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BIOMEDICA

MINISWING DR 1

Unique gravimetric acceleration
sensor providing rate adaptation
closely correlated to patient’s needs.

Highly refractory to non
physiological signals
(e.g. vibrations).

Unique and automatic “Rest Mode”
providing a physiological rate
reduction at rest.

Independently programmable

atrial and sensor upper rates.

Programmable time at atrial
upper rate.

Effective algorithms for PMT
interruption and PVC protection.

Adaptive AV delay.
Automatic blanking selection.

Pacing and/or sensing polarities
independently programmable
in both chambers.

Automatic pacing and sensing
threshold assessment.

Reduced size (31 g) increased
lifetime/volume ratio due
to improved circuit efficiency

MINISWING DR1
(ICv0221)

MINISWING DR1 Cpated
(ICV0079)
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LATE HEMORRHAGIC DISEASE OF THE NEWBORN
AND ITS RELATION TO ACUTE ENTEROCOLITIS
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Abdulla Ahmad Nabh, M.D., Ph.D.
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ABSTRACT

Cbjective: This retrospective study of late hemorrhagic disease of the newborn (late HDN) and its relation to
acute enterocolitis was performed in order to determine the risk factors and develop an effective prophylactic

approach to this dangerous disease.

Datients and methods; 25 infants with late HDN: 15 males and 10 females who underwent clinical, radiological
and laboratory examination were included in the study. This study also included 652 infants (342 males and 310
females), aged under one year, with acute enterocolitis. The study considered the WHO standards in diagnosis &
management.

Resutes: The infants with late HDN aged between 4-20 weeks had no difference in occurrence according to sex.
Diarrhea, malnutrition, malabsorption, inappropriate administration of antibiotics and exclusive breast feeding
were risk factors for late HDN. The most important cause of the late HDN of infants was acute enterocolitis. Late
HDN was one of the main life  threatening complications in acute enterocolitis in infants .

Cometusion; Late HDN is one of the most dangerous diseases that occur in infancy. It is associated with vitamin
K deficiency and with a high risk of brain hemorrhage. The knowledge of these risk factors and the use of
prophylactic doses of vitamin K can decrease its occurrence.

JABMS 2002;4(1):105-11E
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negative HIV-1 infection.® Such infection is,
however, infrequent and of a definite duration.

Those sero-negative women could be resistant to
HIV-1 infection on some biological basis. Potential
mechanisms mediating resistance could be either
immune or non-immune.*"' The data suggest that
whatever the mechanisms of protection, they are
broadly cross protective, as prostitutes are exposed to
several different strains of HIV-1 and their variants.

The Course and Outcome of Pregnancy
among 54 Persistently HIV Sero-Negative
Women:

These women had pre-conceptual counseling.
Intuitively, we felt that pregnancy might change the
HIV-1 sero-negative status, especially because of their
high-risk behavior pattern. These were “wanted”
pregnancies, and the women had close antenatal
follow-up at the hospital from the first trimester.

Our results indicate that a successful pregnancy
outcome can occur in these women without a
deleterious effect on their sero-negative status.
Maternal and fetal outcome was good (See Table 4)
and comparable to that of HIV negative women in the
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general population.

established HIV-1 disease remains uncertain.
Although studies from some parts of the developing
world suggests that pregnancy accelerates HIV-1
disease process and reduces survival time,'> reports
from the developed world failed to corroborate these
results.” Although these women were persistently
sero-negative, the fear that they might have sero-
negative infection, although a remote possibility, gave
the impetus for very close monitoring of each
pregnancy. The two women who had cesarean
deliveries also remained HIV negative.

The effect of pregnancy on

Breastfeeding

All babies in Groups A and B were breastfed, and
remained well during the study

CONCLUSION

Successful outcome of pregnancy does occur in
persistently HIV-1 negative commercial sex workers.
Further elucidation of the protective mechanisms and
factors mediating their development may be important
in future study of protective immunity against HIV-1.
Such studies may greatly assist in the development of
HIV vaccines. We reiterate that preconception
counseling is essential in these patients.
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Variables Hazard Rate (95% CI) | P value
Adjusted years of prostitution 0.92 (0.81-0.98) <.001
Genital ulcers 2.80 (1.20-3.78) <.001
Gonococcal infection 2.6 (1.01-3.82) <.01
Condom use Nil Nil

Table 3. Multivariate Cox propertional hazards model
of risk factors for HIV-1 sero-conversion

- - Group A -- ‘Group B
Parameters (Persistently HIV-1 Seronegative ~ (Control ) Poalue
' Prostitutes) N = 54 N =58
Termination of pregnancy 0 0 -
Term deliveries 54 (100%) 58 (100%) NS
Pre-term deliveries 0 0 -
Cesarean section 2 (4%) 4 (7%) NS
Fetal abnormality 0 0 -
Still births 0 0 -
Early neonatal death 0 0 -
Gestational age at delivery (weeks) 39.5 +/-1.32 39.7 +/-0.2 NS
(38-41) (39-41)
Birth weight (9) 3017 +/-723 3117 +/- 421 NS
(2969-3400) (3100-3540)
ALC/mm’ 9123 +/- 4414 8327 +/- 3359 -
2250-13611 2257-13612
CD4/ mm’® 3425 +/-1413 3492 +/- 11449 NS
Viral load (copies nil) (ml) Nil Nil NS -
Maternal age at delivery (years) 26 +/- 1.64 27 +/- (1.85) NS ’
(20-32) (19-31.4)

ALC= Absolute lymphocyte count

Table 4. Characteristics and pregnancy outcome of 54 persistently HIV-1 negative commercial sex workers

blood studies of newborn infants were conducted. All
54 infants born to the study group mothers were
serologically HIV-1 negative at birth and maintained
this status at 3 months post-partum (follow-up period).
These infants were breast-fed and remained clinically
well and HIV-1 negative till the end of the study
period.

DISCUSSION

This study demonstrated that: (1) The incidence of
HIV-1 sero-conversion  decreased appreciably with
increasing duration of exposure to the virus with new
sero-conversions becoming increasing rare, despite
continued exposure. Fowke et al'” in an African based
study, reported similar findings. (2) A small group
of women remained persistently sero-negative. (3)
These sero-negative women had successful outcome of
pregnancy comparable to HIV- sero-negative women
in the general population. (4) None of the sero-
negative pregnant sex workers sero-converted (became
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HIV-1 positive), during the duration of pregnancy.

Survival modeling to the time to HIV-1 sero-
conversion indicated that this is not a chance
phenomenon, and that if all women were equally
susceptible to infection, statistically, these sero-
negative women should be infected with HIV-1. A
possible explanation for their escaping infection could
be that these women differ from women who sero-
converted to HIV-1 with regard to sexual behavior or
susceptibility to transmission cofactors,® such as other
sexually transmitted diseases. Strangely, differences
in the number of sexual partners did not explain the
effect of cumulative exposure on the reduced risk of
sero-conversion. It is noteworthy that although other
sexually transmitted diseases were associated with
increased risk of HIV-1 infection, cumulative exposure
was independently associated with an increased risk of
HIV-1 infection. A remote possibility for persistent
sero-negativity could be that these women had sero-
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significantly associated with an increased risk of
HIV-1 sero-conversion.

The weighted duration of prostitution was
independently associated with a decreased risk of sero-
conversion (See Table 3). Each weighted year of
exposure resulted in a 1.1 fold decrease in risk in sero-
conversion (Table 3). Other co-variates were not
significantly associated with HIV-1 sero-conversion
risk; thus, any protective effect of increasing exposure
was not explained by these factors. After
demonstrating that HIV infection decreases with time
this study identified 98 women who stayed persistently
sero-negative for 3 or more years (range 3-9 years).
All these women remained healthy and were PCR
negative with no clinical evidence of HIV-1 infection
or immune-deficiency with normal CD4 T cell counts.

Pregnancy Outcome in 54 Persistently Sero-
Negative Commercial Sex Workers:

7 ab Board of Medical Specializations Vol :

Of the 98 women mentioned above, 54 became
pregnant and reported for ante-natal care in the first
trimester. All these women elected to continue their
pregnancies and exhibited distinct hostility to any hints
of pregnancy termination. The pregnancy outcome
along with hematological status was closely monitored
and compared to that of 58 pregnant women in their
first trimester of pregnancy matched from the general
population. See table 4.

All 54 women in Group A, delivered at term, and
remained HIV-1 negative and well throughout
pregnancy. Pregnancy outcomes among groups A and
B were comparable with good maternal and fetal
outcome with no pre-term births, prenatal/maternal
morbidity, mortality, or congenital abnormalities. The
hematological status remained reassuring among the
women in Group A. Even when the mothers were
persistently sero-negative in Group A, umbilical cord

Number of women
Sero-converting/ number in
Cilendaz category Odds ra'itio for sero-
Y >3 years of <3 years of conversion (95% CI) | p-value
prostitution prostitution
1995 10/32 16/38 1.78 (0.64-5.82) 0.31
1996 7/41 22/47 3.86 (0.96-9.78) 0.02
1997 4/47 -9/29 5.42 (1.10-18.5) 0.03
1998 4/56 10/32 5.56 (1.86-17.5) 0.01
1999 6/68 11/22 13.1(2.81-47.4) <0.001

Table 1. Risk of HIV-1 infection according to duration of prostitution by calendar year

Variables Hazard Rate (95%/a) | p-value
Age : ‘ 0.95 (0.83-0.99) <0.001
Years of Prostitution 0.92 (0.82-0.98) <0.001
Adjusted Years of Prostitution 0.89 (0.76-0.92) <0.001
Sexual Partners/day 0.92 (0.82-0.99) <0.001
Number of regular sexual partners 0.61 (0.1-5.2) 0.65
Cervical ectopy 0.96 (0.36-2.6) 0.92
Genital ulcers 2.2 (1.84-4.2) <0.001
Gonococcal infection 3.2(1.32-4.79) <0.001
Chlamydia infection 1.2 (0.51-4.3) 0.57
Syphilis seroconversion 1.4 (0.8-2.4) 0.3
Genital warts 2.3(0.41-5.8) 0.2
Condom use Nil | e

Table 2. Univariate Cox proportional hazards model
of risk factors for HIV-1 sero-conversion.
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RESULTS

Of 656 initially sero-negative women enrolled in
this study, 523 were followed up for 1-9 years. Two
hundred and forty women sero-converted to HIV-1.
The overall HIV-1 sero-incidence was 44 per 100
person-years. The average minimal number of
unprotected sexual exposures to HIV-1 per year for
women in the cohort was estimated to have increased
from 64 in 1991 to 106 in 1999. Women followed up
for the entire nine year period of our study would have
experienced about 800 unprotected exposures to HIV-
1 per woman, resulting in the very high rate of sero-
conversion during the first two years of follow-up. As
the number of HIV-1 exposures increased over time,
the risk of sero-conversion should also have increased.
See Figure 1.

It is noteworthy that in this study, after the first two
years, HIV-1 prevalence seemed to have plateaued and
the incidence declined, with a fraction of women
remaining sero-negative for as long as nine years. The
three survival models fitted to the observed time to
sero-conversion yielded the following:  Weilbull
model parameter estimates of: a= -0.00578, b = 0.71,
log likelihood 1741.2.  Mixture model yielded
estimates of: f = 0.152, a= -0.0031 with a log
likelihood of 1735.1. Exponential model yielded
estimates of: a = -0.0011; log likelihood 1761.3. We
noted that the mixture and the Weilbull model fit the
data significantly better than the exponential model.
Thus the observed plateau in HIV-1 prevalence is not
simply a chance finding and could be indicative of
heterogeneity in susceptibility to HIV-infection.

In this study the incidence of HIV-1 infection
among women with different duration of prostitution
(>3 vs <3 year) was compared to test the hypothesis
that if the risk of HIV infection declines over time as a
result of the selection of resistance, then the degree of
protection should be related to the extent of exposure.
Table 1. demonstrates an increasing protective effect
for each sero-negative year of prostitution. Figure 2
shows that the risk of HIV-1 sero-conversion
decreased with each calendar year of exposure. The
estimated cumulative protective effect for women
practicing prostitution from 1990 to 1998 and
remaining sero-negative, in comparison with women
commencing prostitution in 1999, is very large (greater
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fold by the B-coefficient from the Cox model in Table
2 or 3).

Probability of remaining
HIV - 1 seronegative

] 17 33 80 83 100 117
Time (month)

Model 1:=expected time to seroconversion

if seronegative survival time is exponentially distributed;
Model 2:=expected time to seroconversion under a weibull
distribution;

Model 3:=expected time to seroconversion

from a mixture model.

Figure 1: Survival modeling of time to HIV-1
Seroconversion

Though risk of HIV-1 infection decreases with
duration of exposure this could be due to ecither
differences in sexual behavior, or immunity to sexually
transmitted diseases that facilitate HIV-1 transmission.
To examine the possibility, Cox proportional hazards
model of the time to sero-conversion (with known and
potential risk factors for HIV-1 infection) and the
weighted duration of prostitution as time varying co-
variates was done. See Table 2.

0.8 -
0.6 -
0.4
0.2 4
0 T T T —
1990 1992 1994 1996 1998

Figure 2:Protective effort of exposure to HIV-1 through
prostitution on subsequent risk of seroconversion

Results of univariate Cox modeling are depicted in
Table 2. Genital ulcers and gonococcal infection are

-
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enrolled in the study cohort. Of the 2200 women,
1544 (70.2%) were HIV-1 positive. The remaining
656 women, initially HIV-1 sero-negative, were
enrolled in a nested study of risk factors for HIV-1
sero-conversion. Of these, 523 were followed for 1 to
9 years. Of the 523 women, 240 (46%) sero-converted
to HIV-1 during the study period. Ninety-eight of
these women remained persistently sero-negative after
three or more years of follow-up. Fifty-four of these
98 women became pregnant, and these were all
“Wanted” pregnancies. Maternal and fetal outcome of
these 54 persistently sero-negative prostitutes (study
group) was compared with 58 matched HIV-negative
women from the general local population (control
group). Financial aid was offered to the women in the
study group during the period of study, especially as
the women who got pregnant did not practice their
profession for the duration of pregnancy and three
months post-partum.

At the time of enrollment in a standard interview,
the women were asked certain demographic
information, sexual behavior, duration of prostitution,
number of sex partners per day, condom use, and
reproductive  history. A  physical examination,
including a genital examination, was also done and
samples of peripheral blood were taken for HIV-1
studies, syphilis serology, T-cell-subset determina-
tions, and isolation of peripheral-blood mononuclear
cells. Women were followed up every 3 months, but
they were free to attend the study clinic for any acute
conditions.

All individuals in the study were tested for the
presence of HIV-1 antibodies with commercial enzyme
immunoassay Enzygnost HIV-1/2 enzyme
immunoassay [Behring]. All sero-conversions were
confirmed by Recombine HIV-1/2 EIA (Cambridge
Biotech). All women who were negative by enzyme
immunoassay  were confirmed negative by
immunoblot.

Novel primers and probes were developed to the
regulatory genes vif and nef. Protocol of Fowke et al'?
was adopted. Peripheral-blood mononuclear cells
from persistently HIV-1-seronegative women were
tested on one or more occasions with this assay. Cord
blood was also sampled for HIV with precautions to

prevent contamination with maternal blood. In infants,

Prevalence and Pregnancy. ..
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the cord and later blood samples were assayed for HIV
till the age of 3 months.

Sero-conversion was defined as a positive HIV-1
enzyme immunoassay and a positive immunoblot or
confirmatory enzyme immunoassay for women who
were previously seronegative. For survival analysis,
the time of sero-conversion was estimated as the mid-
point between the last sero-negative test result and the
date of the first sero-positive test result, except for
survival modeling where internal censoring was done.
Persistently sero-negative women were defined as
those women who worked as prostitutes for 3 or more
years during the study period and remained sero-
negative and PCR negative for HIV-1. Noteworthy is
the fact that neither condoms nor any other barrier
contraception was used by the sex workers due to
client opposition, which ultimately affected the earning
capacity of the women resulting from significantly
decreased clientele.

DATA ANALYSIS

Guidelines of Fowke et al'’were followed. The
number of unprotected sexual exposures to HIV-1 per
year was estimated by multiplying together the average
number of clients per day by the estimated workdays
per year, the HIV-1 prevalence among clients, and the
proportion of clients who did not use condoms. Cox
proportional hazards model with time-varying co-
variates was used for analysis of risk factors for HIV-1
sero-conversion.

The statistical approach used to find out how the
risk of HIV-1 infection changed with exposure was as
follows: (1) The duration of follow-up was used
ignoring other co-variables to test the hypothesis that
the risk of infection decreases with duration of follow-
up. Three models commonly used in survival analysis
1% were fitted to the data with a maximum likelihood
approach with interval censoring. The models were:
the exponential mode, the Weilbull model and the
mixture model (Elandnt-Johson et al'®). Wilk’s
maximum ratio test was applied to compare the fit of
these two models to the exponential.

In the second multi-variate approach, Cox
proportional hazards model with time-varying
covariates’ was used.

-
R. M. Cbibber, A. Kbumnm, et al. &2




. 2002 =1 sae =4 slas bl s labiaza M g“)’-ﬂ .. .

e iy sy Al A8y play Jand) iy s Al ja iy o(Rul Al Ao gend) Jes el s LY @l s oy 4 54
SN 0 D50 pasad ol saY ol cngill Adead) o gl dudus A 58 (e Al painall o de gena
ol 38 e A JS8 cmaddl i pil) 38 2 5 ae Gl HIV-T ug il Abiaall (a sadl] O i () spdlall
gaddl 3 ) shadll Jal so DAL s pad (R Y daliaal) Al ) paind of 5 1T Ay Gleaad) COEY) (alids) 4wl 5
Lai ¢ ligal) 3o slalle 509 oll Cacig e Jentl 558 Dlala 52 el cen (gl Jomn Lliaal) asmidl) 3l ol 3 54 o s
Al i paind LS ¢ ol gl JULYI AAS (5 Al Bleaall gl S Ain 508 ey (Y &y a4l e Gy ol
S Ay JULYI iy cha g paall VAl 388  Legds g lia Y1 OIS L cilga) 4818 ol Abiaall ja gail
el 3l i il (g 53 Galiil) (e 3 e At AV HIV (g b i Apmgda delic dga s M A )l 0 3 :daliall

INTRODUCTION
Studies ' indicate that some individuals have
encountered HIV-1 antigens that primed a cellular
response but did not cause development of HIV-1
antibodies or of any apparent infection. Whether these
responses are protective on subsequent exposures is
not known and cannot be experimentally studied." The
observation that HIV-2 infected prostitutes are
partially protected against HIV-1 infection, suggests
that a degree of protection exists although the
mechanism mediating such protection is not known.®
Indirect evidence that not all HIV-1 exposed
individuals become persistently infected has come
from studies demonstrating HIV-1 specific cellular
immune response in  exposed sero-negative
individuals,""such as that of the cytotoxic T-
lymphocytes (CTL). Its presence suggests that
replicating HIV-1 viruses were eliminated. This
phenomenon has been reported both in regular
heterosexual partners of HIV-1 infected individuals, 3
and among HIV-1 uninfected prostitutes in Gambia.*
Cross-sectional studies of HIV-1 infection among
prostitutes, in which the risk of HIV-1 infection
decreases with the duration of prostitution *” suggest
that protective immunity to HIV-1 may develop after

exposure to the virus, or that there may be another |

mechanism of heterogeneity in susceptibility to
infection.

We explored the relationship between HIV-1
exposure and the incidence of HIV-1 in a cohort of
highly HIV-1 exposed commercial sex workers in
Manipur, India, in a prospective study. Fifty-four of
these women, who were persistently sero-negative,
became pregnant in spite of intensive pre-conceptual
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contraceptive education. As the concept of pregnancy
is fairly new in such patients, we followed their
pregnancy outcomes closely, to test the hypothesis that
the likelihood of complications in such pregnancies
might be increased compared to a control group from
the general population. We also wanted to see if the
stress of pregnancy had any affect on their prevailing
HIV-1 status.

MATERIAL AND METHODS

From September 1990 to the end of 1999, we
enrolled a total of 2200 female commercial sex
workers in a study to explore the relation between
HIV-1 exposure and the incidence of HIV-1 in a
cohort of highly HIV-1 exposed prostitutes in Manipur
(and its surrounding areas), India, in a prospective
study. The study was conducted at the Sanjay Gandhi
Government Hospital in Manipur, which was founded
in 1984 as a major transfusion and virology center for
Northern, Eastern and Western India.

All female prostitutes residing in the area were
eligible for participation in this study. All women
were tested serologically for HIV status following
counseling. Written consent was obtained. Women
with confirmed HIV-1 infection were informed about
their sero-status. Great importance was given to
counseling these women on vital issues such as risks of
mother-to-infant transmission of HIV-1 disease during
pregnancy, breast-feeding, and safe sex. In the case of
pregnancy, the importance of early clinic attendance
was stressed.

In 1990, an initial cohort of 725 women was
enrolled. By the end of 1999, 2200 women had been

-
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PREVALENCE AND PREGNANCY OUTCOME
OF A PERSISTENTLY NEGATIVE HIV-1 HIGH RISK POPULATION
5y shall Adle 3 gal Jaall gibii
Rachana M. Chibber, M.D.; Ashok Khuranna, M.D.; Mohammed H. Al Sibai, M.D.;
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ABSTRACT

Chjectives: (1) To determine whether in highly HIV-1 exposed populations (commercial sex workers), some
individuals are resistant to HIV infection. (2) To determine the obstetric outcome in persistently HIV-1 sero-
negative pregnant commercial sex workers (prostitutes).

Sendy Design: 523 initially HIV-1 sero-negative prostitutes in Manipur, India, were studied between 1990 and
1999. 240 (46%) women sero-converted to HIV-1 during the study period. HIV-1 PCR was done on 98
persistently sero-negative sex workers, who remained sero-negative after three years of follow-up. Fifty-four of
these women became pregnant (study group). The course and outcome of pregnancy was studied prospectively in
54 persistently HIV-1 sero-negative commercial sex workers and compared with matched 58 HIV-1 sero-negative
women, from the general population, coming for routine antenatal check-up.

Sesutts: The incidence of HIV-1 sero-conversion decreased with increasing duration of exposure. Each
weighted year of exposure through prostitution resulted in a 1.1 fold reduction in HIV-1 sero-conversion.
Persistent sero-negativity could not be explained by sero-negative HIV-1 infection or by differences in risk factors
for HIV-1 infection. Of the 54 sero-negative women (study group) who got pregnant, there were 52 singleton term
vaginal deliveries and two emergency caesarian sections for fetal distress. All 54 infants had negative viral
cultures for HIV-1 at birth. The women remained sero-negative throughout pregnancy, as did the control group.
All 54 infants were breast-fed and remained well.

Conctasion: A small proportion of highly exposed individuals may have a natural protective immunity to HIV,
are resistant to HIV-1, and have a successful pregnancy outcome.
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Europe established that a BMI between 18.5-25
kg/m,”> was associated with the lowest mortality,*®
but these results may not be applicable to other
populations with different demographic, economic
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needed to evaluate trends in the prevalence of
overweight and obesity and related health conditions in
Jordan. In the meantime, the results of this survey
should alert public health experts to a growing and

and cultural characteristics.  Further research is serious problem that should be addressed vigorously.
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observed in the study population as a whole as well
as for both genders, with males demonstrating a more
remarkable decline in the prevalence of overweight
after the age of 64 years than females. The increase
of BMI with age has been related by some
researchers to inactivity.''**' This variable was not
explored in the present study. The trend of BMI
plateauing and then declining in older age groups was
also observed by other researchers.”**

Educational level showed a significant inverse
relationship with the prevalence of overweight.
Overweight levels were more concentrated among
illiterates and those with lower levels of education.
This observation is in concordance with other
research studies in developing **®as well as
developed countries.'****However, in very poor
countries such as in sub-Saharan Africa, obesity
levels were found to be greatly concentrated among
educated women aged 15-49 years. Whether or not
this observation holds true for males warrants further
research.”” Levels of income did not show any
significant influence on the prevalence of overweight.
This observation deviates from results obtained by
other researchers, which related affluence and higher
family income levels to increasing rates of
overweight and obesity.””" Nevertheless, when
national income levels were related to level of
obesity (again in women 15-49 years), it was
observed “levels of obesity in countries increased
sharply until a gross national product of 1500 US
dollars per capita (1992 values) was reached and
changed little thereafter”’'> Such an interesting
observation merits an in-depth investigation.

More urban dwellers than rural dwellers were
found to be overweight. The majority of researchers
on overweight and obesity consistently incriminated
urbanization, westernization and a shift towards a
sedentary life style.'”'®*"*?* Obesity is generally
defined as BMI > 30 kg/m.” This definition
encompasses grades II and III overweight in the
WHO classification, thus grade I is designated as
overweight and grades II and III as obese.
Accordingly, the overall prevalence of overweight in
the study population would become 37.4%, (43.0% in
males and 32.9% in females), with on overall
prevalence of obesity of 30.5%, (21.7% in males and
37.6% in females), again demonstrating that
overweight is more common among males while
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obesity is more prevalent among females. Overweight
as defined in this survey includes, by a substitute
terminology, the prevalence of obesity; thus, it would be
safe to assume that the interrelationships of
sociodemographic variables and obesity would be
similar to those already demonstrated for overweight.
Comparison of the results of this survey with those
obtained by other researchers may seem inappropriate
mainly due to the difference in the age group selected
for study (25 years and over) as compared to adults aged
20 years and over,'® but also because some studies on
overweight and obesity may not be population-based.
Nevertheless, a general similarity is quite apparent. In
four semi-urban communities in northern Jordan, the
prevalence of overweight in adults 25 years or more was
found to be 68% of the population under study,’
with an overall obesity prevalence of 49.7% (32.7% in
males and 59.8% in females.' Obesity was also found
to be more common among illiterates and older age
groups.

A review of recent studies on the prevalence of
obesity among populations of the Arabian Peninsula
showed that it ranged between 16-25% in men and 17-
43% in women and that at least one-third of Arabs are
obese.'® The prevalence of obesity as found in this
survey, therefore, falls within the ranges reported for
other countries in the region. In the USA, it was
reported in 1998 that 54.9% of adults 20 years and over
were overweight (59.5% of males and 50.7% of
females) while 22.3% were obese (19.5% of males and
25% of females).*

CONCLUSION

This national study is the first of its kind in Jordan.
As such, it provides the needed baseline data for future
studies pertaining to the delineation of trends and
comparisons. Overweight and obesity appear to be
common problems among the adult Jordanian
population 25 years and older. The prevalence of
overweight and obesity and their observed patterns with
age, gender, educational level and residential area, as
revealed by this survey, are similar to those reported for
other Arab communities and some developed countries.
Nevertheless, there is controversy regarding the optimal
BMI associated with good health and reduced mortality
risk. BMI does not distinguish between weight due to
excess fat or large muscle or bone mass. Studies in
young and middle-aged white adults in the USA and
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. BMI/Males . . . BMI/Females ~
: . Normal Overweight Total Normal Overweight  Total
Age group :
(years)
25-34 161(50.6) 157(49.4)" 318(100) 228(43.3) 298(56.7)" 526(100)
35-44 72(27.3) 192(72.7) 264(100) 81(23.1) 270(76.9) 351(100)
45-54 60(29.6) 143(70.4)" 203(100) 36(15.9) 190(84.1)° 226(100)
55-64 35(20) 140(80) 175(100) | 22(16.5) 111(83.5) | 133(100)
65+ 52(44.1) 66(55.9)° 118(100) 33(27.3) 88(72.7 121(100)
Total 380(35.3) 698(64.7)" 1078(100) | 400(29.5) 957(70.5)" 1357(100)

* Figures in parenthesis are percentages
a Significant (P< .05)
b Significant (P< .001)
c Significant (P<.01)
d Significant (P =.002)
Table 4. Distribution of the study population as normal or overweight
according to BMI by gender and age group.

- Grade of ov_grwglght.- . Malcs T Females e
L Number | % | Number | % | :
gL A6t | 665 | aar | 46740 P<o00)
25-29.99 kg/m* : 46. 1
Grade II

30-39.9 ke/m’ 226 32.4 457 47.8 | P<.0001
Grade IIT

> 40 kg/m® 8 11 53 55 | P<.0001
Total 698 100 957 100

Table 5. Distribution of overweight individuals by grade and gender (n= 1655).

T
f;smggefgmz A ssps 4353 | 400 o780 | 320
ZS;’SE“;"E;;Z 464 | 430 | a7 Q320 | 911 | 374
s ngrflz 334 | 217 | 510|376 | 744 o} 306
Total 1078 | 100 | 1357 | 100 | 2435 | 100

# Difference is significant (P<.0001)
*# Difference is significant (P<.0001)

Table 6. Distribution of the study population by gender as normal weight,
overweight and obese according to BML
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Residence in urban areas

overweight individuals.
was associated with a significantly higher proportion
of overweight when compared to residence in rural
areas (P=0.001).

Table 4 shows the distribution of the study
population as normal or overweight by gender and
age group. In each age group as well as overall,
females demonstrated a higher proportion of
overweight than males. Even though significantly
more females than males were found to be
overweight, (P=0.002), differences between genders
were significant only in the 25 -34 years age group
(p<.05), 45-54 group (p<.001) and 65 years and over
(p<.01). Table 4 also demonstrates a trend of
increasing percentage of overweight in both
genders with advancing age until 64 years where a
remarkable decline is observed which is more
pronounced in males.

Table 5 shows the grading of overweight: grade I,
II, and III by gender. The Table demonstrates that
grade I overweight is significantly more prevalent
among males (P<.0001), while grades II and III are
more common among females (P<.0001, P< .0001).

Table 6 shows the distribution of the study
population as normal weight, overweight, and obese
by gender based on guidelines provided by the
National Institutes of Health and the National Heart,
Lung and Blood Institute of the USA. According to
these guidelines, 37.4% of the study population are
overweight, (43% of males and 33% of females), and
30.6% are obese (21.7 % of males and 37.6% of
females). Differences between genders in prevalence
of overweight and obesity were significant (P<.0001,
P< .0001 respectively).

DISCUSSION

" The results of this cross sectional national
household survey, the first of its kind in Jordan,
showed that the mean height, weight and body mass
index of the population under study were 161.3 cm,
72.1 kg and 27.7 kg/m” respectively. Females, on the
average were 12 cm shorter and 6 kg lighter than
males, but their average BMI was 0.8 kg/m” higher.
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BMI is frequently used to identify both overweight
and obesity in adults, partly because it is easily
measured and not gender-specific, but also, more
importantly, because of its consistent correlation with
health risks associated with obesity."” BMI cut off points
provide a guide for the definition of overweight and
obesity and are useful for comparative purposes across
populations and over time. Nevertheless, these cutoff
points are not consistent, since they have varied over
time, from study to study and from one part of the world
to another, making comparisons of prevalence rates of
overweight and obesity quite difficult. To address this
issue, the World Health Organization recommended
BMI cutoff points of 25, 30 and 40 kg/m.” to classify
overweight.'' The National Institutes of Health,'? also
provided definitions for overweight and obesity in
agreement with those used by the World Health
Organization, where overweight is identified from BMI
> 25 to < 30kg/m* and obesity as a BMI > 30kg/m.’
Recommendations of both the WHO and NIH have been
adopted in this study. According to WHO standards,
68% of the population under study was found to be
overweight, with a BMI greater than 25 kg/m,” 64.7% of
males and 70.5% of females. This percentage
encompasses those who are obese (BMI > 30 kg/m’).
Overweight in general was found to be significantly
associated with the female gender (P<.002). Other
researchers  have  reported  this  observation
consistently."*" However, a closer look at the grading
of overweight demonstrated that grade 1 was
significantly more prevalent among males while grades
IT and III were more common among females. On the
other hand, when the difference in prevalence of
overweight between genders was explored within each
age group, significant differences, with higher rates in
females were observed only in the 25-34 years, 45-54
years and over 65 years age groups. In Jordan, peak
fertility rates are observed within the 25-34 years age
group™ offering a probable explanation for the higher
prevalence of overweight in females in that age group.
Onset of menopause with its hormonal changes coupled
with a tendency to put on weight provides a possible
clue to the higher rates of overweight observed among
women in the 45-54 years age group. The prevalence of
overweight showed a positive association with age,
increasing with advancing age followed by a decline in
BMI levels after the age of 64 years. Such a trend was
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'Body Mass Index Males Females o
' 'Number L O Number | % | Number | %
Under wexght

(= 18.5 kg/m?) 8 0.7 17 1.3 25 1.0
Normal weight :

assetoo sy | 3% 000 | B8 182 1. ) 3
Overweight ;
=25 kg/m® 698 64.7 957 70.5 1655 68.0
Total 1078 100 1357 100 2435 100

Table 2. Distribution of the study population by gender according
to WHO criteria of body mass index.

- Vaﬂable Normal weight | Overweight = ol
; _ @=780) | (n=1655) | @=2435)
Sf:x e e me % | wn } B o0 %
Male | 380 353 :698- 64.7 1078 | 100
Female 400 295 1 937 70.5 1357 100
Chi square = 9. 2, df-l P=0. 002 .

Age (years) L 7

25-34 389 46.1 455 53.9 844 100
35-44 153 249 | 462 75.1 615 100
45-54 96 224 333 77.6 429 100
55-64 5 18.5 251 81.5 308 100
65+ 85 35.6 154 64.4 239 100
Chi square = 136.7 df=4 P=0.0

Education (years completed)

University and community college 151 356 273 64.4 424 100
(>12 years)

Secondary school (12 years) 191 37.0 325 63.0 516 100
Basic education (6 years) 251 31.1 555 68.9 806 100
Illiterate 187 27.1 502 72.9 689 100
Chi square=16.3,df =1 P=0.001

Level of income (JD; 1JD=U.S.$ 1.4)

<100 170 24.3 325 65.7 495 100
100-200 405 32.3 847 67.7 1252 100
201-300 130 30.5 296 69.5 426 100
300+ 75 28.6 187 714 262 100
Chi square = 3.12, df=3 P=0.4

Place of residence

Urban 418 30.5 951 69.5 1369 100
Rural 362 34.0 704 66.0 1066 100
Chi square=16.3, df =1 P =0.001

Table 3. Distribution of the study population as normal weight or overweight
according to body mass index by sociodemographic variables.
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Identification of

overweight and obesity:
Overweight was classified according to WHO
recommendations.'' BMI between 18.5-24.99 kg/m’
is within the normal range, while a BMI above 25
kg/m® is considered overweight. Overweight is, in
turn, classified into three grades as follows: Grade I
with BMI between 25-29.99 kg/m,” Grade II with
BMI from 30-39.9 kg/m* and Grade III with BMI 40
kg/m* or more. A BMI less than 18.5 kg/m® is
considered underweight. To identify obesity, the
guidelines provided by the National Institutes of
Health and the National Heart, Lung, and Blood
Institute in June 1998 were adopted. These
guidelines identify obesity as a BMI greater than or
equal to 30 kg/ m* .(= 30 kg /m?) and a BMI between
25-29.99 kg/m” as overweight.

Statistical ~analysis: Statistical analysis was
performed using SPSS statistical package. The
frequency distribution of all socio-demographic
variables was examined for BMI. Significance tests
were used, wherever appropriate, to assess a possible
association between BMI and sociodemographic
variables collected.

RESULTS

The study population consisted of 2435 adults, 25
years and over: 1078 (44.3%) males and 1357
(55.7%) females. Mean age of the group was 43.3
years. Of the study population, 63% resided in the
central administrative region of the country. The
remainder was distributed in the northern and
southern regions.  Distribution by urban /rural
residence showed that 1369 persons (56.2%) were
located in urban communities (settlements with more
than 5000 residents) and 1066 (43.8%) in rural
communities (less than 5000 population). The
illiteracy rate reached 28.3% while 17.4% of the
group had more than 12 years of school. Nearly half
of the study population (51.4%) had a family income
ranging between 100-200 JD per month. Mean

anthropometric measurements and body mass index
by gender are presented in Table 1. Mean BMI for
males and females was found to be 27.7 kg/m® and
28.5 kg/m’ respectively. The WHO criteria of
classification of BMI was used to allocate the study
population to any one of 3 groups: an underweight
category with a BMI less than 18.5 kg/m® which
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included 25 individuals (1%) of the study population, a
normal weight category with BMI between 18.5-24.99
kg/m® which included 755 individuals (31.0%), and an
overweight category with BMI greater than 25 kg/m’
which included 1655 (68%) of the study population as is
shown in Table 2. In further analysis, the underweight
individuals were grouped with those of normal weight
because they were not known to suffer from any
underlying disease and were felt to be in good health.
Distribution of the study population as normal or
overweight according to BMI by sociodemographic
variables is presented in Table 3. Results of the chi-
square test showed that more females were more
overweight as compared to males (P=0.002).

Measurement Male Female Total
(m=1078) (n=1357) (n=2435)

Height (cm)

Mean +SD 168+ 7.5 15664 | 161.3+£9.1

Range 142-195 140-188 140-195

Weight (kg)

Mean * SD 7541133 | 69.5%14.6 | 72.1£14.3

Range 49-130 39-125 39-130

BMI (kg/m?)

Mean *+ SD 27744 28.5+£59 27754

Range 15.1-43 11.5-53 11.5-53

Table 1. Mean anthropometric measurements
and body mass index in the study population by gender.

In the 25-34 year age group, 455 individuals (53.9%)
were found to be overweight. The proportion of
overweight adults increased sharply to 75.1% in the 35-
44 age group and reached 81.5% of those aged between
55-64 years. After the age of 64 years, the percentage of
overweight decreased to 64.4% of the study population.
Differences between age groups in relation to the
proportion of normal or overweight were found to be
highly significant (P=0.00).

Educational level was inversely related to the
prevalence of overweight. Of the illiterate group, 73%
were found to be overweight as compared to 69% of
those with 6 years of school. The proportion of
overweight adults decreased to 63% and 64.4% of those
with secondary education (12 years of school) and
university /community college (>12 years) respectively.
These differences were significant (P=0.001).
No significant difference was found between levels
of income in relation to the proportion of normal or

(
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INTRODUCTION

Overweight and obesity are found worldwide. The
steadily increasing prevalence in recent years
prompted the World Health Organization (WHO) to
raise the alarm of “a global epidemic.”"

Epidemiological studies in the developed countries
involving large populations and long follow up
periods, accumulated indisputable scientific evidence
associating overweight and obesity in adults with an

increased risk of morbidity and mortality from -

cardiovascular  diseases, hypertension, diabetes
mellitus, atherosclerosis, and certain cancers.”
Jordan, a country in transition, is characterized by a
high fertility rate of 4.4, a low crude death rate of
5/1000 and a life expectancy of 69 years.?
Furthermore, the changing life style with a shift
towards urbanization and increased longevity on one
hand, and the high fertility rate with a relatively
young population on the other, suggests that a mixed
pattern of health risks, morbidity and mortality may
prevail in Jordan. This claim is further supported by
the fact that Jordan is classified by many authorities
to be mid-way between the second and third stage of
epidemiologic transition.” The three leading causes of
death were found to be due to cardiovascular
diseases, cancers and accidents in that order.” There
is good evidence that chronic and degenerative
diseases, cardiovascular diseases, diabetes, and
malignancies have started to become a public health
problem and a growing concern for the health care
system.”® Collective consideration of these factors
compels formulation of effective preventive
measures. Addressing the issue of overweight and
obesity is but one element in the unrelenting struggle
towards achieving a “healthy” population. Jordan
lacks information related to norms of anthropometric
measures in its adult population, thus, neither the
body mass index nor the prevalence of overweight
and obesity in the adult Jordanian population
are known. This study attempts to estimate the
prevalence of overweight and obesity among the
adult Jordanian population aged 25 years or more. It
also aims to investigate the association of overweight
and obesity with sociodemographic characteristics of
the population under study.
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METHODS

Background: The data for this study are derived from
a community-based, cross-sectional household survey
conducted by the Jordanian Ministry of Health between
October 1995 and November 1996.° The survey
intended to serve two main distinct purposes:
1-To measure levels of morbidity of some selected
prevalent diseases and 2- To estimate the prevalence of
some important risk factors among the adult population
aged 25 years or more namely: diabetes, hypertension,
hypercholesterolemia, overweight/obesity, smoking, and
physical inactivity. A two-stage household cluster
sampling technique was employed to identify the
sample for use in assessing the prevalence of risk factors
among adults 25 years and over.

The Department of Statistics of the Ministry of
Planning was involved in sampling for this survey
including identification of the sample size, the sampling
clusters, and the selected households. Jordan is divided
administratively into three regions, central, northern,
and southern, with remarkable variation in population
density. The sample size was weighted for the
population of each region as a proportion of the total
population. A final sample of 2435 individuals aged 25
years and over, located in 1944 households distributed
over 19 study sites in the three administrative
regions was selected and included in the survey.
Further details of the sample selection are provided
elsewhere.”

Data collection of anthropometric measurements:

Before embarking on the actual survey, all field
workers underwent a short and intensive training course
on WHO guidelines for anthropometric measurements.'”
Strict adherence to these guidelines was observed
throughout the survey period. All 1944 households were
visited and socio-demographic information was
collected from all adults aged 25 years or more and
recorded on a special form. Measurements of height and
weight were obtained and noted on the same form.
Compliance was universal. Body mass index (BMI) was
derived by dividing the weight in kg by the square of the
height in meters. Data were reviewed and verified on a
regular basis upon receipt of the form by the survey
supervisor. Any deficiencies or errors were corrected
and then the data were entered into the computer.

-
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PREVALENCE OF OVERWEIGHT AND OBESITY IN ADULT
JORDANIANS AGED 25 YEARS AND OVER:
RESULTS OF A NATIONAL SURVEY
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ABSTRACT

Cbjective: to measure the prevalence of overweight and obesity among adult Jordanians aged 25 years and over
and to examine possible associations with sociodemographic characteristics of the population under study.

Aethods: a cross-sectional, community- based national household survey involving 2435 healthy adult
individuals aged 25 years or over. Height, weight and body mass index were measured.

Resulés: Mean height and weight for males were 168 cm and 75.4 kg and for females were 156 cm and 69.5 kg.
Mean body mass index by gender was 27.2 kg/m* for males and 28.5 kg/m? for females. Prevalence of overweight
was found to be 37.4% of the population under study (43% of males and 32.9% of females). Prevalence of obesity
was 30.5% (21.7% of males and 37.6% of females). Overweight in general and obesity in particular were
significantly associated with female gender, increasing age and urban residence. Educational level was inversely
related to the prevalence of overweight/ obesity. Level of income did not show any relationship to the prevalence of
overweight and obesity.

Conctusion: Although the body mass index optimal for health has not been clearly defined, it appears that
overweight and obesity are definite health problems in Jordan. This study provides baseline data for further
research to evaluate trends in the prevalence of overweight and obesity and related health conditions.
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Clomiphene citrate is a synthetic nonsteroidal
estrogen analog designated chemically as 2-[p-(2-
chloro-1,2-diphenylvinyl) phenoxy] triethylamine
dihydrogen citrate (1:1). It has the molecular formula
of CyeHpsCiNO.C¢HgO; and a molecular weight of
598.09. It is usually indicated for the treatment of
ovulatory dysfunction in women desiring pregnancy.
It is also used to treat luteal phase deficiency (LPD)
and infertile men with oligospermia.'” Hypotheses
concerning the mechanism of therapeutic response to
CC use in male infertility include the induction of
increased FSH levels through increased hypothalamic
secretion of GnRH, leading to the activation of
Sertoli cells and the induction of higher levels of
testosterone locally, which may, in turn, contribute to
increased spermatogenesis.” This is also suggested
by our study where there were significant increases in
the serum levels of FSH, LH, and testosterone.

Although CC has no apparent androgenic if anti-
androgenic effects and does not appear to interfere
with pituitary-adrenal or pituitary-thyroid function,
careful attention should be given to the selection of
candidates for CC therapy." Basal levels of
gonadotropins are useful criteria for the differential
diagnosis of hypo- and hypergonadotropic
hypogonadism. Patients with an intact hypothalamic-
pituital;y gonadal axis appear most likely to respond
to CC.

The CC dose used in our study (25 mg daily given
cyclically for 25 days with a 5-day rest period) is the
standard recommended treatment. There is no firm
evidence that a higher dose, which may cause down
regulation, is superior. Many studies report a high
percentage of patients with improved semen quality
and impressive pregnancy rates. Other studies have
found no evidence that treatment with clomiphene is
effective.”” Some studies found that the
administration of a GnRH-analog or pure FSH had
more efficacy on semen parameters. This is much
more expensive than the use of CC.’

In our treatment group, there was good benefit
from CC in the density of the sperm, but not in the
percentage of motile sperm or the percentage of
normally shaped sperm; however, the total motile
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count did increase significantly. This is considered of
more importance in the consideration of seminal fluid
analysis improvement after treatment.*® The attainment
of a pregnancy rate of 20% after 4 months of treatment
with low dose CC as shown in our treatment group
points to its usefulness in the treatment of idiopathic
oligospermic men after proper selection and
investigation to rule out treatable causes.

The safety profile of CC encountered in our study is
quite acceptable as only minor side effects were seen
and all disappeared within a short time after the
completion of the treatment period. Treatment with CC
can cause prolonged and potentially serious visual
disturbances such as scintillating scotomata, blurred
vision, and photophobia.'' If the patient has any visual
symptoms, treatment should be discontinued and
complete ophthalmological evaluation performed.
These symptoms increase in incidence with increasing
total dose or therapy duration and generally disappear
within a few days or weeks after CC is discontinued.
Other important side effects of CC reported in the
literature but not seen in our treatment group, include
psychosis,'” convulsions,"” pyospermia,'® and testicular
tumors. "

If the male fertility problem is significant and not
amenable to routine empirical therapy, the option of
new assisted reproduction techniques (ART) should be
discussed as they offer effective, though expensive,
treatment for many infertile men.'® These treatments
include in vitro fertilization (IVF), recovery of sperm
through epididymal or testicular aspiration, and
intracytoplasmic sperm injection (ICSI). Clomiphene
can be used in the preparatory stages of ART to improve
semen parameters before the collection of sperm.'”’

CONCLUSION

Although there are no well-controlled studies that
demonstrate the effectiveness of CC in the treatment of
male infertility, our study provides good evidence of
potential efficacy in the treatment of idiopathic
oligospermia. Further advances in our knowledge of the
mechanism of male infertility should result in more
precise treatment regimens, thus producing increasing
rates of success.

-
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repeated for all subjects 8 weeks after completing the
treatment period.

Informed consent was obtained for all subjects.
Statistical analysis was performed using the student t
test. P value of 0.05 was taken as the cutoff point for
statistical significance.

RESULTS

Treatment with clomiphene citrate at low dosage
increased the mean sperm density from 12.1 to 34.97
x 10%ml (P<0.05). Although the sperm count
improved, the qualitative results (sperm motility and
morphology) were unchanged during the 4-month
treatment period; the total motile count average,
however increased from 17.36 to 64.34 (P<0.05).
There were also statistically significant increases in
FSH, luteinizing hormone (LH), and testosterone.
See Table 2.
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Parameter Before treatment | After treatment
Volume (ml) 3.66 (2.9-4.3) 4.32 (3.9-4.6)
Sperm density .

(x 10° per ml) 12.1 (8-20) 34,97 (12-60)
Motile sperm (%) 39.2 (23-55) 42.6 (19-45)
Normal :
motbology (%) 57.1 (42-67) 61.9 (48-70)
Thia monle 17.36 64.34
count average
FSH (ng/ml) 6.09 (5.17-8.45) 15'51(; (915)'05‘
LH (ng/ml) 8.43 (2.21-11.70) 16';'93 ?(3-)23“
Testosterone 728.27 (446-

(ng/dl) 1095) 1282 (636-1342)

Table 2. Comparison of semen parameters and serum
hormonal levels before and after 8 weeks
of completing therapy in the treated group:
mean values and range shown.

In the control group, there were no significant
differences in any of the parameters between the
baseline and the repeat analysis at the end of the
study period (P>0.05). The mean serum levels of all
hormones remained relatively unchanged as well
(P>0.05). See Table 3.
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Parameter Start " Finish
Volume (ml) 3.41(3.0-4.2) 3.68 (2.7-4.1)
Sperm density :

& 10° per #al) 15.20 (4-18) 17.81 (2-21)
Motile sperm (%) 40.67 (27-52) 42.16 (13-64)
Normal ‘

morphology. (%) 49.3 (45.63) 47.65 (27-57)
Total motile 21.08 27 63
count average

FSH (ng/ml) 8.31 (3.95-11.23) | 9.72 (4.63-12.06)
LH (ng/ml) 7.29(2.74-11.15) | 7.58 (5.33-11.42)
Testosterone

(ng/dl) 684.50 (339-927) | 836.02 (293-1053)

Table 3. Comparison of semen parameters
and serum hormonal levels at the start and at the
end of the study period for the control group:
mean values and range shown

Twelve pregnancies occurred within 6 months of the
start of the study period giving a rate of 20%. Only 3
pregnancies occurred in the control group giving a rate
of 7.14%. This difference is statistically significant
(P<0.05).

Adverse side effects due to CC were mild and
transient. Most disappeared promptly after treatment
was discontinued. Four patients had mild headaches, 3
had mild nausea and vomiting, 3 had musculoskeletal
symptoms in the form of myalgia or back pain. One
patient had mild gynecomastia which improved on
follow up, and one patient had ‘an acneiform skin
eruption which was treated topically and disappeared a
few weeks after completion of the treatment period.

DISCUSSION

Over 50% of men with infertility will have a treatable
cause that may respond to specific medical treatment.
These causes include varicocele, genital tract infection,
and hormonal abnormalities. Frequently, the etiology of
male infertility remains unknown even after a thorough
evaluation.”

Many medications have been used to treat male factor
infertility with some slight success in selected
patiems.z'3 Many of these agents are used to increase
the endogenous levels of androgen or FSH or both.
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INTRODUCTION

Approximately 15% of all couples attempting to
have children will be affected by infertility, and an
abnormal male factor contributes to reproductive
failure in approximately 50% of infertile couples.’
Male infertility is often responsible for sexual
dysfunction due to increased male anxiety because of
the usual cultural association between fertility and the
concept of virility.> A systematic work-up may be
initiated by a primary-care physician before further
medical care is needed. Clinical and laboratory
examinations must be carried out along with a
systematic search for the major causative factors of
male infertility including varicocele, a history of
genital infection, or injury to the testis. Many drugs
have been used empirically over the years for the
treatment of idiopathic oligospermia, including anti-
estrogenic treatment with clomiphene citrate (CC) or
tamoxifen, mesterolone, testolactone, testosterone
rebound therapy, kallikrein, pentoxifylline, human
chorionic  gonadotropin, (HCG), pure follicle
stimulating hormone (FSH), gonadotropin-releasing
hormone (GnRH), steroids, antioxidants such as
vitamin E, and platelet-activating factor.>’

The response of semen parameters to clomiphene
citrate therapy in subfertile males with idiopathic
oligospermia has been variably reported.“’7 This
study was set up to determine if clomiphene citrate
could improve the parameters in oligospermic men.

PATIENTS AND METHODS

This is a study of 102 couples with infertile
marriages of more than 3 years. The diagnosis in
these couples was idiopathic oligospermia in the male
partner; the female partner had no demonstrable
abnormality after full investigations were done. The
male patients were attending the King Hussein
Medical Center (KHMC) for treatment of infertility
and were consecutively enrolled into this study
during the period from March 1, 1999 to January 31,
2000. All patients were interviewed and examined.
All medical records were reviewed. The patients
were physically healthy. There had been no benefit
from other non-hormonal empirical treatments.

Esed
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Criteria for selection for inclusion into the study were as
follows. Pretreatment levels of FSH had to be in the
normal or low-normal range. Seminal fluid analysis
was done 3 times for each patient prior to enrollment to
verify that the patients were oligospermic. Counts of
less than 20 x 10° were considered oligospermic
according to the guidelines of the World Health
Organization.® Each sample was obtained after 2 to 5
days of abstinence from sexual activities. Collection of
semen samples was made at the laboratory by
masturbation into a standard laboratory container. The
specimens were analyzed within 1 hour of collection.
Basal values for hormonal assay and seminal fluid
analysis are shown in Table 1.

Parameter Treatment group Control group
3.66 3.41

o (2.9-4.3) (3.0-42)

Sperm density 121 15.20

(x 106 per ml) (8-20) (4-18)

; 39.2 40.67
Motile sperm (%) (23-55) (27-52)
Normal 57.1 493
morphology (%) (42-67) (45-63)
Total magle 17.36 21.08

count (average)*
6.09 8.31
FSHAgAnY] (5.17-8.45) (3.95-11.23)
8.43 7.29
LH (ng/mi) (2.21-11.70) (2.47-11.15)
728.27 684.50
Testosterone (ng/dl) (446-1095) (339-927)

*Total Motile Count (TMC) is the number of moving sperm in the entire
ejaculate. 1t is calculated by multiplying the volume (ml) by the
concentration (million sperm/ml) by the motility (% moving). There should
be more than 40 million motile sperm in the ejaculate.”

Table 1. Basal values of semen parameters and hormonal
levels in the treatment group and the control group:
mean values and range are shown

The patients were then randomly divided into 2
groups. Sixty patients were given clomiphene citrate
according to Paulson’s protocol.® This protocol
consisted of treatment with CC at doses of 25 mg daily
given for 25 days, followed by a break of 5 days. This
treatment cycle was repeated 3 times, providing a total
of 4 months of therapy. Forty-two patients were used as
controls and were given no treatment during the study
period. Hormonal assay and seminal fluid analysis were

-
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ABSTRACT

Cbjective: To determine if treatment with clomiphene citrate can improve the parameters of seminal fluid
analysis in oligospermic men and to determine if there is any impact on pregnancy rates.

Patients and Hethods: 102 physically healthy oligospermic men with infertile marriages of more than 3 years,
who were being seen at the King Hussein Medical Center for infertility, were enrolled in this study. All patients had
no benefit from other non-hormonal empirical therapy. Rigid criteria of selection were applied. Pretreatment
serum levels of follicle stimulating hormone had to be in the normal or low-normal range. After obtaining basal
seminal fluid analysis parameters, the patients were randomly divided into two groups. Sixty patienis were given
clomiphene citrate, 25mg/day for 25 days followed by a break of 5 days, for 4 cycles. Forty-two patients received
no medication and were used as the control group during the study period. Hormonal assay and seminal fluid
analysis were repeated 8 weeks after completion of the therapy.

Tesutts: In the treatment group, there was a significant increase in sperm density, but little change in
morphology or motility. Serum levels of follicle stimulating hormone, luteinizing hormone, and testosterone were
also elevated at the end of the treatment period. The wives of 12 patients became pregnant within 6 months of the
start of the study. Only minor side effects of treatment were noted. In the control group, there was no significant
change in the hormonal assay or seminal fluid analysis results at the end of the study period. There were 3
pregnancies in this group.

Conclusion: Anti-estrogen treatment in the form of low-dose clomiphene citrate may be an effective treatment for

properly selected oligospermic men. el pilo
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Figure 3. A 49-year-old patient Figure 4. A vertebral fusion Figure 5. Kissing cavities
with an asymptomatic in a 73-year-old female (case 13)
calcified abscess (case 12) (case 13)
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Table 5. Spinal level involved, management, and outcome,
Case No. Age/Sex Vertebra involved Management Outcome
1 23/M Normal X-rays Conservative Improved/discharged
2 73/F L4-5 Conservative Improved/discharge
3 10/F Thoracic Conservative Improved/discharged
4 54/F 14-5 Laminectomy Improved/discharged
5 6/M L4 Conservative Improved/discharged
6 13/F L4-5 Conservative Cured
7 8/F L1-3 Posterior fusion Cured/discharged
8 19/M T11-12,L4-5 Anterior resection Cured
and posterior fusion
9 32/F L5-S1 L5-S1 fusion Cured
10 28'M Thoracic Resection of abscess Cured
11 64/F T10-12 Focal debridement Cured
19 49/M Thoracic ) ?
13 70/F L1-2 Conservative Cured
14 28/M T6-7 Anterior resection Improved/discharged
and posterior fusion
15 76/F T7-8 Conservative Improved/discharged

Table 5. Spinal level involved,

The appropriate use of diagnostic methods should
help in confirming the diagnosis. Finally, as stated by
J.C Leong,’ the management of patients on an
individual basis should be emphasized.

CONCLUSION

The 15 cases of Pott’s disease seen in our practice

Figure 1. Vertebral destruction with kyphosis

in an 8-year-old female,

Pott’s Disease. ..

management, and outcome

between 1982 and 1993 displayed a wide range of
clinical presentations. The management and follow up
of these cases were complicated by the disruptions of
the civil war. With the current increase in tuberculous
infections in the world, clinicians should be alert to the
possibility of this complicated but treatable disorder and
the difficulties that may be present in establishing a
prompt diagnosis.

Figure 2. A thoracic abscess in a 28-year-old
asymptomatic patient (Case 10).
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shown in a study by Abram et al.”’ In a recent study,
CT scan was more accurate in showing posterior
element lesions than MRI in disease of children.”

Needle biopsy on three specimens in our series
yielded a 100% success rate when compared with the
specimens acquired by surgery. This is compatible
with other reports in which needle biopsy was the
method of choice to acquire specimens for study.'™'

Ottolenghi’® wrote an impressive article about the
subject, in which he reported a 73% success rate with
samples obtained by needle aspiration biopsy from
the spines of 1078 patients with various spinal
diseases. In the studies done by the Medical Research
Council Working Party on tuberculosis of the spine,
the success rate was 54-77% in cases of Pott’s
disease.'” Other studies reported a 47.5%and 68%*
success rate in obtaining a positive culture from
needle biopsy specimens in cases of infectious
spondylitis.

Silverman™ had a positive histological finding in
fine needle aspiration biopsy of the lumbar spine in
one case.

Another study” reported 78% and 83%
histological and bacterial isolation success rates
respectively in 11 cases of musculoskeletal
tuberculosis.

Results obtained by needle and fine needle
aspiration biopsy yield success rates comparable to
surgical specimens, and, thus, unless surgery is
required, needle aspiration should be used to obtain
specimens.

The use of bone scans was limited to two patients
in our series. Technetium scan was positive in one
patient and negative in the other who had
asymptomatic disease. The use of bone scans to
detect extrapulmonary tuberculosis was strongly
advocated by Sarkar ef al.*® in a study done in 1979
using gallium scans on eleven patients.

In two recent studies,”’® gallium scans were found
to be useful in detecting extrapulmonary tuberculosis.
Gallium scan done on twenty-three patients was
positive in 83% in detecting extrapulmonary sites.

ougatilyl o el g -2

Gallium scan was advocated as an adjunct to CT scan in
evaluating spinal and extrapulmonary tuberculosis.

The mainstay of treatment in our cases was
chemotherapy. Isoniazid (INH) and rifampin (RMP)
were. the major drugs used for at least nine months. In
some patients an additional drug, either streptomycin or
ethambutol, was given, Evidence of efficacy of
regimens in the studies done by the Medical Research
Council showed that a six month regimen of INH and
RMP was as effective as a 9 month regimen and an 18
month regimen of INH plus either para-aminosalicylic
acid or ethambutol. It was also superior to INH and
either ethambutol or para-aminosalicylic acid for nine
months.” Although the study was quite conclusive with
respect to the effectiveness of the treatment of the
infectious process, it also showed that kyphosis and
bony fusion were still problems in conservative
treatment.

Of the 14 patients who were treated, 7 underwent
surgery. In four of these, the indications for surgery
were quite obvious. Two were operated on for spinal
instability and kyphosis; one was operated on for
instability; and the fourth was operated on for an
abscess that developed while she was on antituberculous
therapy. The other three were operated on because of
misdiagnosis. One was operated on for a suspected
herniated disc that gave an image of a block on
myelography and on surgery was found to have Pott’s
disease of the posterior elements. The second was
operated on a mediastinal mass with a preoperative
diagnosis of Schwanoma, which turned out to be
tuberculosis. The third was operated on with the
preoperative diagnosis of a metastatic lesion. In the
latter case, Pott’s disease was not suspected. CT scan
would have shown posterior element tuberculosis had it
been done. MRI would have assisted in the diagnosis of
these 3 cases since infectious spondylitis shows typical
T1 and T2 weighted signals. Secondary carcinoma of
the vertebra can give a radiological image of a collapsed
vertebra’® as was observed in the patient who was
operated on for a tumor. In the patient who was operated
on for a suspected Schwanoma, investigations did not
help in the differential diagnosis. New investigation
tools such as polymerase chain reaction look promising
and more sensitive and specific than bacteriology in
detecting tuberculosis.*' It has been demonstrated that
Pott’s disease can mimic many other conditions.

-
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Patients with Pott’s disease may present with a
multitude of signs and symptoms. Most patients have
back pain and constitutional symptoms.**"*? Pain is
progressive, insidious in onset, and no longer relieved
by rest as the disease progresses.*

Patients may also present with a fluctuating
abscess, a discharging sinus, or a spinal deformity. A
neurological deficit such as a sphincter incontinence,
paraplegia or paraparesis may be present.” Findings
include spinal rigidity, paravertebral spasm,
torticollis, gibbus, a painful spinal process, and
alteration in sensitivity, spastic paraplegia, a positive
Babinski sign or an abnormal gait.’

The thoracic spine is the most commonly involved
site.  followed by the lumbar spine.*>*1°
Neurological deficits occur in 10-47%.>%'"13
Paraplegia is seen in 10-29% of patients.'® The
proportion of neurological disease is increased in
thoracic and cervical disease and also in patients with
spinal deformity, and lower in patients with lumbar
disease.*'*"’

Back pain and constitutional symptoms were
present in the majority of our patients.

Fluctuating abscesses were seen in four of our
patients. Most of our patients lacked neurological
symptoms with the exception of one, case 14, which
had paraparesis. The fact that two patients had
asymptomatic thoracic spine disease, the majority
had lumbar spine disease, and only three patients had
spinal deformity might explain the infrequent
neurological symptoms in our series.

Of the three patients who had a spinal deformity,
two had kyphosis and the third had an anterior
displacement of the spinal segment. Kyphosis is a
frequent complication of Pott’s disease that is mostly
associated with vertebral body destruction in the
lower thoracic and upper lumbar spine .'® In addition
to an increased frequency of neurological deficits in
kyphotic patients, restrictive pulmonary disease may
ensue.

Abscesses were a common finding among our
patients. Ten patients had abscesses. Four patients
had a palpable fluctuating abscess. Two of them
developed the abscess while on antituberculous

Pott’s Disease. ..
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therapy. These findings have been corroborated by other
studies. In one series from Saudi Arabia, 68% of the
patients had abscesses.” Jansen and Dehaller!” reported
that 50 to 54% of patients had abscesses at presentation
on plain radiographs and tomograms respectively, in
536 patients compiled from studies done by the Medical
Research Council Working Party on tuberculosis of the
spine. The percentages rose to 70 and 77 % during the
three year follow up. Abscesses are common findings in
Pott's disease and can develop while patients are on
treatment.'’

Roentgenology failed to show lesions in two patients.
One of them developed an abscess later. It takes about
four to six weeks until radiological signs of Pott's
disease become apparent.” Furthermore, X-rays are not
accurate in viewing the posterior arches® as in the case
of the second patient who had normal x-rays but whose
disease appeared as a block on myelography. However,
plain radiography remains an excellent imaging
technique in the primary assessment and in follow up of
patients with spinal tuberculosis.”’ Our patients showed
spinal lesions typical of Pott’s disease as described by
other authors including kissing cavities, vertebral body
crushing, scalloped erosion, anterior wedging with
kyphosis, paravertebral abscesses, and abscess
calcification.'®'®1922 Radiography has also been
advocated in the follow up of lesions in patients during
chemotherapy.”’ Tomograms showed vertebral fusion
in one of our patients after a few months of treatment. In
a study on children, Ghormley found that return of bony
detail followed by bony fusion and a decrease of abscess
size constitute good prognostic signs.*

CT scan showed the extent of soft tissue involvement
and abscess volume well in two of our patients. CT scan
is considered very useful in management decisions
whenever surgery is considered. CT scan detects lesions
earlier than x-rays;"*”> however, it cannot distinguish
between granulation tissue and abscesses.

None of our patients had MRI. MRI has evolved as a
powerful imaging tool in the diagnosis of Pott’s disease.
It detects lesions earlier than CT scanning and x-rays.”
The multiplane view provided by MRI confers a major
advantage over the CT scan in showing the extent of the
lesions. MRI has characteristic T1 and T2 signal
changes specific for infectious diseases.'**** 1In this
respect, it can also differentiate between degenerative,
tumorous, and infectious processes of the spine as

-
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Case No. | PPD | Smear | Culture | Histology
1 + + 0 0
2 0 0 0 +
3 + + + 0
4 0 0 0 +
5 0 + + +
6 + - - 0
7 + 0 0 0
8 + - - 0
9 0 - - +
10 - - - +
11 0 - 0 +
12 0 0 0 +
13 + - ? 0
14 + - ? +
15 + - 0 0

Table 4. Supportive evidence of
M. tuberculosis in each case

Seven patients had surgery (See Table 5).

All patients received chemotherapy with isoniazid
and rifampin with an additional drug in some patients
(ethambutol and streptomycin). Five patients (cases
6,7,8,11, and 14) were treated with prolonged bed
rest. Plaster jackets were used in 3 patients (cases
7,13, and 14). Indications for surgery were variable.
They included spinal stabilization and correction of
the spinal deformity in two of the patients (cases 8
and 14) who had collapsed vertebrae secondary to
destruction with significant kyphosis. In an 8-year-
old girl (case 7), there was considerable vertebral
involvement, and spinal stabilization was performed
to drain the abscess and to prevent any further
deformity. In case 9, the patient developed a
paravertebral abscess at level L5-S1 while being
treated for pulmonary tuberculosis. This required
drainage and fusion. Cases 8 and 14 had anterior
resection and posterior fusion. Three cases were
misdiagnosed and detected only following surgery.
These included case 10 (Figure 2), which presented
with a mediastinal mass and was wrongly diagnosed
as a Schwanoma. In case 4, a herniated lumbar disc
was suspected; surgery revealed Potts disease
involving the posterior elements. A PPD was not
done prior to the surgery, and the plain x-ray was
normal. In case 11, a metastatic tumor or multiple
myeloma was suspected on the basis of radiological
data. Bence Jones protein and serum protein
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electrophoresis was negative. Pathology gave the correct
diagnosis of Pott’s disease. '

RESULTS

All of our patients, with the exception of case 14,
improved enough to be discharged from the hospital.
Most of them received drug therapy at home. Two
patients were seen two years following discharge (cases
9 and 11) and had no sequelae of the disease. Three
patients had prolonged hospitalization and received
chemotherapy for 9 months to one year. Most of the
patients were lost to follow up because of the civil war.
Case 7 had multiple complications on follow up. Case
14, was readmitted 3 years following antituberculous
management for a cholecystectomy. Routine chest x-ray
revealed a calcified mediastinal opacity. Needle
aspiration biopsy showed caseation, and the patient was
discharged on a prolonged chemotherapy program.

DISCUSSION

Pott’s disease is much more common in the third
world where disease of children is commonest,’ and
even constitutes the majority of the patient population.’®
On the other hand, developed countries have a low
incidence of the disease and it is the third age group that
is usually affected.® Patients in developing countries
usually present with a complicated illness while in
developed countries, the patient presents with early
manifestations of the disease.’” The disease is more
prevalent in rural areas and low socio-economic
classes.® Furthermore, the incidence of Pott’s disease
reflects the quality of the public health services
involved.” An example would be the shift in the age
distribution pattern of Pott’s disease toward the older
population after the implementation of a public health
program for tuberculosis noted in one Indian study.®

Many of our patients were from rural areas or lower
socio-economic classes. Furthermore, most presented
with severe constitutional symptoms or had advanced
disease. It should be mentioned that many public health
services were inactive in Lebanon during the war
period. The fifteen cases which have been discussed,
though not representative of all the Lebanese
population, reflect the poor quality of health services
available in Lebanon at that time.
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MATERIALS AND METHODS

Fifteen cases of Pott’s disecase were seen between
1982 and 1993. There were nine females and six
males (See Table 1). The average age was 39 years
(range 6-76 years). Five patients were under 20, and
four were above 60. Three patients were in their first
decade. Presenting symptoms varied. Most patients
had back pain (11 out of 15). Weight loss and fever
were seen in patients 5 and 6 (See Table 2).
Constitutional symptoms were prominent in the
younger patients, especially those under twenty years
of age. Concomitant pulmonary.tuberculosis was
detected in five patients. Two patients were
asymptomatic; the Pott’s disease was discovered
during the assessment of other health problems (cases
10 and 12, See Table 2). One patient had an osseous
extraspinal lesion of the left elbow. Only one patient
presented with paraparesis.

~ Years | Males | Females | Total

ST e 2.3
11-20 1 1 2
20-30 3 0 3
30-40 0 1 1
40-50 1 0 1
50-60 0 1 1

Above 60 0 4 4
Total 6 9 15

Table 1. Age and sex distribution of patients

Cases 7 and 9 presented with a fluctuating abscess
(See Figure 1). The white blood cell count ranged
from leukopenia to leucocytosis.

Symptom Number of Patients | %
BackPam = a0 133
Weight Loss 6/15 40
Fever 5/15 33.3
Pulmonary Tuberculosis 5/15 333
Abscess 2/15 13.3
Asymptomatic 2/15 13.3

Table 2. Major symptoms and signs at presentation

The sedimentation rate was normal in two patients
with active disease; however, it was elevated in most

Pott’s Disease. ..
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patients. The imaging modalities used were x rays
and CT scan.

The x rays were normal in two patients and abnormal
in thirteen. The positive findings included abscesses and
spinal lesions. Of the two that were normal, (case 1
Table 2), one patient returned two months later with an
abscess of the buttock. The second patient (case 4) had a
block seen on myelography, which was very suggestive
of a herniated disc at L4-5. CT scan was done in three
patients and was useful in delineating the extent of the
lesion and the relationship with adjacent structures.
Bone scan (technetium) was positive in one patient and
negative in another one. The latter had asymptomatic
disease. PPD was positive in eight of nine patients.

All samples sent to pathology showed granuloma
with or without caseation. Smears and cultures were
positive in 28% and 33% of the cases respectively (See
Table 3). Investigations provided evidence for Pott's
disease in ten patients (cases 1,2,3,4,5,9,10,11,12,
and 14).

In case 2, specimens for histology were obtained by
needle biopsy of the elbow. In cases 5 and 12 (Figure 3),
specimens were obtained by needle aspiration biopsy of
the spine. In cases 4,9,10,11 and 14 specimens were
obtained by open biopsy.

e R
qugnoan prpcedure results/Number done -

PPD 8/9 87.5
Histology: caseation 8/8 100
or granuloma

Chest x-ray 9/15 60

Culture 2/6 333
Smears 3/11 27.7

Table 3. Diagnostic procedure and results

In the five remaining patients, cases 6,7,8,13 and 15,
(see Figures 4 and 5), a dramatic response to treatment
was corroborative of the diagnosis made on clinical and
radiological data. All five patients had a positive PPD.
Two of the patients had concomitant pulmonary
tuberculosis (cases 8 and 15). Histology, cultures or
smears were negative when done (See Table 4).

-
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POTT’S DISEASE
A REVIEW OF 15 CASES
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ABSTRACT

Chjective: To present the author’s experience with Pott’s disease in Beirut, Lebanon over an 11 year period
along with a review of the literature.

Methods: Fifteen cases of Pott’s disease were seen between 1982 and 1993. The presentation and clinical
course of these cases is reviewed.

Resutts: Although 14 of the 15 patients improved enough to be discharged from the hospital, the long-term
follow up of these patients was limited due to the civil war in Lebanon. In one case, seen 3 years after treatment, it
was necessary to reinitiate treatment.

Conciusion: A wide spectrum of disease was seen in our cases which illustrate many of the difficulties in
establishing the correct diagnosis and treatment.
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INTRODUCTION
underdeveloped world. A surge in the number of cases
Tuberculosis is not only one of the major epidemic of tuberculous spondylitis is being noted in advanced
infections in the world, but it was also responsible for countries and is associated with an increase in
one of the highest number of deaths due to an immigration and the number of high-risk patients, such
infectious agent in the 1990’s.” Tuberculosis is  as alcoholics and those with AIDS.” The disease is now
known to have affected mankind for thousands of often associated with immunodeficiency, migration,
years. Evidence of Pott’s disease has been detected in ~ and low socioeconomic status. This article will discuss
Egyptian mummies.” Pott’s disease is now rare in the the author’s experience with Pott’s disease and present a
developed countries, but it is still common in the review of the literature.

JABMS 2002;4(1):77-84E

#*John Abdelnoor, M.D., FRCS(c), Lebanese University, Beirut, Lebanon.
#Nabil Aratimos, M.D., Resident in Internal Medicine, Lebanese University, Beirut, Lebanon.
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rate.! The energy consumption was 63.2 Kcal/100 ml
(4429 Kcal/24 hours) This corresponds to 74.9
Kcal/kg body weight, which was lower than the
recommended daily allowance of 115 Kcal/kg at 3
months of age. Swedish and Hungarian infants
received 85 Kcal/kg and their 24 hour energy intake
was 794 Kcal/kg and 620 Kcal/kg respectively.”
However, by calculation, our infants received 8.257 g
of lactose/kg/day which yields 5.73 mg/kg/min of
glucose.

The recommended daily allowance of water is 150
ml/kg body weight.'® The breast milk water was
found to be 612.8 ml/day, which is far below the
recommended daily water intake. The low intake of
water during the winter period of the study might be
an explanation. In any case, the infants were all in
good health and gained weight progressively,
fulfilling the WHO criteria that estimate the adequacy
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this study was entirely on demand. Mean quantity of
milk per feed was found to be 54.4 g and 49.7 g for
males and females respectively.

Mature human milk has the lowest protein
concentration found in the mammals."® The accepted
average milk protein is 1.15 g/100 ml except during
the first month when the average is 1.30 g/100 ml
This is adequate for growth and does not overload the
premature kidney.” The protein in this study was
shown to be a mean of 1.6 g/100ml, see Table 2,
which was consistent with findings in European
mothers,® and higher than the 1.2 g/100 ml in
American mothers. In a Swedish study, the mean
was 2.0 g/100 ml.> A wide range (0.9-1.5 g/100 ml)
was reported by Jellife.” Many studies in Indian'
and Tanzanian'' human milk, showed no significant
differences. No difference in milk protein content in
developed and developing countries has been
shown;'“!* however, this level is maintained by
malnourished mother during the first 4 months of
lactation only and then it declines.'® Ali and Zaki'’ in
1976 and Mustafa in 1980, in 2 studies, determined
mean milk protein content of 0.9 and 1.5g/100 ml in
Sudanese women.

The mean milk lactose content in this study was
6.9 g/100 ml, as seen in Table 2. This was
comparable to the findings of Jelliffe.” An American
report’ showed a mean of 7.29 g/100 ml. In
Hungary, the concentration was 5.3 g/100 ml and in
the Philippines the concentration was 5.6 g/100 ml.”
A Guatemalan study showed a range from 8.4-9
/100 ml.”

Lipids comprise the major energy yielding fraction
of human milk and the main source of fat-soluble
vitamins. The concentration has a diurnal rhythm,
higher in the morning feeds and lower in later
lactation. There is also variation with suckling. It
contains 57% unsaturated fat and the enzyme lipase
which makes it ideal for infants.

In this study, the concentration of fat was 3.23
g/100 ml. See Table 2. This was comparable to the
Hungarian and Philippine data of 3.72 g/100 ml, but
less than the Swedish and higher than that of
Guatemala,” Statistically, there was no significance
between breast milk fat and protein concentrations,
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but there was a significant negative correlation between
milk lactose and fat concentration, P=0.002.

The higher content of minerals in milk is associated
with a rapid rate of growth."”” Calcium concentration in
this study was 41.1+/-17.6 mg/100 ml (Table 2), which
was consistent with the Jelliffe data,” but higher than the
medians reported by WHO (1989),” the 38 mg/100 ml
reported by Ali and Zaki,” and the 33 mg/100 ml
reported by Mustafa.'

Breast milk potassium level is higher than that of
sodium, similar to the proportion in intracellular fluids.
The mean concentration of sodium was 16.5+/-2.6
mg/100 ml in this study. See Table 2. This was higher
than the results of the WHO study in 1989,” lower than
that found by Ali and Zaki,” and consistent with the
Mustafa results.'* The milk potassium concentration
was 55+/-3.6 mg/100 ml, which was similar to both the
WHO and the Mustafa findings.

The birth weight of the infants enrolled in this study
was comparable to Swedish data.” This is probably due
to the good health of the mothers recruited. Table 3
shows the mean and the standard deviation of birth
weight and weight gain from birth to the 4" month. By
the end of the first month, the results were slightly lower
than the Swedish results and similar to the Hungarian
group.” By the third month, the weight gain was similar
to that in Sweden. The acceptable increment of body
weight per month should be no less than 0.5 kg."” The
infants in this study achieved this weight gain. See
Table 3. The infant should double birth weight by the
5™ month of age."” In this study 83.3% of this gain was
attained by the 4™ month. The mean weight gain by the
end of the first month was 1.2 kg. This was higher than
the Swedish, Hungarian, and Zaire results of 0.8, 0.7,
and 0.3 kg respectively.”

Table 4 shows the growth pattern of male and female
infants in this study. The monthly weight gain was

. higher in males during the first 2 months, but higher in

females during the third and fourth months.

Table 5 shows the constituents, and the coverage
percentage of the daily recommended values of breast
milk. A well-fed infant on breast-feeding ingests 150
ml of milk/kg/day and receives 10 g of lactose/kg/day,
which ensures the normal unstressed infant of at least 4
mg/kg/min of glucose. This is considered the optimal

-
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26.9 +/- 3.21 kg/m.” None of the mothers was found
to be under the normal BMI.

The chemical composition of the breast milk is
shown in Table 2.

Constituent Mean | SD | Energy (%)
Water content 87.30 0.45 o
Total solids 12.70 0.45

Protein g/100 ml 1.60 0.46 6.40
Lactose g/100 ml 6.94 0.75 27.96
Fat g/100 ml 3.23 1.15 29.07
Ash g/100 ml 0.42 0.17

Calcium mg/100 ml 41.13 | 17.63

Sodium mg/100 ml 16.53 | 2.61

Potassium mg/100ml | 55.07 3.61

Total Kcalories 63.23

Table 2. Chemical composition of breast milk (N=15)

Birth weight and weight gain to the age of 4 months
is shown in Table 3.

- 3 month | Recommended Percentage
. sample e -

Yot 612 885 69.2%

content

Protein 11.2 11 101.8%

Calories 442.8 678.5 65.3%

Sodii 115 115-350 Whin
the range

Potassinm 386 350-925 T
the range -

Calcium 288 400 72%

. i 3 S e
ae T month | months | months | months
Weight 3.004+/- | 4.220+/- | 5.312+/- | 5.910+4/- | 6.566+/-
0.393 0.633 0.626 0.687 0.688
Weight 1.156+4/- | 1.092+/- | 0.598+/- | 0.656+/-
gain 0.452 0.330 0.304 0.317

Table 3. Mean birth weight and weight gain
up to the age of 4 months (N=15)

A comparison between monthly weight gain in male
and female infants is shown in Table 4.

. Male | Female
o 4.325+/- 41984/
Weight (Kg) Month 1 0.620 0.683
; 5.273+- 4.927+/-
. 0.532 0.714
6.112+/- 5.821+/-
el 0.693 0.699
6.656+/- 6.450+/-
Mot 0659 | 0756
Weight gain (grams) 1292+/-310 1014+/-434
948+/-358 799+/-355
839+/-415 804+/-255
545+/-148 830+/-170

Table 4. Mean weight and weight gain
in male and female infants

The constituents of the breast milk studied are
compared to the recommended levels in Table 5.

Biochemical and Nutritional...
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Table 5. Milk constituents compared
with recommended levels after 3 months of breastfeeding

DISCUSSION

The mean quantity of milk was 702 g/24 hours. This
was similar to a previous Swedish study, which showed
an intake of 733 g for males, and 798 g for females at
the age of 3 months.” Similar results have been reported
in other studies.’

The BMI of the mothers, which was calculated 3
months after delivery, was slightly overweight at 26.9
kg/m,’ being over the upper limit of normal (25 kg/m?).
The mothers were all well nourished. They had no
known illnesses and not a single case was under the
normal limit for BML. It is possible that this factor may
limit the application of the findings of this study to the
overall female population in the reproductive age
groups, particularly to those who are malnourished.

The relationship between milk intake and birth weight
was not statistically significant. This is similar to results
reported by the WHO.” In addition, the sex of the infant
in relation to 24 hour intake was not shown to be
significant (697 g/24 hours in males vs. 709 g/24 hours
in females.) In Sweden, the mean intake was found to
be 733 g/24 hours and 798 g/24 hours for males and
females respectively.”

The number of feeds per day showed a considerable
difference. There was a mean of 12.3 feeds/day for
males and 14.3 feeds/day for females, but the duration
of a single feed (in minutes) compensated for this
variation. The mean duration in minutes was 21.4 for
males and 15 for females. The number of feeds ranged
between 11 and 18 feeds/day. The type of feeding in

-
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performance is limited.> Malnourished mothers have
approximately the same proportion of protein, fat,
and carbohydrate in their milk when compared to
well-nourished mothers."”

The infant thriving on exclusive breast milk
feeding regulates and maintains intake within the
lactational capacity even of a malnourished mother.”
The nutritional value of milk depends both on its
quantity and its compositima.2 These factors are also
influenced by the ethnic group of the mother and the
time of day of the feeding.* Over 100 constituents
are found in human milk, and much information
concerning these factors remains incomplete.” Of
particular importance is the quality of those nutrients
which affect the growth and metabolic status of the
infant. Current estimates of the nutritional needs of
the growing infant are not clear-cut. This study was
planned to provide scientific data about the quality of
breast milk in a group of Sudanese women who were
using breast milk exclusively for feeding their
infants..

MATERIALS AND METHODS

The study was carried out at El Gadarif State
Hospital, Eastern Sudan. During the period from the
first week of Qctober to the first week of November
1997, 81 mothers delivered normally. Only fifteen of
these mothers with their newborns (8 males and 7
females) agreed to participate in the study. All
mother-infant pairs were healthy. The mothers were
from 25-30 years old and already the mothers of 2 to
3 children. They were educated and of high
socioeconomic status (urban elite). All of the
pregnancies were singleton. The birth weight of each
infant was recorded and followed at monthly
intervals up to 4 months of age.

MILK QUANTITY

Twenty- four hour milk volume was determined
by measuring the quantity of milk ingested by the
infant. This was done by carefully test-weighing the
infant before and after each feed over a 24 hour
period.” The time and duration of the feed was
recorded together with the number of feeds per day.
Mothers and their infants were admitted to the

hospital in order to measure milk quantity. Milk’
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quantity was measured at the middle of the third month
of age.

MILK COMPOSITION

Milk samples were collected for chemical analysis
once from each mother by extracting 20-25 ml from the
left breast using an electric pump after milk volume had
been measured. Collection was done in the morning
when the infant was in the middle of the third month of
age. The samples were collected in sterile glass
containers. The containers were cooled under ice during
transport to the laboratory and the samples were frozen
until analysis was performed. The standard methods of
the Association of Official Chemists (AOAC, 1990)°
were used to determine the chemical composition of the
milk. Water, protein, fat, lactose, ash, calcium, sodium,
and potassium were estimated. The Kjeldahl method
was used to determine protein as nitrogen (% protein
equals % N x 6.38). The Gerber method was used for
fat estimation. Flame photometry using Corning 400
flame photometer was used for determination of
calcium, sodium, and potassium.

STATISTICAL ANALYSIS

Statistical analysis was done using SPSS Windows
Computer System. Mean and standard deviation values
of all measured variables were calculated. The bivariate
method was used to assess the association between two

variables. Significance was indicated by value
of P <0.05.
RESULTS

Milk volume and breast feeding patterns are
presented in Table 1.

Variable 24 hours | Day time | Night time
Quantity of milk T02+/- 440+/-

Mecied Gmine 121 1 R
Niltiibér of feads 132'5; = | 87424 | 48416
Duration 2744+/- 164+/-

o Feel fritiuntes] | %19 705 | LOHAID2

Table 1. Volume and frequency
of feedings (mean +/- SD) in a 24 hour period N=15

The body mass index (BMI) of mothers was
calculated 3 months postpartum. The mean value was

-
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BIOCHEMICAL AND NUTRITIONAL ASSESSMENT
OF BREAST MILK IN SUDAN
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ABSTRACT

Cbjective: To determine a biochemical and nutritional profile of breast milk in Sudanese women. The quantity
and quality of the milk in addition to the growth patterns of the infants were determined.

Aethods: The study was carried out in El Gadarif Teaching Hospital in Eastern Sudan. The weighing method
was used to determine milk volume. The chemical composition of the milk, and the body weights and growth rates
of the exclusively breast fed infants were determined. The methods of the Association of Official Analytical
Chemists were used (AOAC 1990). Statistical analysis was carried out according to the SPSS program.

Results: 24 hour milk volume was 702+/-121 g; water content was 87.3+/-0.45 g/100 ml, protein was 1.6+/-
0.46 g/100 ml; lactose was 6.9+/-0.79 g/100 mi; fat was 3.23+/-1.2 g/100 ml, sodium was 16.5+/-2.6 mg/100 ml,
potassium was 55+/-3.6 mg/100 ml; calcium 41.1+/-17.6 mg/100 ml; and energy was 63.2+/-8.5 Kcal/100 ml.

Conclusion: The average milk volume and chemical composition were comparable to the results from other

studies from developed and developing countries.
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INTRODUCTION
Breastfeeding is natural for mother and child. The . Diff erent methods of mills expression, pumpil}g or
volume of breast milk varies with infant demand, and ~ infant suckling, may result in samples of variable

it may be influenced by many physiological factors. contents." The impact of nutrient intake on lactational

JABMS 2002;4(1):72-6E
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For labor and delivery, epidural anesthesia can
provide a pain-free labor, thereby decreasing
catecholamine levels and possible increases in SVR
caused by pain. In addition, it minimizes the
hemodynamic changes seen with contractions.
Meticulous attention to blood pressure, judicious
fluid administration prior to the initiation of the
anesthetic, and slow titration to raise anesthetic levels
are essential. A technique employing loss of
resistance to saline rather than air should probably be
used to avoid the chance of injecting air into an
epidural vein. An existing epidural anesthetic can
easily be dosed for cesarean section should the need
arise.

RIGHT-TO-LEFT SHUNTS

Right to left shunts are also described as cyanotic
heart defects and include tetralogy of Fallot,
transposition of the great arteries, tricuspid atresia,
and Eisenmenger’s syndrome. Historically, few such
women reached childbearing age, but with earlier and
improved corrective surgery, we are seeing more of
these women.

Controversy exists over the best choice of pain
relief during labor and anesthesia for cesarean
delivery. It is of prime importance to avoid
myocardial depression and to maintain normal SVR,
venous return, and circulating blood volume,
regardless of the technique selected. If regional
anesthesia is chosen, epidural anesthesia allows a
more gradual onset of the blockade and
sympathectomy, and is preferred over subarachnoid
anesthesia. Prompt treatment of any decrease in
systemic blood pressure is important. Phenylephrine
is the drug of choice to raise the blood pressure and
SVR. Another advantage to carefully administered
epidural anesthetics is again the ability to employ
epidural or intrathecal opioids, which will improve
the quality of the block and allow the use of lower
concentrations of local anesthetics for sensory pain
relief during labor.

In addition, epidural or intrathecal opioids can be
employed for the treatment of postoperative or
postpartum pain, thus avoiding the need for systemic
opioids.
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COARCTATION OF THE AORTA

Patients who have symptoms of congestive heart
failure or aneurysmal dilatation of the aorta should have
intra-arterial and pulmonary artery pressure monitoring.
The sympathectomy that occurs with epidural and/or
subarachnoid anesthesia must be carefully managed. If
regional anesthesia is necessary, an epidural technique
with or without opioids is preferred over subarachnoid
anesthesia. Other alternatives include epidural or
subarachnoid opioids (without local anesthetics) with
pudendal block for labor and delivery, or general
anesthesia for cesarean section.

Regardless of the technique chosen, careful
monitoring of the heart rate and blood pressure is
essential. Decrease in heart rate or blood pressure
should be treated promptly and SVR maintained.

MYOCARDIAL INFARCTION

The method that constitutes the “safest” anesthetic in
this group of parturients will depend on particular
patient characteristics and the expertise of the team
caring for the patient. In the stable or minimally
decompensated patient, continuous epidural anesthesia
with a surgical level to the mid to high thoracic region is
the anesthetic method of choice for vaginal or cesarean
delivery. Its high degree of titratability ensures a gradual
onset and relative hemodynamic stability with abolition
of most sympathetically mediated, pain-triggered
responses during the delivery period.

Additional benefits provided by the high surgical
level are a decrease in the surgical stress response,
avoidance of tachycardia by blockade of the cardiac
accelerator fibers, and inhibition of sympathetically
mediated vasospasm.

SUMMARY

The pregnant patient with cardiac disease requires
early and frequent observation of her subsequent
hemodynamic adaptation to the physiologic changes of
pregnancy by both an obstetrician and a cardiologist. If
the pregnancy is allowed to progress, early inclusion of
the obstetric anesthetist is essential for safely managing
the patient’s labor and delivery and postpartum course.

-
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If the surgery is necessary, but not urgent, it is wise
to wait until the second or third trimester.

MITRAL VALVE PROLAPSE

The anesthetic goal in these patients is to minimize
sympathetic stimulation. A regional technique should
be used if not contraindicated. Prompt correction and
optimization of intravascular volume is instituted to
minimize the occasional arrhythmia. If vasopressors
are needed and the mitral valve prolapse is severe,
one should consider using phenylephrine rather than
ephedrine.

MITRAL STENOSIS

The primary goal in these patients is to maintain a
slow heart rate. Rates greater than 110 beats/min are
not tolerated well. If the patient has atrial fibrillation
with a rapid ventricular response, either digitalization
or cardioversion must be considered. Beta-blockers
can also be employed. Blood pressure must be
carefully monitored and caution should be exercised
in the rapid infusion of intravenous fluids.

A functioning continuous epidural technique
raising the sensory level gradually is preferred, but
without epinephrine in the local anesthetic. A single
shot subarachnoid block is contraindicated in these
patients.

MITRAL REGURGITATION

A functioning continuous epidural or subarachnoid
anesthetic for labor and vaginal or cesarean delivery
is preferred. The sympathetic blockade that
accompanies these techniques results in a decrease in
the afterload favoring the forward flow of blood.
Adequate intravascular volume expansion must occur
prior to induction and these patients should receive
antibiotic prophylaxis against the development of
endocarditis.

AORTIC REGURGITATION

Continuous epidural or subarachnoid anesthesia is
recommended and will produce a decrease in SVR by
sympathetic blockade. Bradycardia is avoided and
treated if necessary. If hypotension develops,
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ephedrine is the drug of choice because it will tend to
increase or maintain heart rate as well as increase the
vascular tone.

IDIOPATHIC HYPERTROPHIC
SUBAORTIC STENOSIS

Direct blood pressure monitoring with the use of an
arterial catheter and the use of CVP monitoring is
helpful in serious lesions. Intravascular volume
expansion with warmed crystalloid solutions and
continuation of beta-blockade are encouraged. These
patients should receive prophylactic antibiotics for
subacute bacterial endocarditis. Continuous epidural is
initiated early in labor and maintained with a mixture of
local anesthetic and narcotic. If emergent cesarcan
delivery is required, a regional anesthetic technique is
not contraindicated, but the continuous epidural or
subarachnoid anesthetic must be slowly titrated with
aggressive hemodynamic support aided by continuous
invasive monitoring. As the chemically induced
sympathectomy resolves, it will result in an increase in
SVR and autologous transfusion. Postoperative opioid
analgesia through the catheter may be employed.

Obstetric anesthetists are increasingly called upon to
care for parturients with congenital heart disease.
Congenital heart lesions are being diagnosed and
successfully corrected at earlier stages, and therefore
increasing numbers of women who might have
succumbed to their heart lesions are now surviving to
childbearing age. Congenital heart disease is seen with
increased frequency relative to rheumatic heart disease.

LEFT-TO-RIGHT SHUNTS

These include atrial septal defects, ventricular septal
defects and patent ductus arteriosus. Anesthetic
considerations vary with the severity of the lesion and
the degree of myocardial dysfunction and pulmonary
hypertension. Precautions must be taken with
intravenous access devices and fluids to avoid air
bubbles and thrombi. Prophylaxis against bacterial
endocarditis may also be necessary and ECG monitoring
is important to detect arrhythmias in patients who are
susceptible. Pulse oximetry is valuable as it provides
continuous information regarding the status of
oxygenation, and it can alert to the onset of right-to-left
shunting.

-
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safest anesthetic technique for vaginal or cesarean
delivery, the obstetric anesthetist must be aware of all
cardiovascular drugs prescribed and their effects on
the parturient and fetus as well as their interactions
with anesthetic agents.

Left to right cardiac shunt defects, such as atrial
and ventricular septal defects and patent ductus
arteriosus, are generally well tolerated during
pregnancy. These lesions account for approximately
75% of congenital heart disease and contribute to less
than 10% of the documented maternal mortality.
Mitral and aortic regurgitation, and asymptomatic
mitral stenosis secondary to rheumatic heart disease
also may be well tolerated during pregnancy and
contribute less than 1% to maternal mortality.

Cardiac conditions contributing to significant
maternal mortality (17-55%), which also result in a
high incidence of fetal wastage include:
hemodynamically significant mitral stenosis, mitral
stenosis complicated by atrial fibrillation, severe
aortic stenosis, primary pulmonary hypertension,
coarctation of the aorta, dominant right-to-left cardiac
shunts associated with Eisenmenger’s syndrome, and
uncorrected tetralogy of Fallot.

CARDIOVASCULAR EFFECTS OF
REGIONAL ANALGESIA AND NESTHESIA

Continuous lumbar epidural anesthesia, unless
contraindicated by the patient’s particular cardiac
problem, can be utilized for both vaginal and
cesarean delivery and may also be utilized for
postoperative pain control. Patients whose cardiac
status would not be compromised from peripheral
vasodilatation and afterload reduction respond well to
epidural anesthesia, whereas patients who might

become hemodynamically unstable from decreased

systemic vascular resistance (SVR), which would
promote right-to-left shunting, should have general
anesthesia.

By utilizing gradual and incremental dosing, the
sympathetic blockade that results in vasodilatation
will not be abrupt. Also, as the level of blockade is
gradually established, bradycardia and negative
inotropy brought about by inadvertent blocking of the
cardiac accelerator fibers (T2-T4) will be prevented.

Regional Anaesthesia...
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The combination of low dosages of local anesthetics
and epidural or intrathecal opioids produces more
optimal relief of pain associated with labor, vaginal or
cesarean delivery, and postoperative pain management
than the local anesthetic or opioid alone. However, low
ejection fractions and conduction defects may require
the use of 2-chloroprocaine, as it is less cardiotoxic,
should inadvertent vascular uptake occur.

Epinephrine should be omitted from the test dose and
anesthetic solutions to prevent beta-receptor stimulation,
which promotes increased cardiac output and decreased
peripheral vascular resistance. Post delivery, monitoring
for possible development of pulmonary edema due to
mobilization of extravascular fluid when return of
peripheral tone and cardiac output occurs as the
sympathetic block fades, is essential. Intrathecal and
epidural opioids are effective in controlling pain during
labor as well as postoperatively. Injected in the central
nervous system (CNS), opioids do not produce
autonomic or motor blockade. Preservative-free
morphine, 0.5-1.0 mg in a hyper- or isobaric solution
can also be administered intrathecally as analgesia for
labor and postoperative pain. Fentanyl, 50-100 pg in 10
ml of preservative-free saline or local anesthetic
solution epidurally is also effective. Side effects most
commonly associated with CNS injected opioids include
pruritus, nausea and vomiting, urinary retention and
delayed respiratory depression; these symptoms are
more common with morphine. Combining an epidural
narcotic with a local anesthetic is advantageous in
patients with severe mitral stenosis, primary pulmonary
hypertension, and Eisenmenger’s syndrome.

Spinal or subarachnoid blockade is rarely used in
patients with severe cardiac disease due to abrupt onset
of profound sympathetic, sensory, and motor blockade
that may ultimately result in cardiovascular collapse. -

SPECIFIC CARDIAC LESIONS AND
THEIR ANESTHETIC MANAGEMENT

It is preferable that patients with surgically
correctable valvular lesions have undergone repair prior
to pregnancy, as this improves maternal and fetal
prognosis. Otherwise, elective surgical  procedures
should be delayed until after delivery, which avoids
possible dangers of teratogenesis and premature labor.

-
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REGIONAL ANESTHESIA
FOR THE PREGNANT CARDIAC PATIENT

Jonathan H. Skerman, M.D.
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ABSTRACT

The pregnant patient with heart disease presents an extreme challenge to both the obstetrician and anesthetist.
Pregnancy and labor each impose increased demands on the circulation, and anesthesia for delivery, either
vaginally or surgically, may compromise an already stressed cardiovascular system. To avoid creating such
problems or aggravating existing conditions, the anesthetist must be aware of the nature and progression of heart
disease during pregnancy, the normal physiology of labor, delivery and puerperium, the cardiovascular effects of
the various anesthesia regimens, and the therapies used to manage untoward complications should they occur.
Both anesthetic and obstetric considerations will be discussed. Regional anesthesia for specific cardiac
lesions/conditions will also be considered, with the emphasis on indications and contraindications.
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INTRODUCTION Optimally, these patients require a multidisciplinary
approach with careful and more frequent evaluation

The incidence of heart disease in the obstetric throughout pregnancy for any possible indications of

population of the United States is between 0.5-2%,  cardiac decompensation.

and it is probably the leading non-obstetrical cause of

maternal mortality worldwide. ~Rheumatic heart The obstetric anesthetist is presented the ultimate
disease remains the predominant etiology in obstetric challenge in the management of the pregnant cardiac

patients with cardiac disease, although its incidence patient. It is imperative to have a thorough
has declined to less than 40%. An increasing number  understanding of both normal and pregnancy associated

of obstetric patients with cardiac disease has evolved alterations of pulmonary and cardiac anatomy and
due to earlier diagnosis, improved drug therapy and physiology, as well as the pathophysiology of the
surgical correction of congenital cardiac lesions. patient’s specific cardiac lesion. In order to select the

JABMS 2002;4(1):67-71E

#Jonathan H. Skerman, Professor and Chairman, Department of Anesthesia and Intensive Care, Arabian Gulf University, College of Medicine and Medical
Sciences, Consultant in Anesthesia and Intensive Care, Al Manama, Bahrain (‘
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CONCLUSION
: : B12 consumed with food, if dietary changes are not

All efforts should be directed to preventing acceptable, vitamin B12 supplements are essential. Any
vitamin deficiency in pregnant and lactating women, infant with anemia and neurological problems should be
especially in a malnourished population. The RDA tested for vitamin B12 deficiency. The long-term
for vitamin B12 is 2 micrograms per day. Since prognosis of infantile vitamin B12 deficiency depends
some individuals cannot absorb all of the vitamin on the severity and the duration of the deficient state.
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CT scan showing marked frontal
and frontoparietal cerebral atrophy

Figure 1. Case No. 1

Case No. 2. An 8-month-old boy was admitted
because of progressive pallor and severe weakness.
He had generalized muscular hypotonia with
exaggerated reflexes in the lower limbs in addition to
mild hepatosplenomnegaly on abdominal
examination. His blood count showed macrocytic
anemia. Bone marrow examination showed frank
megaloblastic changes. The brain CT scan showed
frontal and frontoparietal cerebral atrophy. The optic
nerve was normal. Vitamin B12 1 mg was given
intramuscularly daily for 2 weeks. Folic acid was
given as well. On follow up 1 month later, he began
to have good control of his head for the first time.
His blood film returned to normal. Blood count of
the mother was normal; however, further evaluation
of her blood or breast milk was not possible.

DISCUSSION

Macrocytic  anemia in  association  with
megaloblastic hematopoiesis indicates a defect in
DNA synthesis, which is usually caused by a
deficiency of vitamin B12, folate, or both. A less
common cause of megaloblastic anemia is hereditary
orotic aciduria, a defect in nucleic acid processing.’
Although a deficiency in almost any of the vitamins
can directly or indirectly affect the central nervous
system, only components of the B complex group are
known to be directly involved in brain function. We
felt that these cases of megaloblastic anemia and
abnormal neurological findings were due to vitamin
B12 deficiency caused by malnutrition of the mother.
Other known causes of vitamin B12 deficiency
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include a congenital inability to absorb vitamin B12 and
a specific deficiency of the transport globulin.’” The
typical neurological symptoms of infantile vitamin B12
deficiency include cerebral and optic nerve atrophy,
apathy, coma, tiredness, brain damage, degeneration of
the spinal cord, and lack of balance. The long term
prognosis of infantile vitamin B12 deficiency depends
on the severity and duration of the deficient state.

The exaggerated reflexes found in the lower limbs of
our patients occurred because of cerebral atrophy. The
presence of hepatomegaly with or without mild
splenomegaly has been observed in all cases of
megaloblastic anemia in different age groups excluding
the cases of hemolytic anemia with secondary folate
deficiency. The precise mechanism requires further
evaluation.

The primary function of cobalamin (Cbl) is to provide
coenzyme activity for the synthesis of methionine and
succinyl-coenzyme A. Cooper and Rosenblatt claim that
deficiency of methionine synthesis causes the
neuropathy induced by vitamin B12 deficiency. An
inappropriate methylmalonyl-CoA accumulation leads
to odd chain fatty acids in nerve sheets with altered
neural function. A number of authors have reported
similar cases born both to vegan mothers and to mothers
with pernicious anemia.®’

Figure 2. Case No. 2 CT scan showing frontoparietal
cerebral atrophy
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NEUROLOGICAL MANIFESTATIONS OBSERVED IN INFANTS
WITH MEGALOBLASTIC ANEMIA

M.N. Al Naddawi, M.D; Rana AL-.Shami, M.D.
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ABSTRACT

Two cases of megaloblastic anemia presenting in infancy are described. Both cases presented with
hepatomegaly and developmental delay. CT scan of the brain showed severe frontal and frontoparietal cranial
atrophy, more prominent in an 11-month-old girl born to a mother with dietary deficiency. This infant died in spite
of vitamin BI12 supplementation. The second case, an 8-month-old boy who was being breast-fed, showed mild
improvement with vitamin B12 supplementation.
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INTRODUCTION

Only foods of animal origin are significant dietary
sources of vitamin B12. Strict vegetarian diets with
avoidance of milk and eggs do not provide
appreciable amounts of vitamin B12. In the last ten
years we have seen infants with megaloblastic
anemia and developmental delay who were born to
malnourished mothers and breast fed without vitamin
supplementation. The diets did not include animal
proteins due to the poverty of the families. Vitamin
B12 (cobalamin) helps in the formation and
regeneration of red blood cells, thus helping to
prevent anemia. It is necessary for carbohydrate,
protein, and fat metabolism and in the maintenance of
a healthy nervous system. It promotes growth in
children, increases energy, and is required for
calcium absorption.*?

JABMS 2002;4(1):64-6E
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CASE REPORTS

Case No.l. A 9-month-old girl bom to a
malnourished mother and exclusively breast fed was
admitted to our hospital with a history of progressive
pallor, weakness, and developmental delay. On
admission, she was apathetic with spastic lower limbs,

exaggerated reflexes, and mild hepatomegaly on

abdominal examination. A blood count showed
macrocytic anemia. Neither serum B12 assay nor red
blood cell folate assay is available to us, so we
depended on bone marrow aspiration to establish the
diagnosis of megaloblastic anemia. Brain CT scan
showed severe frontal and frontoparietal cerebral
atrophy. She also had bilateral optic atrophy. She was
given 1 mg vitamin B12 intramuscularly daily and folic
acid, but she showed no improvement and died after 1
month in the hospital.

*Prof. M. N.AL.Naddawi, M.D., MRCP., FRCP., Department of Pediatric, University of Baghdad, Al Mansor pediatric teaching hospital, pediatric neurology

unit, Baghdad, Iraq.

*Rana AL-.Shami, M.D., Pediatric Arab Board, Department of Pediatric, University of Baghdad, Al Mansor pediatric teaching hospital, pediatric neurology

unit, Baghdad, Iraq.
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HYDATID CYST IN THE THORACIC VERTEBRAE
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B. Darwish, M.D.; M. Masalmeh, M.D.; M. Bakir, M.D.
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Hydatid cyst in the thoracic verebrae in a 28 year old male, manifested by paroxysmal dorsal pains for 3 years. The
patient was hospitalized for sharp dorsal pain af the level of T6 after he caried a heavy weight.
Fig (1). Thorax X ray shows widening increasening of the mediastinum  with non-homogenous density.
Fig (2). CT scan of the thoracic spine reveal non-homogeneous mass of low density in the postertior mediastinum,

destroying the T6-T7 vertebral body and extending to the spinal canal, with dilatation of the left vertebral foramen.
Fig (3). Spinal MRI shows multiple well-defined cystic formations in the posterior mediastinum, destroying the T6-T7

vertebral body and pushing the spinal cord to the right.
Fig (4). The verebrae were fixed with screws affer left thoracotomy and extirpation of the hydatid cysts.

*Bassam Darwish, M.D., Associate Professor, Chairman of Department of Thoracic Surgery, Al Moussat University Hospital, Damascus, Syria.
*M.Ali Masalmeh, M.D., Assistant Professor, Chairman of Department of Pneumology. Al Moussat University Hospital, Damascus, Syria.
*Mahmoud Bakir, M.D., Assistant Professor, Pneumologist at Pneumology Department in Al Moussat University Hospital, Damascus, Syria. -
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A 23 Year old man was admitted to the Emergency Department because of severe abdominal pain locafed in the
right upper quadrgnt and beginning 4 hours earlier. An abdominal ultrasound showed the presence of a cystic mass
measuring 8 cm located in the right renal pelvis with dilatation of the calyceal cavities around this mass (Figure 1).
The color Doppler of this mass revedled a swirling multidirectional flow inside it (Figure 2). The pulsed Doppler fracing
showed the presence of forward and backward flow inside the cystic mass (Figure 3). The study of the right renal artery
with color Doppler clearly showed the communication of this cystic mass with the right renal artery (Figure 4). The
diagnosis of right renal artery aneurysm with imminent rupture was made, and the patient was operated on urgently
without performing an arteriogram. The operative findings confirmed the diagnosis

* Samir Haffar, M.D., Associate Professor, Department of Internal Medicine, Al Moussat University Hospital, Mezzah, Damascus, Syria.
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CONCLUSION: Passive smoking substantially
reduced CFVR in healthy nonsmokers. This finding
provides direct evidence that passive smoking may
cause endothelial dysfunction of the coronary
circulation in nonsmokers.
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Acute Effect of Caffeine on Arterial Stiffness
and Aortic Pressure Waveform

Mahmud A, Feely J.
Hypertension 2001 Aug; 38(2): 227-31
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CONCLUSION: Consumption of fruits and vegetables,
particularly green leafy vegetables and vitamin C-rich
fruits and vegetables, appears to have a protective
effect against coronary heart disease.
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Severe Pulmonary Embolism
Associated with Air Travel
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CONCLUSION: These results show a significant effect

of caffeine intake on arterial tone and function and
suggest that caffeine acutely increases arterial stiffness.
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The Effect of Fruit and Vegetable Intake
on Risk for Coronary Heart Disease
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CONCLUSION: The  “pseudomonas  hot-foot
syndrome” is characterized by the acute onset in
children of exquisitely tender plantar nodules and
benign, self- limited course. This community outbreak

developed after exposure to pool water containing high
concentrations of P. aeruginosa.
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Scooter Injuries in Children
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Pediatrics 2001 May; 107(5): E64
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CONCLUSION: A greater distance traveled is a

significant contributing risk factor for pulmonary
embolism associated with air travel.
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CONCLUSION: The use of nonmotorized scooters by
children may result in serious injury, particularly in the
young child. Although not life-threatening, these
injuries require significant medical intervention and
may result in permanent functional and cosmetic
deformity. These injuries are potentially preventable
with the proper use of protective gear and supervision.

Public and parental awareness and education are
essential to prevent additional injuries.
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Randomized Trial of Cranberry-Lingonberry Juice

and Lactobacillus GG Drink for the Prevention of
Urinary Tract Infections in Women

Kontiokary T, et al.
BMJ 2001 Jun 30;322:1571
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CONCLUSION: Our results indicate the need for a
high index of suspicion for necrotizing fasciitis among
patients presenting with cellulitis, a recent insect bite,
wound, or recent injection drug use. Preventive
interventions for necrotizing fasciitis among IDUs
should include street-based education and treatment for
abscesses and cellulitis.
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CONCLUSION: Regular drinking of cranberry juice
but not lactobacillus seems to reduce the recurrence of
urinary tract infection.

l yadmall (i o padl bl A3l eilgil]
Necrotizing Fasciitis
Associated with Injection Drug Use

Chen JL, et al.
Clin Infect Dis 2001 Jul 1; 33(1): 6-15
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CONCLUSION: Our study confirms that M.
pneumoniae and/or C. pneumoniae plays a significant
role in community-acquired LRTIs in children of all
ages and that such infections have a more complicated

course when not treated with adequate antimicrobial
agents.

Ot bag it S il dadlad

g dxilgius duul ja
Efficacy and Safety of Clarithromycin as Treatment

for Mediterranean Spotted Fever in Children:
A Randomized Controlled Trial

Cascio A, et al.
Clin Infect Dis 2001 Aug 1; 33(3): 409-11
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CONCLUSION: Clarithromycin could be an
acceptable therapeutic alternative to chloramphenicol
and to tetracyclines for children aged <8 years with
MSF.
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Brucellosis in Pregnant Women
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Clin Infect Dis 2001 Apr 15; 32(8): 1172-7
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Lower Respiratory Tract Infections
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CONCLUSION: Because certain atypical cases of
infectious mononucleosis display  laboratory
abnormalities that are characteristic of typical
infectious mononucleosis, enhanced awareness can
help in the diagnosis.
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A Syndrome of Transient Encephalopathy
Associated with Adenovirus Infection

Straussberg R, et al.
Pediatrics 2001 May; 107(5): E69
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CONCLUSION: This study demonstrated that the
incidence of spontaneous abortion among pregnant
women with brucellosis is high and that these women
should receive prompt therapy with antimicrobial
agents when they present for medical care.
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Infectious Mononucleosis

Taga K, etal.
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CONCLUSION: We suggest that this syndrome of
transient encephalopathy is a distinct entity and should
be considered as another of the several neurologic
syndromes known to be associated with adenovirus
infection.
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Mortality Rates in Enterococcal Bacteremia
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CONCLUSION: The in vitro susceptibility of

uropathogens in female outpatients varies according to
age and geographic region.
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CONCLUSION: Vancomycin resistance is an
independent predictor of death from enterococcal

bacteremia. Early, effective antimicrobial therapy is
associated with a significant improvement in survival.

AR Jsand] Faind dssad| b paall Jalgall daglia
by Jdad ralalall (Gl gal aakianall (o ciSall
Antimicrobial Resistance among Uropathogens

That Cause Community-Acquired Urinary Tract

Infections in Women: A Nationwide Analysis

Gupta K, et al.
Clin Infect Dis 2001;33:89-94

Aalledd of jals dab 5l el gl ad 3:A ol A4l 2
aind) e uuiSall UTT sl Jad) zmed 3l dey sl
& A gipall abiadl Guusil) 3l A e e GUY) sl
bl ) jaal) dikaial

Aa goall bl Guwsill Jsa i g al il jall 45k
& Js clie a3 Al s isolate 528 wea 103223 (o]
Al La Al bl (e 1998 Alall b Lele J5eaall
Baniall QLY Gl 8 Al 3hlie 9 (e s sl

Beod



B L L:,LaL.ai;

OS5 1984 (L) SGY 0 9l8 cp L il pall 45y, a
ey Loy Ladlyy Mk 46 (520 s (1987 (Lanssd) ISV
a3l 50 e e Y

Lile 13 saa 18 JL8a 35 e Talidl s Jo Jganl)
il el L S5 ¢ sal £3y 2 ay ey
oalel syl all e pUaEN il g ol ol
el Jlg A gl el il (lgiady sl

A 24 cinay A LSl 35 g e — rgiil
(%31.4) 1831 11 5 «(%68.6)

s 121 o sl sy aad ol Taws in oK~

Laty (%22.9) (S e 8 (5l adla S8y (yal 5o iy -
(%77.1) 18 JLoa 27 sl oag i IS iy

oy oS Sy L Lo S sl (gl ity o1 -
il 3 gy (gl s (e e il e de e

el m jall (e il peddf (%37.1) & ki 13 el —
ilay apeid (%42.9) S lie 15 el Loty chatiall 3 5 4
sl (%11.4) (S e 4 il 5 Lol 1 sy o1 (S5 52
25l aguaid] (%8.6) (S )lie 3 jatiels ot e e oy
sl V1 el 3.0 30 e L o

Ll e oAl R 3y Adladl Gl e Y1 (s e IS -
gkl 3 g gall Al yal il gl il

comalall 5 5add dall e (%22.9) (S i 8 alalil -
il 5 PIS m pa pgia 5 it

Al o yall 328 (e S0 Al e g U Bae Cudadi f -
cpaall elaall FY1 e gy dadial

iy il 55y im e dsmy el o3 8 um g DA
JUkY) e %80 s - e s—all a sl e Dl oal
baundl eyl Julie S sl ia e cbeaal cimil gy
U gie ) Adis al jel )il e pe )l o dan agal
oS e %20 Ay oS lad) Y5 a dg lef ga
Lle 13 sadd Afledll 303 pe Gala ol el 35ny go oan g0
A gesal) o) de Dlie go5 O Sary o) sn Ge

2

Adeall (Wl ) Ja) Gala g Al Al Ul (5 ]
Al

PDDs I Ll 3y cpadd shpl) clul@l il

97 oo ilse S & sana A PDD apany 2Sh a5 imili il
[62.6 Jsas PDDs apay i sy (1S3 %79.4) Sk
Al 2 10000/16.8 (oo &igaall dpus il . J sk 10000
.5 AYl PDDs I <¥la 4 10000/45.8 5 43 sh)
a %81 S5 el 41 et sie g el LS
Mika 97 o -3 Ooamabiial Jd e 1538 55 28 Sl
alanl @l 5o e da 3 %25.8 ot & s (PDD Al
) ya dgda Alla %9.3 (52 Gaay isl)

lee el PDD 25a 5 iV anae of ) bl s 14 oAl
Dty and 33 paaal) ALY il o G 5 €30S
o3 Cigan gL &Y 5 558 Aadiy ) 5y Y] YA el
< jlia) s Al o3 o (e a2 ) el )
U Aagal) clalall oLl 5 a8 adld Gl aay L Adds g A
el J el G Jd JULYY

CONCLUSION: Our results suggest that rates of PDD
are higher than previously reported. Methodological
limitations in existing epidemiological investigations
preclude interpretation of recent high rates as indicative
of increased incidence of these disorders although this
hypothesis requires further rigorous testing. Attention

is nevertheless drawn to the important needs of a
substantial minority of preschool children

omadlg Jlakd dayliall e lale 13
- papadl pagll dajdiay Hulaa
" Thirteen-Year Follow-up

of Children and Adolescents
with Chronic Fatigue Syndrome
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Pediatrics 2001 May; 107(5): 994-8
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CONCLUSION: Green banana and pectin are useful in
the dietary management of persistent diarrthea in

hospitalized children and may also be useful to treat
children at home.
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Asthma Treatment in Children:
An Exciting New Therapy
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CONCLUSION: These data demonstrate the presence
of an illness consistent with the current definition of
chronic fatigue syndrome. Eighty percent of children
and adolescents affected had a satisfactory outcome
from their fatiguing illness, although the majority of
these participants had mild to moderate persisting
symptoms. Twenty percent of participants remain ill
with significant symptoms and activity limitation 13
years after illness onset. Chronic fatigue syndrome in
children and adolescents may result in persistent

somatic symptoms and disability in a minority of those
affected.
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Clinical Studies in Persistent Diarrhea:

Dietary Management with Green Banana
or Pectin in Bangladeshi Children
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Gastroenterology 2001;121(3):554-60
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COMMENT: Anti-IgE antibody, although not yet
approved for use in the U.S., is an exciting new
advance for the treatment of asthma in children. This
experimental therapy appears to be safe, it reduces the
requirement for inhaled steroids, and it protects against
disease exacerbation.
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Hypovitaminosis D in Healthy Schoolchildren
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Pediatrics 2001 Apr; 107(4): E53
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CONCLUSION: Hypothermia may be therapeutic in
such instances of metabolic coma because it lowers the

enzymatic rate of production of the toxin while non-
enzymatic methods remove the toxin.
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Methemoglobinemia and Consumption
of Vegetables in Infants

Sanchez-Echaniz J, et al.
Pediatrics 2001 May; 107(5): 1024-8
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CONCLUSION: Even in a sunny country,
hypovitaminosis D is common in schoolchildren, more
so in the winter. Girls, especially those with a lower
SES, are at particular risk. The inverse changes in
parathyroid hormone suggest that insufficient vitamin
D levels may deleteriously affect skeletal metabolism
in healthy adolescents. Vitamin D insufficiency may be
prevalent in  many other countries where
supplementation of milk with vitamin D is not
mandatory. Our results call to a reconsideration of

vitamin D supplementation in high-risk adolescents to
further optimize skeletal health.
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Hyperammonaemic Coma
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CONCLUSION: To test the effect of a therapeutic
intervention to ameliorate the rate of progression, this
steady and prolonged progression of 0.5 mg/dL per
year between serum creatinine concentration of 1.5 to 5
mg/dL would seem the optimal study.
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Mortality Risk in Children with Epilepsy:
The Dutch Study of Epilepsy in Childhood
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Pediatrics 2001 Jun; 107(6):1259-63
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CONCLUSION: Consumption of silver beets and
incorrect storage of homemade purees of mixed
vegetables were potential causes of
methemoglobinemia in this series. The disease may
occur in children older than 6 months of age. Nitrituria

in a cyanotic infant may suggest the diagnosis of
methemoglobinemia.
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Long-Term Progression
after Relief of Posterior Urethral Valve

Roth KS, et al.
Pediatrics 2001 May; 107(5): 1004-10

o 6 el gliadl JULYY G Y pa i Al s
O R R s s s ST S
Oy e JA e aily sgdland Ja Pliels ¢Sl
Sl DleY! e deall) JUbY) by 8 Ll (al sl
oan il ) e o ey Bpaal) a5 Bl 8 gl Y
Steall A5 puall (55d gzl sa¥l daphadal dlastioly 5aY 5l 3Ll
Gyl Lae il daad jall s Apdall dle Sl oty ¢ d s

LY sl o s gall ani 3ol

E743

Ui



(eiegs) 4) @
9%1%@@0?{0@{’/ Diseases

Aliadl Jaliall wilgll
2 balll (e cpadgSll Agilall deliallg
Juvenile Arthritis
and Autoimmunity to Type II Collagen

Myers LK, et al.
Arthritis- Rheum 2001;44(8):1775-81

il el 8 Jemdall il (381 5 Ul 1 Al ddls
Y <l Laad 45l) G lie sl o JRA el ki)
s raill il e g i g 58 CTI
h@lmoi@ﬁglaﬂjumﬁm:@bﬂ TS
Gisk oo TRA L& a8 i) CIT g €L 4
~g sadll B halls CIT (Y 5 e

e JRA el i 30 7 e cilll s g sl Ao ganll
Lagaal (huiay ja e c2aatia (shais cls ae sl Jal =l
3SL dangs Lataal ) Jalidl (may ilgn e~ JRA
(oAl _aY,

CIL cun¥ o<1 el 2D pm jal) g ¢ il 33, L
o Aled i Jal (e o yall and g L gad 5 0 )
Aed deal sy (55 (5 s sl | il

A Ml wield 23l Cald) die (g e gl £1a ) Aoy
il el

On 2 g sedll Jaatll ol AW &4l Gand 3o o
8ol sam gl LAY pen 5 ol LAY Geli o Gl o
L= ) o35 23l s U8 pmal e A hamall 3 el
Slla s RNA Ul g Ul 380l s 25 .CIT cpa SIL
Al GlS il a5 e Gaagll

Ay gl Bila 8l mse ol g2 0K o1 ipila
Lelall lating agia 6 (5l Cuizaids Cun ¢ oain 30 8 in
B ga ISy (g sadll CII cpn 81, Aallaal) day (y5 58 5
gl =0 6 ad ol S iyl o uaill
3 e deid) saill Jale il i

poery A lEa Bl 5 pshi el g 5 all e e
& gl Cnlbad) JULYI @il das el Y, cpianall
A A a0 e Cangll (b Gl (Al gaa jumlall o)
esinall Aalay 45 5lia gl 038 A apans

25 O ot Jleel a5 il 472 21,9 a5 2Ad 0 da )k
1992 5 1988 (Lubautl) o o L oldle 16,5 aal,
Ot sy Cleas Al Dl 84S 5Ll 3Laa) 5o a) | aal
g Ay S (i Gatiie S Ll 8 m ae 4 e
N e saal

By aligl a5 saad Jlabkyy YO F LI
e aa dagliall 3 5 (DA saalid) cild ) aae Ujlie o
Jalsa 8 adiadl 810 Jlee¥l A ol a8 ) gl
:G.‘yl:\.‘dl

/3.8 Sl duus ddins dadliadl 5 8 Dla Juld 9 bl =
Al o il Ry el a calall 8 pad 5 1000
a8 giall

b g s Cbeadll 3280 JULY) o il alis =
comlels B8 e e e

e 7l g eay Gabias 150U € é g ) d\_ﬁ.l:&"lc___m_;‘
(22.9 510 5 5has) 550 S oSl e )

Aaals b yuda e jia.j,hﬁas_;u,.sujgi WL . -
& alls Loyl e

o 5oL A el iyl de gendl o3 ERE
G e e g ey Galiaall JBLY) al sla ) 5sha ¢l
5oshed gl 8 5 Laby ol dalay 4 Jlie il <,
Gl i & e bad) JULY) (5 i 20 sy 34
JULY) Jal a5 1 50 cilagladll 38 855l ey
g raly Caliad)

CONCLUSION: In our cohort, we found no indication
that children who have nonsymptomatic epilepsy have
an increased mortality risk compared with the general
population, whereas children who have symptomatic
epilepsy have a 20-fold increased mortality risk. These
data provide guidance for counseling parents of
children who have epilepsy.
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INTERPRETATION: In this controlled trial, patients
receiving the anti-TNF-alpha agent infliximab as
monotherapy experienced a high degree of clinical
benefit and rapid time to response in the treatment of
moderate to severe plaque psoriasis compared with
patients who received placebo. These findings suggest
that TNF-alpha has a pivotal role in the pathogenesis of
psoriasis.
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CONCLUSION: These results are encouraging. The
possible beneficial effect of oral CII in JRA merits
further investigation.
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CONCLUSION: An elevated platelet count is a risk
factor for permanent visual loss in temporal arteritis.
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CONCLUSION: Infliximab therapy was successful in a
patient with sarcoidosis. Tumor necrosis factor- a may
be an important mediator of clinical disease in
sarcoidosis and could be an attractive target for
therapeutic intervention. However, infliximab may

cause adverse effects associated with cytokine cascade
manipulation.
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The finding of thrombocytosis in a patient with
suspected temporal arteritis should emphasize the need
for urgent treatment, with consideration of using
inhibitors of platelet aggregation or anticoaqulation
therapy. -
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CONCLUSION: Pentoxifylline may be a safe and

“effective adjunct to steroids and immunosuppressants

in patients with MGN.
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CONCLUSION: Our study highlights the severity of
Coxiella burnetii myocarditis.
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Clin Infect Dis 2001 Aug 1; 33(3): 312-6.
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CONCLUSION: At least in the short term, physical
and, particularly, exercise therapy produce a favorable

improvement in the functional status of the rheumatoid
hand.
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Myocarditis,
A Rare But Severe Manifestation of Q Fever:
Report of 8 Cases and Review of the Literature

Fournier PE, et al.
Clin Infect Dis 2001 May 15; 32(10): 1440-7.
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CONCLUSION: In this sample of patients admitted
with AMI, the differing outcome of apparently similar
patients treated in 2 different practice settings were
explained by multiple competing factors. Researchers
conducting observational studies should be cautious

about attributing patient outcome differences to any
single factor.
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CONCLUSION: Our results should encourage
physicians to detect valvular lesions in patients with
acute Q fever and to search for acute Q fever in
patients with a valvulopathy and unexplained fever. A
proper treatment for such patients and a scheduled

follow-up should reduce the risk of developing
endocarditis.
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CONCLUSION: Anticoagulants are underused in older
women with AF relative to older men with AF, despite
comparable risk profiles. Women receiving warfarin
have a significantly higher risk of major bleeding,

suggesting the need for careful monitoring of
anticoagulant intensity in women.
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Oral Anticoagulant Therapy
during and after Coronary Angioplasty:
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Are Essential to Reduce Thrombotic Complications
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Lee SC, et al.
Hypertension 2001 Aug; 38(2): 166-70.
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CONCLUSION: Coumarins started before coronary
angioplasty with a target INR of 2.1 to 4.8 led to the
lowest procedural event rate, without an increase in
bleeding episodes. During follow-up, optimal
anticoagulation was associated with a decrease in the
incidence of late events by 67% and a significant
improvement in 6-month angiographic outcome.
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CONCLUSION: Sacral nerve stimulation seems to be a
new and promising modality for patients with certain
types of FI in whom conventional treatment options
have failed to achieve an improvement.
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Management of Heartburn in a Large,

Randomized, Community-Based Study:
Comparison of Four Therapeutic Strategies

Howden CW, et al.
Am J Gastroenterol 2001 Jun;96(6):1679-81
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CONCLUSION: Iron supplementation successfully
decreases ACEl-induced cough. This effect may be
related to the decrease of NO generation associated

with the inhibition of NO synthase activity in bronchial
epithelial cells.

Gastrointestinal Diseases
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Sacral Nerve Stimulation
as a Treatment for Fecal Incontinence

Rosen HR , et al.
Gatroenterology 2001 Sep ;121(3) :536-41
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CONCLUSION: Proton pump inhibitor treatment
provides more consistent heartburn relief than an H2-

receptor antagonist, or ‘step-up” or ‘‘step-down”
therapy.
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Durable Treatment-Free Remission

after High-Dose Cyclophosphamide Therapy
for Previously Untreated Severe Aplastic Anemia

Brodsky A, et al.
Ann Intern Med 2001;135:477-483
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CONCLUSION: In women with hypothyroidism
treated with thyroxine, estrogen therapy may increase
the need for thyroxine.
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The Risk of Stress Incontinence 5 Years
after First Delivery

Viktrup L, Lose G.
Am J Obstet Gynecol 2001 Jul; 185(1): 82-7
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CONCLUSION:  High-

dose
therapy without bone marrow transplantation produces
durable treatment-free remission in severe aplastic

cyclophosphamide

anemia. This approach deserves further study in

patients with severe aplastic anemia who are not
suitable candidates for allogeneic bone marrow
transplantation.
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Increased Need for Thyroxine in Women
with Hypothyroidism during Estrogen Therapy

Baha M, et al.
N Engl J Med 2001;344:1743-9
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CONCLUSION: Today, Turner's syndrome or Ullrich-
Turner's syndrome may be defined as the combination
of characteristic physical features and complete or part
absence of one of the X chromosomes, frequently
accompanied by cell-line mosaicism. The increasing
interest in Turner's syndrome over the past two decades
has been motivated both by the quest for a model by
which the multi-faceted features of this disorder can be
understood, and the endeavour to provide life-long
support to the patient. New developments in research

allow patients with Turner's syndrome to have
multidisciplinary care.
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A Prospective, Randomized Trial Comparing
the Efficacy of Dexamethasone and Betamethasone
for the Treatment of Antepartum HELLP

(Hemolysis, Elevated Liver Enzymes, and Low
Platelet Count) Syndrome

Isler CM, et al.
Am J Obstet Gynecol 2001 Jun; 184(7): 1332-7; discussion 1337-9
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CONCLUSION: First pregnancy and delivery may
result in stress incontinence 5 years later. Women with
incontinence 3 months after a first delivery have a
particularly high risk of long-lasting symptoms.

Obstetric risk factors are vacuum extraction and
episiotomy.
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Turner’s Syndrome

Ranke MB, Saenger P.
Lancet 2001 Jul 28; 358(9278): 309-14
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CONCLUSION: Amoxicillin and azithromycin are
equally efficacious in the treatment of cervical C
trachomatis during pregnancy.
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Maternal and Fetal Qutcomes
of Subsequent Pregnancies
in Women with Peripartum Cardiomyopathy

Elkayam U, et al.
N Engl J Med 2001;344:1567-71
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CONCLUSION: Intravenously administered
dexamethasone appears to be more effective than
intramuscularly administered betamethasone for the

antepartum treatment of mothers with HELLP
syndrome.
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A Randomized Controlled Trial Comparing
Amoxicillin and Azithromycin for the Treatment of
Chlamydia trachomatis in Pregnancy

Jacobson GF, et al.
Am J Obstet Gynecol 2001 Jun; 184(7): 1352-4; discussion 1354-6
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CONCLUSION: Various factors, such as older age at
menopause, longer duration of breast disease, heavier
weight, and thicker endometrium may contribute to the
prediction of increased risk of development of

endometrial polyps in postmenopausal patients with
breast carcinoma treated with tamoxifen.
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Herpes Zoster in Older Adults

Schmader K.
Clin Infect Dis 2001 May 15; 32(10): 1481-6
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CONCLUSION: Subsequent pregnancy in women with
a history of peripartum cardiomyopathy is associated

with a significant decrease in left ventricular function
and can result in clinical deterioration and even death.
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Risk Factors of Endometrial Polyps

Resected from Postmenopausal Patients
with Breast Carcinoma Treated with Tamoxifen

Cohen |, et al.
Cancer 2001 Sep1; 92(5): 1151-5
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INTERPRETATION: We have been unable to explain
our results. These data cast doubt on the scientific
justification for lowering cholesterol to very low
concentrations (<4.65 mmol/L) in elderly people.
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CONCLUSION: Recently, attempts to reduce or
eliminate HZ pain have been bolstered by the findings .
of clinical trials that antiviral agents and corticosteroids
are effective treatment for HZ and that tricyclic
antidepressants, topical lidocaine, gabapentin, and
opiates are effective treatment for PHN. Although these
advances have helped, PHN remains a difficult
condition to prevent and treat in many elderly patients.
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CONCLUSION: Some older people'develop gait and

balance dysfunction that is associated with gradual
onset of cerebral white matter disease.
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Cholesterol and Alzheimer’s Disease;
Is There a Link?

Simons M, et al.
Neurology 2001 Sep 25; 57(6):1089-93
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CONCLUSION: These intriguing relationships raise
the hopes that cholestrol- lowering strategies may
influence the progression of AD.
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CONCLUSION: Since many cancer screening
decisions in older adults cannot be answered solely
by quantitative estimates of benefits and harms,
considering the estimated outcomes according to the

patient’s own values and preferences is the final step
for making informed screening decisions.
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Tamoxifen Therapy for Primary Breast Cancer and

Risk of Contralateral Breast Cancer
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J Natl Cancer Inst 2001;93(13):1008-13
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CONCLUSION: Tamoxifen use appears to decrease
the risk of ER-positive contralateral breast tumors, but

it appears to increase the risk of ER-negative
contralateral tumors.
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Helicobacter pylori Infection and the Development
of Gastric Cancer

Uemura N, et al.
N Engl J Med 2001;345:784-9.
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COMMENT: For patients with acoustic neuromas,
gamma-knife radiosurgery appears to be an excellent
initial approach. For patients with trigeminal

neuralgia, the procedure provides pain relief with
low morbidity in a reasonable proportion of cases.
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Incidence of Malignant Disease
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CONCLUSION: Gastric cancer develops in persons
infected with H. pylori but not in uninfected persons.
Those with histologic findings of severe gastric
atrophy, corpus-predominant gastritis, or intestinal
metaplasia are at increased risk. Persons with H.
pylori infection and nonulcer dyspepsia, gastric
ulcers, or gastric hyperplastic polyps are also at risk,
but those with duodenal ulcers are not.
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More on Radiosurgery for Acoustic Neuroma and
Trigeminal Neuralgia

J Neurosurg 2001 Jan;94:1-6, 14-20
Journal Watch 2001 Mar 1;21(7):43
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Multiple Myeloma; What is New?

Durie B G.
CA-Cancer-J-Clin 2001 Sep-Oct; 51(5): 271-2, 263

Al et daxiall apdil ais je (he dait %5 531 G sy
o 55850 B witad cin g oS1y cand G A_alladly
Ald adll alpe deda A5 ) ae Ao el Alle A alled
_51 ol g thalidomide J.-}A_g_\e.‘ltm é_.!.lln:u :\:\lt-«b __):Si ai.a_’;h
&l k5 .dexamethasone (g liseluSuall aa 38 53U

Ll Ay 8 e clasll Ak of
CONCLUSION: Newer approaches in clinical trials,
including more potent induction regimens utilizing

thalidomide, alone or in combination with
dexamethasone, are improving treatment.
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Oral Topotecan as Single-Agent
Second-Line Chemotherapy in Patients with
Advanced Ovarian Cancer

Pearson C, et al.
J Clin Oncol. 2001 Oct 1; 19(19): 3967-75
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-CONCLUSION: The risk for malignant disease is

increased in biopsy-proven dermatomyositis and
polymyositis and also appears to be increased in
inclusion-body myositis.
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Anxiety Disorders Following Miscarriage

Geller PA, et al.
J Clin Psychiatry 2001 Jun; 62(6): 432-8
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CONCLUSION: Second- line oral topotecan
administered at 2.3 mg/m?2 for 5 days every 21 days
demonstrated activity in patients with progressive or
recurrent ovarian cancer after first- line platinum-
based chemotherapy. This activity was comparable
to that seen in previous studies with intravenous
topotecan. Grade 4 neutropenia was less frequent
with oral topotecan than previously reported for
intravenous topotecan. Oral topotecan is an active,
tolerable, and convenient formulation of an
established agent for the second- line treatment of
advanced epithelial ovarian cancer and may also
facilitate exploring prolonged treatment schedules.
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Venlafaxine
in the Treatment of Postpartum Depression
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CONCLUSION: In this first miscarriage cohort
study using a concurrent frequency-matched
comparison group, miscarriage was a substantial risk
factor for an initial or recurrent episode of OCD.
Given statistical power limitations of this
investigation, the current findings do not preclude a

possible contribution of miscarriage to risk for other
anxiety disorders.
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Long Term Safety of
Risperidone
Davidson M, et al.
J Clin Psychiatry 2001; 62 Suppl 21: 26-8
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CONCLUSION: The safety and tolerability of

risperidone in treating elderly dementia sufferers has
been favorable in several clinical trials.
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CONCLUSION: These results show that a
prominent form of synaptic plasticity can be elicited
by a single in vivo exposure to cocaine and therefore
may - be involved in the early stages of the
development of drug addition.
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Possible New Tests
for Prion Protein

Nature 2001 Jun 14;411:810-3
Lancet 2001 Jun 23;357:2026-8
Journal Watch 2001 Aug 1;21(15): 125
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CONCLUSION: Venlafaxine is effective in ‘the
treatment of postpartum major depression. Early
identification of women who syffer from postpartum
mood disturbance is critical to minimize the
morbidity associated with untrated mood disturbance
and the effect of depression on children and families.
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Single Cocaine Exposure
in vivo Induces Long-Term Potentiation
in Dopamine Neurons

Ungless MA, et al.
Nature 2001 May 31;411:583-587
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COMMENT: This exciting report could lead to a
blood test for TSEs in asymptomatic animals and
humans. How a gene that may be involved in
erythrocyte development is related to a neurologic

disease is unknown, however, so skepticism is
justified pending further evidence.
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COMMENT: Both of these techniques -for rapidly
and sensitively detecting disease-producing prion
protein will need to be tested on much larger
numbers of humans (with and without prion-
associated neurodegenerative diseases) and on

tissues other than brain (particularly blood) before
the accuracy and utility of these tests are clear.
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Possible Blood Test
for Transmissible Spongiform Encephalopathies

Nat Med 2001 Mar;7:289-90, 361-4
Journal Watch 2001 May1;21(9):72
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CONCLUSION: Recently, novel strategies towards
the “design of new non-viral delivery system,
combination of viral and non- viral delivery systems
and targeted delivery system have been extensively
studied. The continued effort in this area will lead us to
develop gene medicine as “gene as a drug” in the near
future.
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Preclinical and Clinical Bxperience
in Vascular Gene Therapy:
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Nikol S, Huehns TY.
J Invasive Cardiol 2001 Apr; 13(4): 333-8
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Gewne Medicine:
A New Field of Molecular Medicine

Kim CK, et al.
Arch Pharm Res 2001 Feb; 42(1): 1-15
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CONCLUSION: In vitro and experimental in vivo
investigations into gene therapy for angiogenesis
demonstrate increased formation of collaterals and
functional improvement of limb ischemia. There is
some evidence of increased collateral formation and
clinical improvement in patients with critical limb
ischemia. Results of placebo-controlled and double-

blind trials of gene therapy for vascular disease are
awaited.
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Catheter-Based Myocardial Gene Transfer
for Therapentic Angiogenesis
Using Left Ventricular E[ectromecganica[ Mapping in
Patients with Chronic Myocardial Ischemia

Vale PR, et al.
Circulation 2001;103:2138
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coding for mouse and human anti-angiogenic factors
which include angiostatin, endostatin and TIMP-2.
These findings may be relevant to the design of
therapeutic interventions in humans.
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and Gewe Tber y n tbe Fetus:

Ready for Clinical Use?
Surbek DV, etal.
Hum Reprod Update 2001 Jan-Feb; 7(1): 85-91
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CONCLUSION: Prenatal gene therapy, using exvivo
transduced autologous haematopoitic cells or direct
gene targeting in utero, is another potential approach
in the treatment of immunocompetent fetal recipients.
Although this has been shown to be feasible in animal
models, safety concerns regarding transduction of fetal
germ cells or maternal cells should be addressed in
preclinical experiments prior to initiation of clinical
trials.
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CONCLUSION: This randomized trial of catheter-
based phVEGF-2 myocardial GTx provides
preliminary indications regarding the feasibility,
safety, and potential efficacy of percutaneous

myocardial GTx to human left ventricular
myocardium.
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Systemic Gene Therapy
with Anti-Angiogenic Factors

Tubibits Spontaneous Breast Tumior Growth
and Metastasis in MMTVneu Transgenic Mice

Sacco M G, et al
Gene Ther 2001 Jan; 8(1): 67-70.
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CONCLUSION: Here we report that it is also possible

to achieve this goal by a systemic (intraperitoneal)
delivery of therapeutic DNA constructs carrying genes
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CONCLUSION: Suicide gene technology may also be
used for the ex vivo purging of tumour cells in bone
marrow or peripheral blood stem cell autografts or for
inactivation of effector cells, such as antitumour T
donor lymphocytes in allogeneic transplantation to
prevent severe graft versus host reactions. New
constructs, e€.g. combining suicide genes and immune
response enhancing genes or suicide genes and

connexin inducing genes may further improve the
value of suicide gene therapy.
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Suicide Gene Tbempy:
Possible Applications in Haematopoietic Disorders
Dilber Ms, Gabrton G.

Dilber M S, et al.
J Intern Med 2001 Apr; 248 (4): 359-67
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CONCLUSION: Our data indicate that transferrin-
mediated lipofection is a comparatively -efficient
nonviral method for delivering genes to the corneal
endothelium. Its potential for use in preventing graft
rejection is shown by the ability of this system to

induce VIL-10 expression at secreted levels high
enough to be functional.
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CONCLUSION: These observations show unexpected
interfamilial and intrafamilial heterogeneity of the
clinical phenotype associated with IL-12Rbetal
deficiency. The patients may be resistant to BCG but
remain vulnerable to Mycobacterium tuberculosis. A
diagnosis of IL-12Rbetal deficiency should therefore
be considered in selected patients with severe
tuberculosis, despite their resistance to BCG and a lack
of atypical mycobacteriosis.
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innohep®

{ tinzaparin sodium

An it : :?u sim%ajicity in Pﬁlmonary Embolism and DVT

2

Now, for the very first time, a low molecular weight heparin has received a licence for the
treatment of PE. This means that instead of having to give patients a continuous i.v. infusion of
unfractionated heparin, you can simply give them a once-daily injection of innohep, which is just
as effective,! but without the drawbacks of having to maintain an intravenous line.

innohep is the only truly once-daily treatment for PE and DV'T, and is also available as variable-dose
syringes for added convenience and simplicity.

innohep” Anticoagulant. Tinzaparin sodium, Vials of 2 mi Tinzaparin sodium 10,000 anti-Xa dote, but in the event of accidental administration of an overdose, the effect of Innohep can be
IU/ml, preserved with benzyl alcohal. Tinzaparin sodium 20,000 anti-Xa 1U/ml, preserved with  reversed by intravenous administration of 1% protamine sulphate solution. The dose of prota-
benzyl alcohol, stabilized with sodium bisulphite. Syringe of 0.35 ml or 0.45 mi Tinzaparin sodi-  mine sulphate required per neutralization should be accurately determined by titrating with the
um 10,000 anti-Xa IU/ml Graduated syringe of 0.50 ml, 0.70 ml or 0.90 ml Tinzaparin sodium plasma of the patient. As a rule, 1 mg of protamine sulphate neutralizes the effect of 100 anti.
20,000 anti-Xa 1U/ml stabilized with sodium bisulphite. Properties Tinzaparin sodium is a low  Xa IU of tinzaparin. Adverse effects Innohep is safe with regard to bleeding risks, when applied
molecular weight heparin produced by enzymatic depolymerization of conventional heparin. The  at the doses recommended, provided that patients with increased bleeding potential (bleeding
molecular mass is between 1,000 and 14,000 dalton, with a peak maximum molecular mass of disorders, severe thrombocytopenia) are excluded or treated with special care.
approx. 4,500 dalton. Tinzaparin sodium is an anti-thrombotic agent. Innohep has a bioavail-  Contraindications Known hypersensitivity to any of the constituents. The 20,000 anti-Xa 1U/mi
ability of about 90% following subcutaneous injection. The absorption half-life is 200 minutes,  formulation of Innohep contains sodium bisulphite, which may cause allergic reactions, includ-
peak plasma activity being observed after 4-6 hours. The elimination half-lite is about 80 min- ing anaphylaxis in predisposed patients. in the remaining formulations without sulphite, this risk
utes. Tinzaparin sodium is eliminated, primarily with the urine, as unchanged drug. The phar-  does not exist. Other contraindications are generalized or facal haemorrhagic tendency.
macokinetics/pharmacodynamics of Innohep are monitored by anti-Xa activity. There is a linear  Uncontrolled severe hypertension. Acute cerebral insults. Seplic endocarditis. Special precau-
dose-response relationship between plasma activity and the dose administered. The biological  tions Innohep should be given with caution to patients with renal or hepatic insufficiency. In such
activity of Innohep is expressed in anti-Xa international units. Indications Treatment of deep-  cases a dose reduction should be considered. Innohep should not be administered by intra-
vein thrombosis and pulmonary embolism. Prevention of postoperative deep-vein thrombosis in  muscular injection due to isk of local haematoma formation. Interactions Concomitant admin-
patients undergoing general and orthopaedic surgery. Prevention of clotting in in-dwelling infra- _ istration of other drugs affecting haemostasis, e.g. vitamin K antagonists and dextran, may
venous lines for extracorporeal circulation and haemodialysis. Dosage Treatment of DVT and  enhance the anticoagulant effect of Innohep. Use during Pregnancy and Lactation Only lim-
The recommended dose is 175 anti-Xa IUfkg  body-weight s.c. once daily. ited clinical documentation is available on Innohep so far, and there has been no evidence of
Thromboprophylaxis in patients with moderate risk of thrombosis (general surgery): On the day ' adverse reactions in animal models. No transplacental passage of Innohep was found
of operation 3,500 anti-Xa IU s.c. until 2 hours before surgery and postoperatively once daily  (assessed by anti-Xa and anti-lla activity) in patients given doses of 30-40 anti-Xa IU/kg in the
3,500 anti-Xa IU for 7-10 days. ‘Thromboprophylaxis in patients with high risk of thrombosis (e-g.  second trimester of pregnancy. It is not known whether Innohep is excreted in breast milk,
total hip replacement): On the day of operation 50 anti-Xa 1U/kg body-weight s.c. until 2 hours Incompatibilities Innohep is compatible with isatonic sodium chloride (9 mg/ml) or isotonic glu-
before surgery and then once daily until the patient has been mobilized. For short-term = cose (50 mg/ml). i should not be admixed with other infusion fluids. LEC PHARMACEUTICAL
haemadialysis (less than 4 hours): A bolus dose of 2,000-2,500 anti-Xa IU into the arterial side  PRODUCTS- BALLERUP - DENMARK 11/97
of the dialyser (or intravenously) at the beginning of dialysis. Long-term haemodialysis (more  Reference A
than 4 hours): A bolus dose of 2,500 anti-Xa IU into the arterial side of the dialyser (or intra- 1. Simonneau G ef al.
venously) at the beginning of dialysis, followed by an infusion of 750 anti-Xa [Ushour. Dose N Engl J Med 1997 ;337
adjustment: Increase or decrease of the bolus dose, it required, can be made in steps of 250-  663-669.
500 anti-Xa IU until a satisfactory response is obtained. Overdose An overdose of Innohep may = Code No. XXXX 3
be complicated by haemorrhage. At recommended doses there should be no need for an anti- E. B0
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Submitted to Biomedical Journals by the International Committee of Medical Editors.” The
complete text is available at www.acponline.org/journals/resource/unifreqr.htm

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

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

e Articles will be accepted either in Arabic or English

e The title page should be submitted in Arabic and in English

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

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

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

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

e Personal lectures or unpublished articles are not acceptable as references.

e Original articles should be no longer than _10 double-spaced pages including references.
e Review articles should not exceed 14 double-spaced pages including references.

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

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

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

e Articles previously published elsewhere are not acceptable.
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“Top HAT"™ SUPRA-ANNULAR AORTIC VALVE REDUCED “R” SERIES AORTIC VALVE

The FIRST bileaflet mechanical valve designed for supra-annu- With a smaller outer cuff diameter, the "R" series valve provides
tar placement. It provides a potenrial 60% increase in valve flow a more effective flow area. 11 is ulso irue-sized to eliminate
ared and a 65% reduction in pressure gradients. With no valve sizing conflicts and downsizing.

Structure in the anmudus, it is ideal for multiple valve procedures.
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The soft, pliarns sewing cuff of the mitral valve is easity sutured to
farm a seal around the native annulus. The unique form, easy rota-
tion and intra-annular placement prevent interference with leaflets.
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