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Summary 

HCG has an important role in predicting immunological conditions lik e pre-eclampsia remote fro m term 
as has been proved by a series of studies. As a natural consequence of this, a clinician would always like 
to know if after predicting these conditions, they can be prevented by any means or atl east their fury 
ameliorated. In this prospective study we have tri ed to explore the possibilit y of low dose aspirin in 
influencing the progress and outcome of these conditions. Subjects with past history of recurrent missed 
abortions, intra uterine grow th retardati on, unexplained still births, pre eclampsia and / or eclampsia 
remote from term, deep vein thrombosis in last pregnancy or chorea gravidarum who had /)HCG > 
2M.O.M. at mid trimester thi s time were included in this study. every alternate one were given aspiri n in 
a dose of 1.2 mg/kgm/ day. Full term deli very was signifi cantly more in the group in whom aspirin was 
given. Pretcrm deli very however did not have any signifi cant difference. Spontaneous abortions were 
indeed less in cases w here aspiri n was given. Pre-eclampsia remote from term and IUGR were sigrtificantly 
less in the aspirin group. Birth weights of the babies born to mothers in whom aspir in was given increased 
to a point but not beyond. 

In troduction 

There were two interesting developments in the 
dying decades of the last mill ennium that have added 
new depth to our understanding of some high-risk 
obstetric conditi ons. These are establi shment of an 
irrefutable associ a li on between pre-eclampsia remote 
from term, recurrent mi ssed aborti ons, etc and 
antiphospholipid antibody syndrome and 2) of the 
immunological face of HCG (Caruso et al 1999). These 
two developments in obstetri c immunology had 
profound bearings. It was also conveyed through a series 
of studies that HCG might have an important role in 
predicting immunological conditions li ke pre-eclampsia 
remote from term (Lambert-M esserli an et al, 2000. 
OnderogluandKabukcu et al, l 997). Yaron et al (1997) 
showed that /)-HCG was found to be associated w ith 
poor pregnancy outcome: including inh·auterine growth 
restriction (19%), pregnancy-induced hypertension 
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(14%), and preterm labor (19%). As a natural consequence 
of this, a cl ini cian would always like to know if after 
predicting these conditi ons they can be prevented or 
atleast their fury ameli orated. 

ln this prospective study we have tried to 
explore the possibilit y of low dose aspirin in influencing 
the progress and outcome of these conditi ons. ... 

Materials and Methods 

This study was carried out over a period of a 
li ttle over 5 years from 1'' Jan. 1996 to 31'' jan. 2001. 
Subjects with past history of recurrent missed abortions, 
intrauterine growth retardati on, tmexplained still births, 
preeclampsia and I or eclampsia remote from term, deep 
vein thrombosis in last pregnancy or chorea gravidarum 
were included in this study. These mothers were 
subjected to serum/)HCG level testing at around 15-16 



weeks of this pregnancy. f3HCG levels greater than 2 
M.O.M. for that week of gestation were considered high. 

Every alternate subject were given aspirin in a 
dose of 1.2 mg/kgm/day as soon as the report was 
received. The remaining formed control. Both groups 
were similarly followed up for their obstetric outcome. 

The results so obtained were checked for their 
significance using standard students' chi-square test and 
these were counter checked on SPSS software. 

Results 

In this period of 5 years, 215 cases were included 
in the study. But 38 were those who were either lost to 
follow up or were dropped from analysis as their records 
were found to be incomplete. In all there were 178 cases 
that could be included in the study for final analysis. Of 
these 178, 88 subjects were in the aspirin group (Group 
A) and 90 were in non-aspirin group (Group-B). 

It is obvious from this Table 1 full term delivery 
was significantly more in the group in whon1 aspirin 
was given. Pre term deliverers however did not have any 
significant difference. Spontaneous abortions were 

Table I 
Obstetric Outcome 

' Full term delivery 
Preterm delivery 
Spont. Abortions 

Group A (N=88) 
No. % 

71 
11 
06 

80.7 
12.5 
6.8 

Group A: N=88-cases where aspirin was given 
Group B: N=90-cases where aspirin was not given 

Table II 
Group A % 

Preeclampsia remote 
From term 21 23.9 
IUGR 06 6.8 

Group A: N=88-cases where aspirin was given 
Group B: N=90-cases where aspirin was not given 

Table Ill 
Birth Weight 

> 3 kgms 
2.5 to 3 kgms 
< 2.5 kgms 

No. 

23 
53 
12 

Group A 
% 

26.1 
60.2 
13.6 

Group A: N=88- cases where aspirin was given 
Group B: N=90-cases where aspirin was not given 

... 
' 
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indeed less in cases where aspirin was given. But on 
appli cation of statistical indices in this outcome, it barely 
reached levels of significance (P<0.02 at df 1). However 
it should be remembered that estimation of HCC was 
done at 15-16 weeks. By this time most of the abortions if 
destined to occur, must have occurred. Also, the drug 
was started at 15-16 weeks and the period of abortion is 
considered only up to 20 weeks. So while analyzing the 
result for the effect on spontaneous abortions this vital 
aspect must be considered. 

Table II analyzes the effect of the drug on two 
conditions with immunological basis: Pre-eclampsia 
remote from term and IUGR.ln both these conditions the 
beneficial effect of the drug was highly significant 
(P<0.001). 

One more area where the effect of drug was 
stud ied was on birth weights. It was found that 
significantly more babies (P<0.001) had birth weights 
less than 2.5 kgms when aspirin was not given. [t seems 
that more babies in the weight group of 2.5 to 3 kgms. 
were born in mothers where aspirin was given, the 
difference just managing to reach the levels of statistical 
significance (P<0.02). But there was no significant 
difference in babies born in weight group of more than 3 

Group B (N=90) 
No. % 

54 
19 
17 

Group B 

55 
37 

60 
21.1 
18.9 

% 

61.1 
41.1 

Group B 
No. % 

14 15.6 
35 38.9 
41 45.6 

9.1 
2.32 
5.31 

39.45 
28.72 

X2 

3.01 
5.09 

29.8 

P-value 

< 0.01 
< 0.05 
< 0.02 

P-value 

< 0.001 
< 0.001 

P-value 

< 0.05 
< 0.02 

< 0.001 
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kgms. (Table III ). Thus birth weights of the babies born 
to mothers in w hom aspirin was given, did increase to a 
point and not beyond. 

Discussion 

The results of this study are an attempt to apply 
immunology in clini cal practice. It is known through a 
series of stud ies that in obstetri c conditi ons with 
immunological bearing elevati on of thef3HCG levels in 
the second tri mester of pregnancy is an indicati on fo r 
extra vigil ance during further prenatal care (Bahado­
Singh et al2000. Heinonen et al1999, Morsink et al1995). 
Liu et al (1999) conclusively proved the immunological 
appli cation of HCG w hen they demonstrated that 
patients w ith elevated maternal serum HCG showed an 
increased volume of H CG-positi ve trophoblast per unit 
surface area and in creased in tensit y of H CG 
immunoreacti vi ty within indi vi dual terminal vi ll ous 
tmi ts. HCG levels estimated at mid-tr imester have a vital 
role to play in predicting these. But to a cl ini cian the 
cardinal question is can one prevent the adverse outcome, 
once predicted7 It is suggested that treatment strategies 
fo r the prevention of adverse obsteh·ic outcome in these 
conditions be warranted because treatment appears to 
alter fetal outcome favorably (Corusu et al, 1997). This is 
where role of aspirin requires to be investi gated. 

The rati onale for using aspirin in these cases 
emanates from the all-f amous CLA SP study. While 
denying any signifi cant role for aspirin in preventing 
PlH the same study does underlin e its role in pre­
eclampsia remote fr om term. This type of PIH has 
immunological basis. It is therefore logical to expect a 
role of aspiri n in alli ed immunological condi ti ons, as 
wel l. Wi th thi s rati onale the present study was 
prospecti vely undertaken. Al so Viini kka et a! (1993) 
strongly suggested the role of aspirin in improving the 
feto-ma ternal vascular interface. 

Full term deli very was significantly more in 
cases w here aspirin was gi ven but there was no 
difference i n preterm deli veries. Aborti ons were less in 
the group where aspirin was given. As has been 
mentioned in analysis section, this HCG estimation has 
been done at around 15-16 weeks. This leaves a mere 
four weeks b titude for documenting an aborti on. In spite 
of a short period of one month the difference did manage 
tc reach the level of signifi cance albeit barely. 

Wenstrom (1998) conclusively proved that the 
birth weight of chil dren born to mothers who were given 
aspirin fo ll owing highf3-HCG at 15-16 weeks, increased. 
In the present study overall bi rth weight of babies did 
increase after administrati on of aspirin in mothers wi th 
high f3HCG albeit to a parti cular point. This diffe rence 
Wi:)S most distinct in the group w ith birth weight less 
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than 2.5 kgms. There was an increase in birth weight but 
not beyond 3 kgms. This should be viewed from the fact 
that this study is carried out in publi c hospitals where 
the mean bi r th weight is around 2.5 kgms. I t is not very 
comnw n to find babies w ith bir th weight greater than 3 
kgms. This shows the inherent potential of these mothers 
to give birth to babies of about 2.5 kgms. This inherent 
potential has got manifested here. As a resul t the birth 
weight increased only up to a parti cular point and not 
beyond. 

It also shows an alli ed aspect. Spong eta! (1998) 
have shown that raised HCC levels are a result of 
defecti ve angiogenesis. Admini stration of aspirin 
restores a state of normalcy in the feto-placental interface 
eff ecti vely reversing this vasculopathy generated in 
immunological conditions. Obviously it is not a drug 
that promotes weight of the fetus. Obstetric conditi ons 
lik e recurrent missed aborti ons, JUGR, sti ll birth, pre­
eclampsia are known to have an immunological basis. 
Administration of low dose aspirin in these cases can 
prevent the adverse outcome albeit to some extent. 
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