngeal swabs every 2 weeks.
Results: Children with cystic fibrosis and healthy control subjects had similar frequencies of acute respiratory
illnesses (3.8 +/- 1.0 and 4.2 +/- 1.7 episodes, respectively). Although there were no significant differences in upper
respiratory tract symptoms, the children with cystic fibrosis had longer periods of lower respiratory tract symptoms
(22.4 +/- 22.2 vs 12.8 +/- 13.8 days) and a higher mean severity score per episode (2.35 +/- 0.64 vs 1.92 +/- 0.46).
In addition, similar increases in upper respiratory tract symptom scores were associated with significantly greater
increases in lower respiratory tract symptom scores in children with cystic fibrosis. No differences in the seasonal
occurrences and distributions of respiratory viruses were observed, with picornaviruses and coronaviruses being the
most prevalent.
Conclusion: Although there were no differences in the seasonal occurrences and distributions of polymerase chain
reaction-detected respiratory viruses, acute respiratory illnesses were frequently associated with increased lower
respiratory tract morbidity in young children with cystic fibrosis.
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Obstetrics And Gynecology
diluisll il pa¥ g aulgill

A Prospective Randomized Controlled Trial of Preimplantation Genetic Screening
in The "Good Prognosis'' Patient
asad) ) clga cluid) dis PGS uyadl Jad Al jol) zossad] aladinid dogada duilgeiss doliiinsa dual ja

Meyer LR, et al.
Fertil Steril 2006 Sep 17.

Objective: To determine whether the routine use of preimplantation genetic screening (PGS) in "good prognosis"
women improves in vitro fertilization (IVF) cycle outcome. DESIGN: Randomized, controlled, prospective clinical
study.
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Setting: Private infertility clinic.

Patients: Infertile women predicted to have a good prognosis as defined by: age <39 years, normal ovarian reserve,
body mass index <30 kg/m(2), presence of ejaculated sperm, normal uterus, </=2 previous failed IVF cycles.
Interventions: Patients were randomized to the PGS group or the control group on day 3 after oocyte retrieval; 23
women underwent blastomere biopsy on day 3 after fertilization (PGS group), and 24 women underwent routine
IVF (control group). All embryos were transferred on day 5 or 6 after fertilization.

Main Outcome Measures: Pregnancy, implantation, multiple gestation, and live birth rates.

Results: No statistically significant differences were found between the PGS and control groups with respect to
clinical pregnancy rate (52.4% versus 72.7%). However, the embryo implantation rate was statistically significantly
lower for the PGS group (31.7% versus 62.3%) as were the live birth rate (28.6% versus 68.2%) and the multiple
birth rate (9.1% versus 46.7%).

Conclusion: In a "good prognosis" population of women, PGS does not appear to improve pregnancy,
implantation, or live birth rates.
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Serum Levels of Angiopoietin-Related Growth Factor Are Increased in Preeclampsia
Tl Ju La e 3 ouibigigaani il dladall gaill Jalad dulaall abgiwall §ak)

Stepan H, et al.
Am J Hypertens 2008 Dec 4.

Background: Preeclampsia is a serious complication in pregnancy with an increased future cardiovascular and
metabolic risk for both mother and newborn. Recently, angiopoietin-related growth factor (AGF) was introduced as
a novel liver-derived protein with proangiogenic and insulin-sensitizing effects. In the current study, we
hypothesized that serum levels of AGF would be lower in preeclamptic patients as compared to healthy controls.

Methods: AGF was quantified by enzyme-linked immunosorbent assay (ELISA) in control and preeclamptic
patients during pregnancy (Control: n=22, Preeclampsia: n=22) and 6 months after delivery (Control: n=20,
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Preeclampsia: n=20). Furthermore, circulating AGF was correlated to clinical and biochemical measures of renal
function, glucose, and lipid metabolism, as well as inflammation.

Results: During pregnancy, median maternal AGF concentrations were significantly higher in preeclampsia (191.6
microg/l) as compared to control subjects (136.3 microg/l) (P=0.004). Furthermore, preeclampsia and systolic
blood pressure (SBP) were associated with AGF levels in multivariate analyses independent of maternal age.
However, higher circulating AGF concentrations in preeclampsia did not persist 6 months after delivery.

Conclusion: Maternal AGF serum levels are significantly and paradoxically higher in preeclampsia during
pregnancy. However, median postpartum circulating AGF levels are similar in preeclampsia and normal
pregnancies.
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Risk Factors Associated to Female Infertility
S adall i3l pall § ghadl Jalge

Ramos R, et al.
Ginecol Obstet Mex 2008 Dec;76(12):717-21.

Background: Incidence of female infertility is growing worldwide and its rate varies from 10 to 20%. It has been
reported diverse risk factors associated with this medical complication.

Objective: To identify the risk factors with significant association with female infertility.

Material and methods: A case-control study was carried out. There were included 440 patients, divided into 220
women with primary or secondary female infertility (cases) and 220 women without infertility recruited at mediate
postpartum (controls). Twenty sociodemographic and clinical risk factors for female infertility were analyzed.
Statistical analysis was performed with percentages, arithmetic media, standard error, Student t test and chi
squared. An alpha value was set at 0.05.

Results: There were 6 factors with statistical significance: advanced age (p<0.001), elevated body mass index
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(p<0.001), age of onset of sexual activity (p<0.001), prior pelvic surgeries (p<0.001), and presence of stress
(p<0.001). Other risk factors such as smoking, chemical and radiological treatments, pelvic inflammatory disease,
exercise, contraceptive use, alcohol intake, drugs, coffee, solvents, glue and insecticides, were not significant.
Conclusion: There are clinical and demographic risk factors associated with female infertility. Their identification
in women at reproductive age could diminish the frequency of female infertility and, thus, avoid their
consequences.
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Surgery
il !

Risk Factors Affecting Pancreatic Fistulas After Pancreaticoduodenectomy

gl by pSinl] o] a5 doply sl gl igam A § el § j9adl Jalge

Choe YM, et al.
World J Gastroenterol 2008 Dec 7;14(45):6970-6974.

Aim: To analyze the risk factors of pancreatic leakage after pancreaticoduodenectomy.

Methods: We retrospectively reviewed 172 consecutive patients who had undergone pancreaticoduodenectomy at
Inha University Hospital between April 1996 and March 2006. We analyzed the pancreatic fistula rate according to
the clinical characteristics, the pathologic and laboratory findings, and the anastomotic methods.

Results: The incidence of developing pancreatic fistulas in patients older than 60 years of age was 21.7% (25/115),
while the incidence was 8.8% (5/57) for younger patients; the difference was significant (P=0.03). Patients with a
dilated pancreatic duct had a lower rate of post-operative pancreatic fistulas than patients with a non-dilated duct
(P=0.001). Other factors, including clinical features, anastomotic methods, and pathologic diagnosis, did not show
any statistical difference.

Conclusion: Our study demonstrated that pancreatic fistulas are related to age and a dilated pancreatic duct. The
surgeon must take these risk factors into consideration when performing a pancreaticoduodenectomy.
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Diagnosing Acute Appendicitis: Are We Overusing Radiologic Investigations?
§dae Landal) dnaudindiiil] e baiiudl baladiul 3 Saby) dbn Ja saladl 5a3) W clgal) jauduis

Wong KK, et al.
J Pediatr Surg 2008 Dec;43(12):2259-41.

Purpose: Acute appendicitis is the most common emergency presenting to pediatric surgeons. With proper history
and thorough physical examination, the diagnosis of the condition clinically should approach 90%. With the
increasing ease of performing radiologic investigations because of technological advances, more ultrasound and
computed tomography (CT) are used to help diagnosing appendicitis. The aim of this study is to review the trend of
diagnosing appendicitis in a single center and discuss the implications.

Methods: A retrospective analysis was carried out for all patients who were admitted with acute appendicitis
between 1997 and 2007. The methods of diagnosis were divided into 3 groups as follows: clinical, ultrasound, and
CT. The demographics and operative findings were noted. Statistical analysis was done using Fisher’s Exact test
and paired t test when appropriate. A value of P < .05 was considered to be statistically significant.

Results: During this period, a total of 254 patients (167 boys and 87 girls) were admitted with appendicitis. The
average age at presentation was 12 years, and the mean duration of symptoms before presentation was 2 days. For
11 years, there was an initial rise of the use of ultrasound (10% in 1997 to a peak of 60% in 2005). This percentage
decreased with a corresponding rise of the use of CT scan (0% in 1997 to 35% in 2007). There was no correlation
found between the use of adjunct investigations and the severity of appendicitis found at operation, suggesting an
overreliance of CT.

Conclusion: It appears that there is an increasing trend in using radiologic investigations for the diagnosis of
appendicitis for the past 11 years. With the association of cancer in later life and early radiation exposure well
documented, it would be advisable to avoid the use of CT if possible.
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Role of Robot-Assisted Surgery For Bladder Cancer
A i) e aaizall Aball Gl pu )

Hemal AK.
Curr Opin Urol 2009 Jan;19(1):69-75.

Purpose of Review: To review the developments and current status of robot-assisted radical cystectomy (RARC)
with pelvic lymphadenectomy (PLND) and urinary diversion for the treatment of bladder cancer.
Recent findings: RARC is growing steadily in 2008, and it is superseding pure laparoscopic radical cystectomy
(LRC) at centers, where robot is available and increasingly becoming an option at major tertiary referral centers.
RARC with PLND can be performed with tolerance and effectiveness. Urinary diversions with RARC are
performed extra corporeally via a small incision as intracorporeal diversion takes a long operative time with
associated morbidity and complications. Short-term oncologic follow-up data is satisfactory. Advantages of RARC
are minimal blood loss, shorter hospital stay, quicker recovery, and possibly more precise and rapid removal of the
bladder with PLND, though depends on the experience and skills of the surgeon.
Summary: The future of RARC with extracorporeal reconstruction of urinary diversion (ECUD) looks optimistic
as favored by the patients and surgeons alike and emerging as an alternate technique. Lack of uniform PLND,
devoid of long-term oncological and functional outcome data are still issues to be answered.
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Antioxidant Enriched Enteral Nutrition and Oxidative Stress After
Major Gastrointestinal Tract Surgery
Sgaall gazall Juall Ao s uSll clan ol a duwSEl) Sadidlg §awsH) alalaes duddl digaall dyaiill

van Stijn MF, et al.
World J Gastroenterol 2008 Dec 7;14(45):6960-6969.

Aim: To investigate the effects of an enteral supplement containing antioxidants on circulating levels of
antioxidants and indicators of oxidative stress after major gastrointestinal surgery.
Methods: Twenty-one patients undergoing major upper gastrointestinal tract surgery were randomised in a single
centre, open label study on the effect of postoperative enteral nutrition supplemented with antioxidants. The effect
on circulating levels of antioxidants and indicators of oxidative stress, such as F2-isoprostane, was studied.
Results: The antioxidant enteral supplement showed no adverse effects and was well tolerated. After surgery a
decrease in the circulating levels of antioxidant parameters was observed. Only selenium and glutamine levels were
restored to pre-operative values one week after surgery. F2-isoprostane increased in the first three postoperative
days only in the antioxidant supplemented group. Lipopolysaccharide binding protein (LBP) levels decreased faster
in the antioxidant group after surgery.
Conclusion: Despite lower antioxidant levels there was no increase in the circulating markers of oxidative stress on
the first day after major abdominal surgery. The rise in F2-isoprostane in patients receiving the antioxidant
supplement may be related to the conversion of antioxidants to oxidants which raises questions on antioxidant
supplementation. Module AOX restored the postoperative decrease in selenium levels. The rapid decrease in LBP
levels in the antioxidant group suggests a possible protective effect on gut wall integrity. Further studies are needed
on the role of oxidative stress on outcome and the use of antioxidants in patients undergoing major abdominal
surgery.
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Cardiovascular Diseases
duileoll duslill Lal ya¥)

Value of Cardiac Troponin I Cutoff Concentrations Below the 99th
Percentile For Clinical Decision-Making

5yl 31l 3 2 T il igag 5l 99 Al Ayl (g0 dimyd] Al 341 i gt

Eggers KM, et al.
Clinical Chemistry 2009;55:65-92.

Background: The aim of this study was to evaluate factors influencing the 99th percentile for cardiac troponin I
(cTnl) when this cutoff value is established on a highly sensitive assay, and to compare the value of this cutoff to
that of lower cutoffs in the prognostic assessment of patients with coronary artery disease.

Methods: We used the recently refined Access AccuTnl assay (Beckman-Coulter) to assess the distribution of ¢Tnl
results in a community population of elderly individuals [PIVUS (Prospective Study of the Vasculature in Uppsala
Seniors) study; n = 1005]. The utility of predefined cTnl cutoffs for risk stratification was then evaluated in 952
patients from the FRISC II (FRagmin and Fast Revascularization during InStability in Coronary artery disease)
study at 6 months after these patients had suffered acute coronary syndrome.

Results: Selection of assay results from a subcohort of PIVUS participants without cardiovascular disease resulted
in a decrease Men had higher rates of cTnl elevation with
respect to the tested thresholds. Whereas the 99th percentile cutoff was not found to be a useful prognostic indicator
for 5-year mortality, both the 90th percentile (hazard ratio 3.1; 95% CI 1.9 5.1) and the 75th percentile (hazard
ratio 2.8; 95% CI 1.7 4.7) provided useful prognostic information. Sex-specific cutoffs did not improve risk
prediction.

Conclusion: The 99th percentile of cTnl depends highly on the characteristics of the reference population from
which it is determined. This dependence on the reference population may affect the appropriateness of clinical
conclusions based on this threshold. However, cTnl cutoffs below the 99th percentile seem to provide better
prognostic discrimination in stabilized acute coronary syndrome patients and therefore may be preferable for risk
stratification.
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Pulmonary Diseases
dajaall pal il

Increased Cell-Free DNA Concentrations in Patients With Obstructive Sleep Apnea
gl 5ol | i) §Undil (i o dic aall 2l DNA Gall cibigiusa g L)

Shin C, et al.
Peychiatry Clin Neurosci. 2006 Dec;62(6):721-7.

Aim: Blood concentrations of cell-free DNA, which is considered to be released during apoptosis, are elevated
under some pathological conditions such as cardiovascular disease and cancer. The association between obstructive
sleep apnea (OSA) and cell-free DNA concentrations has not been reported so far. The purpose of the present study
was to examine the association between OSA and plasma DNA concentrations.

Methods: A case-control study was conducted using a total of 164 men aged 39-67 years, who were free of
coronary heart disease and cancer. Laboratory-based overnight polysomnography was performed for all
participants.

Results: On the basis of polysomnography, patients with an apnea-hypopnea index (AHI)=5-30 events/h were
defined as having mild-moderate OSA (n=33) and those with >30 events/h were defined as having severe OSA
(n=49). All 82 controls had AHI<5 events/h. Plasma DNA concentrations from all participants were analyzed for
the beta-globin gene using fluorescence-based real-time polymerase chain reaction. Patients with severe OSA had
significantly higher plasma DNA concentrations than persons with mild-moderate OSA and those without OSA
(P<0.05). AHI was significantly associated with body mass index (P<0.001), hypertension (P<0.001), and plasma
DNA concentration (P<0.05).

Conclusion: After taking into account hypertension and other potential risk factors, persons with high plasma DNA
concentrations (>8 microg/L) had approximately fourfold higher odds of OSA than those with low DNA levels.
Further data are warranted to confirm the association for men and to evaluate the association for women.
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Endocrinology, Metabolism, And Diabetes Mellitus
S Sl | < lallg udliiuad|g anall aakdl (&l yai

Antecedent Hypoglycemia Impairs Autonomic Cardiovascular Function -

Implications For Rigorous Glycemic Control
-duile o) dwldll duilall dawaall daulagll Bauay aall Asl Galuad| (& yadll
ilegl) dLnldll Ao 9! d il e gl Galad] 2 yacid
Rl ajlall sl clsadss

Adler CK, et al.
Diabetes 2006 Dec 2.

Objective: Glycemic control decreases the incidence and progression of diabetic complications, but increases the
incidence of hypoglycemia. Hypoglycemia can impair hormonal and autonomic responses to subsequent
hypoglycemia. Intensive glycemic control may increase mortality in individuals with type 2 diabetes at high risk
for cardiovascular complications. We tested the hypothesis that prior exposure to hypoglycemia leads to impaired
cardiovascular autonomic function.

Research Design and Methods: Twenty healthy subjects (age 28+/-2 years; 10 males) participated in two 3-day
in-patient visits, separated by 1-3 months. Autonomic testing was performed on days 1 and 3 to measure
sympathetic, parasympathetic and baroreflex function. A 2 hour hyperinsulinemic [hypoglycemic (2.8 mmol/l) or
euglycemic (5.0 mmol/l)] clamp was performed in both the morning and afternoon of day 2.

Results: Comparison of the day 3 autonomic measurements demonstrated that antecedent hypoglycemia leads to:
(1) reduced baroreflex sensitivity (16.7+/-1.8 vs. 13.8+/-1.4 ms/mmHg, P=0.03); (2) decreased muscle sympathetic
nerve activity response to transient nitroprusside-induced hypotension (53.3+/-3.7 vs. 40.1+/-2.7 bursts/minute,
P<0.01); and (3) reduced (P<0.001) plasma norepinephrine response to lower body negative pressure (3.0+/-0.3 vs.
2.0+/-0.2 nmol/l at -40 mmHg).

Conclusion: Baroreflex sensitivity and the sympathetic response to hypotensive stress are attenuated following
antecedent hypoglycemia. Because impaired autonomic function, including decreased cardiac vagal baroreflex
sensitivity, may contribute directly to mortality in diabetes and cardiovascular disease, our findings raise new
concerns regarding the consequences of hypoglycemia.
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Gastroenterology

dacuagd! sal

Overexpression of Pulmonary Surfactant Protein A like Molecules in
Inflammatory Bowel Disease Tissues
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AL sgaall s lall Aol 2

Luo JM, et al.
Zhong Nan Da Xue Xue Bao Yi Xue Ban 2008 Nov;33(11):979-86.

Objective: To investigate the distribution of pulmonary surfactant protein A (SP-A) like molecules and the bridge

of frontier host defense and adaptive immune response cell of CD68 positive macrophages in inflammatory bowel
disease (IBD).

Methods: Surgical specimens derived from involved areas and normal area of the colon with Crohn disease (CD)

and ulcerative colitis (UC) were obtained from Department of Pathology, Rhode Island Hospital, Brown University
Medical Center. The distribution of SP-A like molecule in intestine of IBD was detected by immunohistochemistry.

Results: SP-A like molecule located in epithelia of intestine, the surface of intestine vili, blood vessels of

connective tissue, and some inflammatory cells. The number of macrophages with both SP-A like molecule and
CD68 positive was dramatically increased in the inflammatory area than the normal area. Some CD68 positive
macrophages expressed SP-A like immunoreactivity by immunofluorescence double labeling.

Conclusion: SP-A is an important host defense molecule in lung, and SP-A expression in large intestine may
reflect a close relation between 2 organs in immune response towards inflammation.
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Hematology And Oncology
pligdlg pall pal yai

Utility of Kallikrein-Related Peptidases (KLKs) as Cancer Biomarkers
diln pou g bl 98 (KLKS) ¢ pSullSIly ddlaiall jlagiad] calag i 5ails

Emami N, et al.
Clinical Chemistry 2008;54:1600-1607.

Background: The human kallikrein-related peptidase (KLK) family consists of 15 highly conserved serine
proteases, which are encoded by the largest uninterrupted cluster of protease genes in the human genome. To date,
several members of the family have been reported as potential cancer biomarkers. Although primarily known for
their biomarker value in prostate, ovarian, and breast cancers, more recent data suggest analogous roles of KLKs in
several other cancers, including gastrointestinal, head and neck, lung, and brain malignancies. Among the proposed
KLK cancer biomarkers, prostate-specific antigen (also known as KILK3) is the most widely recognized member in
urologic oncology.

Content: Despite substantial progress in the understanding of the biomarker utility of individual KLKSs, the current
challenge lies in devising biomarker panels to increase the accuracy of prognosis, prediction of therapy, and
diagnosis. To date, multiparametric KLK panels have been proposed for prostate, ovarian, and lung cancers. In
addition to their biomarker utility, emerging evidence has revealed a number of critical functional roles for KLKSs in
the pathogenesis of cancer and their potential use as therapeutic targets.

Summary: KLKs have biomarker utility in many cancer types but individually lack sufficient specificity or
sensitivity to be used in clinical practice; however, groups of KLKs and other candidate biomarkers may offer
improved performance.
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Lymph Node Ratio As An Alternative to pN
Staging in Node-Positive Breast Cancer
PN Al e JuauS Kiglaalll adad! dawd

dsglaalll adadl (b gaddl la pu 2 daa jodl Ao padl ansdi (2

Vinh-Hung V, et al.
J Clin Oncol 2009 Jan 21.

Purpose: In the current pTNM classification system, nodal status of breast cancer is based on the number of
involved lymph nodes and does not account for the total number of lymph nodes removed. In this study, we
assessed the prognostic value of the lymph node ratio (LNR; ie, ratio of positive over excised lymph nodes) as
compared with pN staging and determined its optimal cutoff points.

Patients and Methods: From the Geneva Cancer Registry, we identified all women diagnosed with node-positive
breast cancer between 1980 and 2004 (n=1.829). The prognostic value of LNRs was calculated for values ranging
from 0.05 to 0.95 by Cox regression analysis and validated by bootstrapping. Based on maximum likelihood, we
identified cutoff points classifying women into low-, intermediate-, and high-risk LNR groups.

Results: Optimal cutoff points classified patients into low- (</=0.20), intermediate- (>0.20 and </=0.65), and high-
risk (>0.65) LNR groups, corresponding to 10-year disease-specific survival rates of 75%, 63%, and 40%, and
adjusted mortality risks of 1 (reference), 1.78 (95% CI, 1.46 to 2.18), and 3.21 (95% CI, 2.54 to 4.06), respectively.
In contrast to LNR risk categories, survival curves of pN2 and pN3 crossed after 15 years, and their adjusted
mortality risks showed overlapping Cls: 2.07 (95% CI, 1.69 to 2.53) and 2.84 (95% CI, 2.23 to 3.61), respectively.
Conclusion: LNR predicts survival after breast cancer more accurately than pN classification and should be
considered as an alternative to pN staging.
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Infectious Diseases
dulig) Jal ¥

Rhinoviruses Are a Major Cause of Wheezing
and Hospitalization in Children Less Than 2 Years of Age
M il S i) b yuid|

yaadl g Ailill o ga Jlak¥l ais adaall Jgiag

Fiotrowska Z, et al.
Pediatr Infect Dis J 2008 Dec 3.

Background: Human rhinoviruses (HRV) are now considered major respiratory pathogens. We sought to
determine whether HRV are a cause of wheezing and/or hospitalization in children <2 years old.

Methods: A polymerase chain reaction assay was used to screen for HRV infection in 4 categories of children <2
years old: (1) with symptoms of respiratory tract disease without wheezing; (2) with wheezing with or without
other symptoms; (3) who were asymptomatic and; (4) who had a respiratory specimen submitted to a diagnostic
laboratory. All specimens were collected between January and December 2004. Phylogenetic analyses were
performed on most HRV isolates.

Results: Twenty-eight (17%) of 165 children with symptoms of respiratory infection without wheezing; 21
(26.3%) of 80 children with wheezing; 3 (3%) of 93 asymptomatic children; and 47 (23.3%) of 202 children with
specimens submitted to the diagnostic laboratory tested positive for HRV. The difference between the rates of
infection in the asymptomatic group and in each of the 3 other categories was statistically significant (P </= 0.01).
Among HRV-positive children with samples submitted to the diagnostic laboratory, 55% were hospitalized, which
was similar to that observed for respiratory syncytial virus (52.7%) among children of a similar age group and time
period (P = 0.85). Diverse groups of HRV were circulating during the 1-year study period.

Conclusion: HRV are important pathogens among children <2 years old and are responsible for a significant
proportion of wheezing this age group. The hospitalization rates of HRV-positive children seem to be similar to
that of respiratory syncytial virus.
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Clinical Management of HIV/hepatitis C Virus Coinfection
C ol Qlgaldl ug pdg HIV (g piadl dsliall jos (g s & yidaad] maddl (g gl pasadd]

Pozza R.
J Am Acad Nurse Pract 2008 Oct;20(10):496-505.

Purpose: The purpose of this study was to review the current management of hepatitis C virus (HCV) in persons
coinfected with HIV.
Data sources: Comprehensive review of current scientific literature derived from electronic databases, article
bibliographies, and conference abstracts.
Conclusion: HCV treatment is feasible in the individual coinfected with HIV; however, therapy is complex and
requires intensive monitoring and support to achieve the outcome of viral eradication. New strategies to improve
HCYV treatment rates, adherence to therapy, and virological response rates are needed in this patient population.
Implications for Practice: Nurse practitioners are crucial to the management of the HIV/HCV-coinfected patient.
This patient population requires detailed clinical monitoring, education, side effect management, and strategies to
improve adherence to therapy.
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Nephrology And Urology
el Jlgadly Ll Jal yai

Increased Cardiovascular Risk Associated With Reduced Kidney Function
daglSll daukagll acnl yil di3) padl duile gll dualill § jghail Saly)

Ryan TF, et al.
Am J Nephrol 2009 Jan 19;29(6):620-625.

Background: Individuals with chronic kidney disease (CKD) are at substantial risk for cardiovascular mortality,
but the risk associated with specific glomerular filtration rates (GFRs) is unknown. The objective of this study was
to investigate the relationship between level of kidney function and the risk of cardiovascular mortality in a diverse
population.
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Methods and Results: This was a nonconcurrent cohort study of 34,982 ambulatory patients. Kidney function was
entered into the model as a time-dependent variable to minimize misclassification and allow for improved estimate
of the effect of decreasing GFR on cardiovascular mortality. The adjusted hazard ratio for cardiovascular mortality
was 1.00 (95% CI 0.93-1.06) with an estimated GFR (eGFR) of 45-59; 1.77 (95% CI 1.65-1.89) with an eGFR 30-
44;3.75 (95% CI 3.47-4.06) with an eGFR 15-29, and 3.83 (95% CI 3.40-4.33) with an eGFR <15.

Conclusion: We demonstrate a graded risk of cardiovascular mortality with decreasing GFR, with a marked
increase with an eGFR <45 ml/min/1.73 m(2). These data also suggest that the availability of eGFR to physicians
has had little impact on reducing the cardiovascular risk facing individuals with CKD. Our findings further
highlight the public health significance of CKD and the importance of its early identification and management to
reduce cardiovascular mortality.
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Health Literacy and Access to Kidney Transplantation
Al £ )y el yomd el g dasmad| LB (5 giuua

Grubbs V, et al.
Clin J Am Soc Nephrol 2008 Dec 3.

Background And objectives: Few studies have examined health literacy in patients with end stage kidney disease.
We hypothesized that inadequate health literacy in a hemodialysis population is common and is associated with
poorer access to kidney transplant wait-lists.

Design, setting, participants, & measurements: We enrolled 62 Black and White maintenance hemodialysis
patients aged 18 to 75. We measured health literacy using the short form Test of Functional Health Literacy in
Adults. Our primary outcomes were (1) time from dialysis start date to referral date for kidney transplant evaluation
and (2) time from referral date to date placed on kidney transplant wait-list. We used Cox proportional hazard
models to examine the association between health literacy (adequate versus inadequate) and our outcomes after
controlling for demographics and co-morbid conditions.

Results: Roughly one third (32.3%) of participants had inadequate health literacy. Forty-seven (75.8%) of
participants were referred for transplant evaluation. Among those referred, 40 (85.1%) were wait-listed.
Participants with inadequate health literacy had 78% lower hazard of referral for transplant evaluation than those
with adequate health literacy (adjusted hazard ratio [AHR] 0.22; 95% confidence interval 0.08, 0.60; P=0.003). The
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hazard ratio of being wait-listed by health literacy was not statistically different (AHR 0.80, 95% CI, 0.39, 1.61),
P=0.5).

Conclusion: Inadequate health literacy is common in our hemodialysis patient population and is associated with a
lower hazard of referral for transplant evaluation. Strategies to reduce the impact of health literacy on the kidney
transplant process should be explored.
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Rheumatology And Orthopedics
plaxll Jal yaiy gl yal pdl

Giant Osteoclast Formation and Long-Term Oral Bisphosphonate Therapy
Bisphosphonate 2dlghaall digaidl dadlaall A ddb adl abbadl &l palS JSiad

Robert S, et al.
N Eng J Med 2009 Jan;260(1):53-62.

Background: Bisphosphonates decrease bone resorption and are commonly used to treat or prevent 0steoporosis.
However, the effect of bisphosphonates on their target cells remains enigmatic, since in patients benefiting from
therapy, little change, if any, has been observed in the number of osteoclasts, which are the cells responsible for
bone resorption.

Methods: We examined 51 bone-biopsy specimens obtained after a 3-year, double-blind, randomized, placebo-
controlled, dose-ranging trial of oral alendronate to prevent bone resorption among healthy postmenopausal women
40 through 59 years of age. The patients were assigned to one of five groups: those receiving placebo for 3 years;
alendronate at a dose of 1, 5, or 10 mg per day for 3 years; or alendronate at a dose of 20 mg per day for 2 years,
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followed by placebo for 1 year. Formalin-fixed, undecalcified planar sections were assessed by bone
histomorphometric methods.
Results: The number of osteoclasts was increased by a factor of 2.6 in patients receiving 10 mg of alendronate per
day for 3 years as compared with the placebo group (P<0.01). Moreover, the number of osteoclasts increased as the
cumulative dose of the drug increased (r=0.50, P<0.001). Twenty-seven percent of these osteoclasts were giant cells
with pyknotic nuclei that were adjacent to superficial resorption cavities. Furthermore, giant, hypernucleated,
detached osteoclasts with 20 to 40 nuclei were found after alendronate treatment had been discontinued for 1 year.
Of these large cells, 20 to 37% were apoptotic, according to both their morphologic features and positive findings
from in situ end labeling.
Conclusion: Long-term alendronate treatment is associated with an increase in the number of osteoclasts, which
include distinctive giant, hypernucleated, detached osteoclasts that are undergoing protracted apoptosis.
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Neurology
dasazdl jal il

Role of Iron in Neurotoxicity: A Cause For Concern in the Elderly?
§omiusall dic BlAl Sleaa Jias J& sduandl daall 2 sasdl j9a

Stankiewicz JM, et al.
Curr Opin Clin Nutr Metab Care 2009 Jan;12(1):22-29.

Purpose of Review: To explore the role of iron physiology in the brain of healthy adults and review how increased
brain iron deposition has been associated with common neurodegenerative diseases that affect the elderly.

Recent Findings: Because iron plays a role in oxygen transportation, myelin synthesis, neurotransmitter
production, and electron transfers, it serves as a crucial cofactor in normal central nervous metabolism. However,
an increased level of brain iron may promote neurotoxicity due to free radical formation, lipid peroxidation, and
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ultimately, cellular death. Advanced neuroimaging techniques and pathological studies have demonstrated
increased brain iron with aging, and increased iron deposition has also been observed in patients with a
constellation of neurological diseases, including Alzheimer’s disease, Parkinson’s disease, and stroke.

Summary: Pathologic and neurologic imaging coupled with experimentation have increased our understanding of
the link between iron and neurodegeneration. A potential implication is that disease-modifying therapies aimed at
removing excess iron may one day be part of the armamentarium employed by clinicians to decrease the burden of
neurodegenerative diseases in the elderly.

oo gl 3 aall il 5 5ok 5 3855 RS Axal e s e elsnl) il die Eleall 8 apaal) Gua glgy 38 Al o tdasl el i
el die L Al AxSLE) Al dguanll (o Y

(S 1 Ji 0 Al o i el (538l rmall CBEAY) 8 aclie JalaS Ll 150 aal) Caly sAiaal) ¢iaga gal
Dsds JSE e dnas Dhew Cigia G gad B g ladll G 4l siee sabiy o V) el SN iy Bpsanll J8 5 U plial) g lidanal
83l 5 A el Amg il ol ) 5 Aadial) el pesil) g < il il LAl A oA i hsan g canall sl (348 6 ya
213 i g Aynanll (al ) LS K i e die ) a@;‘;sggjtbj Calan ol LS ¢ penll aniy ¢ Lol & pand) i s
o leal) 25U 5 ) s b ela ¢ padla 3

25 L s ¢l Gl yanl) cp ASH AU pgd 5345 (B el e (o el sl 5 e sl aale a8l AadAY
o e andl Cp el LYY U8 e Slfise Geadiondl Aalll) gaa) (58 8 Al 230 aaall A 5Y Al hlall 4 sl
cOpinsal) die dguanl) GpuSEl) Gl )

Diagnostic Radiology
daas Ll il e badiinn | ada

Contrast Administration in Pediatric Cardiac Catheterization: Dose and Adverse Events
Aol &algadlg ds ) :Jlaka¥ ) dis dualidl § phalill 3 AL 3l gadl Al

Senthilnathan S, et al.
Catheter Cardiovasc Interv 2008 Nov 12.

Background: In pediatrics, contrast-related AE such as allergic reactions, seizures, and nephropathy have been
reported to occur after cardiac catheterization, but their incidence remains unknown.

Objective: We sought to report adverse event (AE) rates attributed to contrast administration in a pediatric cardiac
catheterization lab and identify characteristics related to higher doses.

Methods: A single institution prospective cardiac catheterization AE database identified AE in children <18 years
old exposed to contrast. All AE were reviewed and classified by relationship to contrast. Medical records for the 50
cases who received highest contrast doses were retrospectively reviewed for AE. Patient and procedural
characteristics were compared in the top quartile of contrast dose versus remaining cases.

Results: Over 3 years, 2,321 consecutive cases required median 3.9 cm(3)/kg [IQR: 2.0, 6.0] of contrast. Patients
receiving high dose contrast (top quartile) were more likely to be <1 year (51% vs. 24%), weigh <10 kg (66% vs.
29%), have complex 2 ventricle disease (56% vs. 35%), be in a high procedure type risk group (57% vs. 26%), and
undergo procedures >2 h (67% vs. 28%), all P < 0.001. Only 2 of 2,321 cases (0.09%, 95% CI 0.01-0.31%) had AE
possibly related to contrast. These events were an acute neurological change and transient nephropathy. In 50 cases
receiving the most contrast, no AE were attributed to contrast.

Conclusion: A large volume pediatric cardiac catheterization lab administered >/= 6 cm(3)/kg of contrast in a
quarter of cases; however, AE related to contrast exposure were exceedingly rare.
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Anaesthesia And Intensive Care Medicine
Sl lg el

Experimental Evaluation of Hyaluronidase Activity in Combination With Specific Drugs
Applied in Clinical Techniques of Interventional Pain Management and Local Anaesthesia

Anadiveall ducgall dagadl g AS Linall lasig plugdl dulail o il Al
eagall padillg AlSl il d p pead| cabidill o

Schulze C, et al.
Pain Physician 2008 Nov-Dec;11(6):8677-683.

Background: Hyaluronidase is an enzyme additive used in local anaesthesia and interventional pain reducing
procedures such as adhesiolysis of epidural scar tissue after spinal surgery. Only a limited number of studies
describe the influence of drugs on hyaluronidase activity. Postulated effects and effectiveness of hyaluronidase are
only based on clinical observations.

Objective: The aim of this study is to investigate the influence of the combined drugs on the activity of
hyaluronidase under standardized conditions and to verify the effectiveness of the enzyme.

Design: An ELISA-based microtiter-technique is used to evaluate the activity of hyaluronidase in combination with
local anaesthetics, corticosteroids, NaCl 10%, and iodinated contrast media.

Methods: Microtiter plates were coated with biotinylated hyaluronate and incubated with hyaluronidase in
combination with the above-mentioned drugs. The activity of hyaluronidase was determined by an avidin-
peroxidase-based procedure using an ELISA reader. Incubations were carried out at room temperature as well as at
37 degrees C.
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Results: The data show that drugs affect the activity of hyaluronidase in different ways. Iodinated contrast media,
NaCl (10%), and the absence of corticosteroids reduce hyaluronidase activity. In contrast, higher activities were
detected at a lower NaCl concentration (0.9%). We cannot attribute a significant influence to local anaesthetics.
Conclusion: Hyaluronidase is effective in all combinations with drugs. To get the maximum effect calculated use
of accompanying drugs is necessary.
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Psychiatry
i) akal]

Recurrence of Depression During Pregnancy: Psychosocial and Personal Functioning Correlates
das laiand | dawiaill dnadndial) dadabagll ddabiall clEMall : ol JHa Sy | uss

Goodman SH, et al.
Depress Anxiety 2008 Nov 21.

Background: This study examined psychosocial and personal functioning during pregnancy in women at risk for
depression recurrence based on having had at least one major depressive episode (MDE) preceding the pregnancy.
Methods: Three groups of women, who differed in recurrence of depression during pregnancy, were compared: (1)
women who had at least one recurrent episode meeting diagnostic criteria for a MDE (n=23), (2) women who had a
recurrence of clinically significant levels of depressive symptoms but did not meet criteria for a MDE (n=18), and
(3) women who had no recurrence of depression (n=38) during pregnancy.

Results: Results indicated that recurrences of depression during pregnancy are associated with a range of
psychosocial and personal functioning correlates. Furthermore, the correlates of depression during pregnancy were
the same for women who met diagnostic criteria for MDE and women who had subthreshold levels of depression.
Conclusion: The findings support extending psychosocial models of depression to depression recurrence during
pregnancy with an emphasis on the broader context within which depression occurs. The findings also have
implications for understanding subclinical depression during pregnancy as being associated with problems in
functioning equal in severity and breadth to episodes of major depression.
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Ophthalmology
dsall Lal 3

Overdiagnosis in Glaucoma: A Real Problem?
fduled Al dug g o 1 @)y cdlan jauduid 2 Ll B

Zemba M, et al.
Oftalmologia 2008;52(3):81-6.

Purpose: To reassess the diagnosis in a group of patients with diagnosis and treatment for open-angle glaucoma.
Method: Group of 100 patients with diagnosis and treatment for open-angle glaucoma, sent in our clinic for
automated perimetry. We assess: intraocular pressure, automated perimetry, the head of optic disc; sometimes we
stopped the treatment and reassess the intraocular pressure; sometimes pachymetry. We confirm or not the
diagnosis of open-angle glaucoma.

Results: In 41 patients the diagnosis of open-angle glaucoma was not real.

Conclusion: The diagnosis of open-angle glaucoma is made often without clear medical evidences.
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Dermatology
dsalaldl (al il

Treatment Qutcome of Acne Vulgaris With Oral Isotretinoin
Ligad Isotretinoin lis aladiul ailidl aadl dadlaa Zlia

Bener A, et al.
J Coll Physicians Surg Pak 2009 Jan;19(1):49-51.

Objective: To determine the clinical efficacy of oral isotretinoin in the treatment of severe acne and assess its
effect on total serum cholesterol, triglycerides, HDL-cholesterol and Low-Density Lipoprotein-cholesterol (LDL-
cholesterol).

Study Design: A cohort, descriptive, hospital-based study.

Place and Duration of Study: Al-Ain Medical District, Tawam Hospital, United Arab Emirates, from 1994 to
2002.

Methodology: A total of 198 patients seen at Tawam Hospital, referred with acne vulgaris for a minimum of 6
weeks, were treated by isotretinoin for the first time, were included in the study. Variables studied were as per
objectives apart from demographics and distribution.

Results: The study included 63 (32%) males and 135 (68%) females of mean age (+/-SD) of 21.3+/-5.6 years.
Majority (81%) of patients was under 25 years. Of them, 26 patients had family history of acne. The most common
site of acne was on face (66.7%), followed by trunk (26.2%) and neck (9.1%). Of 198 patients treated, 32.8% were
cured, 19.1% markedly improved, 11.1% moderately improved and 24.2% of patients were advised for further
treatment. There was no marked change in total and LDL-cholesterol, while LDL and triglycerides changed
markedly.

Conclusion: In acne patients, isotretinoin is effective in producing remission. In addition, it was safe and its effect
on serum lipids was transient, especially in healthy and young patients with normal liver functions.
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Comparative Evaluation of Conventional Versus Endoscopic Septoplasty
For Limited Septal Deviation and Spur

duyaladl malgally agasnall L8] abadl &) ) wils 8

Bothra R, et al.
J Laryngol Otol 2008 Dec 2:1-5.

Objective: To compare the procedure, results and complications of conventional septoplasty with those of
endoscopic septoplasty, in cases of limited septal deviation and septal spurs.

Design: Prospective study; interventional type; randomised block design; comparative clinical trial.

Methods: We included in the study 80 patients presenting with limited septal deviation, septal spur with nasal
obstruction, or deviated septum with septal correction was required in order to access the ostio-meatal complex
(OMC) for functional endoscopic sinus surgery. Of these 12 were children with septal deviation producing
significant nasal obstruction. All patients were divided into two groups- with one undergoing conventional and the
other endoscopic septoplasty. Post-operative assessment was carried out one month, three months and one to two
years after the procedure.

Results: Post-operative complications such as haemorrhage, infraorbital oedema, nasal pain and in-patient hospital
was slightly more in the conventional septoplasty group.

Conclusion: No statistically significant difference was found between the conventional and endoscopic septoplasty
groups, as assessed by subjective and objective evaluation.
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Formation of Biofilm by Haemophilus Influenzae Isolated From Pediatric Intractable Otitis Media
Jlak¥) dic dawgll (%) Glgil sanall ailadl e dlgprall dl il albetiuall pe gou Al J<ui

Moriyama S, et al.
Auris Nasus Larynx 2009 Jan 7.

Objectives: The aims of this study are to evaluate biofilm formation by nontypeable Haemophilus influenzae
(NTHi) isolated from children with acute otitis media (AOM) and its relation with clinical outcome of the disease.
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Methods: Biofilm formations by NTHi clinical isolates from pediatric AOM patients were evaluated by a crystal
violet microtiter plate and a 98 well pin-replicator assay with a confocal laser scanning microscopy (CLSM).
Optical density values of clinical isolates were compared with a positive control and the ratio of clinical isolates to
a positive control was defined as biofilm formation index (BFI).

Results: 84.3% clinical isolates of NTHi were biofilm forming strains (BFI>/=0.4). The BFI represented the levels
of biofilm formation and adherence on the surface. The identical strains isolated from both middle ear fluids
(MEFs) and nasopharynx showed biofilm formation at the same level. The prevalence of biofilm forming isolates
was significantly higher among the susceptible strains than resistant strains. The level of biofilm formation of
NTHi isolated from AOM cases who was not improved by amoxicillin (AMPC) was significantly higher than that
of NTHi isolated from AOM cases who was improved by AMPC.

Conclusion: We clearly showed the biofilm formation of clinical NTHi isolates from AOM children. In addition,
the biofilm formed by NTHi would play an important role in persistent or intractable clinical course of AOM as a
result of lowered treatment efficacy of antibiotics.
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Laboratory Medicine
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Reactivation of Polyomavirus Hominis 1 (BKV) During Pregnancy
and the Risk of Mother-to-Child Transmission

BKV-1 iy piasdl dnal gl il puidly oyLisy | Jaki Sale |
ol a3 e Ll JED yadg Jaad! JH

Kalvatchev Z, et al.
J Clin Virol 2008 Sep 24.

Background: Pregnancy is associated with down-regulation of immune responses of the mother. This might lead
to reactivation and vertical transmission of latent viral infections such as BK virus (BKV).
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Objectives: To determine the presence of BKV in the urine of pregnant women and in cord blood at delivery.
Study design: We examined urines from 52 pregnant women and 51 cord blood samples for BKV by real-time
SYBR green PCR.
Results: BKV DNA was found in the urine of 18 (34.6%) pregnant women. No BKV DNA was detected by SYBR
green PCR in the cord blood specimens.
Conclusion: BKV reactivation is common during pregnancy but this is not associated with BKV in cord blood.
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