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Summary: J 54 subjects testing positive for APA, were given immunosuppressive &/ or immuno modulatory 
treatment. Low dose aspil'in and low dose prednisolone were the pillars of the treatment pi'Otocols. In the 
group where treatment could be given pre conception as well as post conception, full term delivery rates 
achieved were 88.3%. In the group where only post conception treatment could be given, full term delivery 
rate was 72.3%. There was a significant reduction in recurrent missed abortions, S.B., IUGR as well as pre 
eclampsia remote fi'Om term following this treatment protocol. 

Introduction: �t�h�i �~� te:,t ing �w�a�~� not avail able at the instituti on so help 

was taken from the pri vate sector in the cit y, after taki ng 

A nti Phospholipid �A �n�t�i�b �o �d�i �e�~� (A PA) are c l ini call y \C t") due permission. ACA values were: 

im port ant auto-amibodi es. Thi s is due to a strong 

associati on found between them and occurrence of Value in GPL unit 

ad\ erse obstetri c outcomes. These outcomes inc lucie pre­

eclampsia o f early onset (Branch et al 1989), IUGR 

(L ockshin et al 1985). placental abruption (Birdsall et al 

1992) and mi ssed aborti ons as well as recurrent still births 

(Harri s I 987) Three type of A PA are e I ini eall y important. 

• Insignifi cant or Negati ve 

• L ow Positt ve: 

• M oderately positi ve 

• Strong Positi ve: 

< 10 

10-20 

20-100 

> 100 

These include O f these 226, 42 were either lost to fo ll ow up or refu sed 

in vesti gations aft er agreeing initi all y. Thus, onl y 184 

• A nti Cardi olipin Antibodies (A CA J cases could be finall y analyzed as part of the study. T here 

• Lupus anticoagulant (LAC ) were two portals of entry in thi s study. 

• Bi ologicall y False Positi ve Test for syphili s (FPSTS) 

All the three are inter- related. In thi s study, we have 

measured ACA. We are presenting the effect of treatment, 

pro ... pecti ' ely studied on these cases. 

Material & Methods: 

Thi s �~ �t�u�c�l �y� �w�a�~� carried out in Unit III of the Dept. of 

Obst. & Gynecology. M edi cal Coll ege and S.S.G . 

Hospital. Baroda. Two hundred and sixty six consecuti ve 

cases with specifi ed adverse obstetri c outcomes were 

included in thi s study. These outcomes include: 

A ) Recurrent (>2) mi ssed aborti ons 

B ) Recurrent (>2) still births 

C) Pre- eclampsia remote from term 

(Before 28 completed weeks of gestation) 

D ) Unexplained A bruptio placenta 

E) Unexplained IUGR 

These cases were subjected to A PA testing. Facilit y for 
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• Portal A (Group A): These were cases in whom an 

adverse obstetri c outcome had occurred and were now 

having earl y pregnancy(< 8 wks.). T he!->e �c�a�s�e�~� were 

in vesti gated for APA. �T �h �o�~�e� testing �p�o�~ �i�t�i �v�c� were 
�~ �u�b�j �e�c �t �e �d� to specifi ed protocol of treatment. 

• Portal B. (Group B): T hese were cases who gave past 

hi story of such an adverse obstetri c outcome and 

sought in vesti gati ons. These subjects were in interval 

period when enroll ed. Those testing posit i ve were 

!-> ubjectecl to treatment protocol �a�~� belov. · 

For low and moderate positive: 
L ow close aspirin was given in a dose of 75-mgm/ clay 

for three months. Thi s was in the interval �p�e �r�i �o�~�.� 

Concepti on was adv ised and planned immedi ate!) 

thereaft er. Aspirin was restarted in the same dose at 12 

wks. and continued upto 36 wks. or upto a recurrence of 

adverse outcome whichever wa!-> earli er. 

For High positive: 
L ow dose prednisolone ( 10 mgm/ clay) for three months 
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followed by pregnancy. During pregnancy, low dose 

aspirin from twelve weeks to 36 wks. or upto a recurrence 

of adverse obstetric outcome whichever was earlier. 

Those subjects (Group A) who came when already 

pregnant could not be given pre pregnancy treatment. 
They were given the post pregnancy protocol only. 

A ll subjects were given [nj HCG 5000 I.U. weekl y from 

the diagnosis of pregnancy (Group B) or from enrollment 
(Group A). This was given until the pregnancy reached 

12 wks. Inj . Immunoglobulins (Bharglob-Bharat Serums 
Ltd.) in a dose of2 mi. intramuscularly of 16.5% strength, 

every twenty fir st day. This was continued until 36 wks. 

of pregnancy. 

This treatment of protocol is tabulated in Table I. 

For group (A) 

Table: I 
Treatment P.-otocol 

For Group (B) 

- lnj HCG 5000 l.U. ln Low & Mod. Positive 

C\ cry Wkly . till 1:2 wks. Tab. Aspirin 75 mgm. For 3 

- lnJ Immunoglobulin' months all ow conception. 
16.5C!r ol2ml. every Rest or protocol like group (A) 

21 days rill 36 wks. In Hi gh positive 

-Tab. Aspirin 75 mgms./ -Tab. Prednisolone I 0 mg/day 

day from 12 wks. ti II for 3 months --1 allow conception 
36 wks. Rest or the protocol like 

group( A) 

A ll results were carefully documented and analyzed to 
draw valid conclusions. Standard chi-square test of 

statisti cal analysis was used. Statistical indices were 

cross-checked on SPSS software. 

Results: 

In all. there were 184 cases whose in vesti gations and 

complete follow up could be clone. 

Table- II 
Distribution of APA positive & -ve cases 

Positive Negative Total 

No. * No. o/c 

Gr. A 94 83.2 19 16.8 113 

Gr. B 60 84.5 II 15.5 71 

Total 154 83.6 . 30 16.3 184 
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As shown in this table, 113 subjects were in group A . 

These were investigated when they were already 

pregnant. Of these, 94 (83.2%) tested positiv e. 19 ( 16.8%) 

tested negative for APA and were therefore not subjected 
to the treatment protocol specified above. In Group B. 

60 out of 71 (84.5%) tested positive for APA. Group B 
included subjects who were investigated in the interval 

period. They could be given pre-concepti on treatment a'> 
well. 

Table-III 

Effect of Treatment in Group (A) [N=94l 

Pre treatment Post Treatment 

No. o/c No. o/c 

0 Full term del. 00 00.0 68 72.3 
0 Missed abortion 51 54.3 09 9.6 
0 S.B. 34 36.2 08 8.5 
OIUGR 32 34.1 II 11.7 

0 P.E. Remote 
From Term 08 8.5 02 2.1 

[P<O.OOl] 

As shown in table III, 72.3% subjects had full term 
delivery. Total number of subjects is more than 94, 

because some subjects had more than one adverse 
outcome. Incidence of missed abortions, still births, IUGR 
and pre-eclampisa remote from term all decline very 

significantly after treatment (P<O.OOI ). 

Table-IV 

Effect of Treatment in Group (B) [N=60] 
Pre Treatment Post Treatment 

No. % No. o/c 
0 Full term del. 00 00 53 88.3 
0 Missed 34 56.6 00 00 
0 S.B . 18 30.0 02 3.3 
0 IUGR 08 13.3 03 5.0 
0 P.E. Remote from 

Term 16 26.7 02 3.3 
[P<O.OOI] 

Thi s table depicts obstetric outcome in cases when both 

pre conception as well as post conception treatment could 

be given. Highly significant results emerge (P<O.OO I). 

The incidence of pregnancies reaching full term rose to 

88.3% and incidence of S.B., IUGR and preeclampsia 

remote from term plummeted from 30%, 13.3% and 

26.7% to 3.3%, 5.0% and 3.3% respectively. 
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Discussion: 

A nti phospho lipid group of antibodi es have been 
responsibl e for many adverse obstetric outcomes. M ost 
of these are explainable by their tendency to produce 
vascul opathy at feto-maternal interface. The successful 
treatment of women w ith APA positi ve ori gin all y 
contained corti costeroids in immuno-suppressive doses 
(Prednisolone 40 - 60 mgms./day) and low dose aspirin 
(75 mgms./day) - Lubbe et al ( 1983). A vari ety of 
therapeut ic interventi ons and protocols has been 
described since thi s report . In most of these aspirin, 
corticosteroids, heparin . and immunoglobulins have been 
the mainstay. ln the present study, low dose aspirin , low 
do ·e corti costeroids, immunoglobulins and HCG have 
been used. Lockshin ( 1989) reported signifi cant reduction 
in still births and missed aborti ons with these agents. 
Similar results have been found in the present study as 
well . Role of corti costeroids during pregnancy has indeed 
been debatable (Cowchok et al 1992). However, in our 
protocol corti costero id s have been g i ven pre­
conceptionally and in low doses. Peace men et al ( 1993) 
has shown the effect of immunoglobulin fracti on in A PA 
cases producing the undesirable obstetri c outcomes. They 
have suggested that low dose aspirin produces an 
immuno-modulated state. Thi s helps in thwarting the 
attempts of A PA in destroying the pregnancy. It also 
explains better results obtained when preconcepti on 
treatment could also be given as in Group B cases. These 
cases had a hi gh (88.3%) full term deli very incidence as 
compared to 72.39c found in Group A. The di fference 
�w�a�~� stati sti call y signi f icant (Chi -square value = 5.0904 
P < 0.02, signi f icance Ltt 2%) 

The di ffe rence in obstetri c outcome pre treatment and 
post treatment on stati sti cal testin g i s all showing 
P<0.001. Nevertheless, obstetri cs at times, may not foll ow 
all rules of stati sti cs. This is important when considered 
in the li ght of observati ons of Carp et al ( 1990) who found 
that in any given case of RSA (Recurrent Spontaneous 
Aborti ons), the chances of spontaneous resoluti on are 
70o/c. Now, Group A had a full term deli very rate of 
72.3o/c. Though thi s is numeri call y hi gher than 70% 
stati stical tests can' t be done here for very obvious 
�r �e�a�s�o �n �~ �.� However when thi s fi gure soars to 88.3% in 
Group B than thi s result in well beyond a mere chance 
observati on. It can therefore be safely concluded that 
when pre as well �a�~� post pregnancy treatment protocols 
could both be given to the pati ents, chances of having a 
favorable outcome is scientifi call y bri ght. 

Human Cho ri oni c G onadotropin (H CG ) lik e 
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progesterone in recurrent pregnancy loss. remains an 
evergreen controversy. The rati onale of including it in 
our protocol is two fo lds: 

A In our prospecti ve study (Desai P et al 1995) we have 
scientifi call y demonstrated it s efficacy in increasin g 
resoluti on rates signifi cantl y in cases of recurrent 
spontaneous aborti on 

B Carp et al in 1990 have shown that HCG preparati ons 
are always mi xed w ith growth factors, antid iotypic 
antibodi es and other immune acti ve components. It �i �~� 

lik ely that HCG itself mi ght be acting as an anti gen. 
In the li ght of thi s informati on, HCG seems to have 
an immune-endocrin al basis for its acti vit y. [n fact. a 
recent report hints at an amazing structural simil arit y 
between these immune growth factors and that of 
HCG. (Hao Wu et al, 1997) 

These two reasons made us include HCG in our protocol. 
It is not our endeavor to pinpoint which agent singly acted 
to get good outcomes. However, it is the entire protocol 
of administrati on of different agents that have acted to 
produce sati sfactory results. 
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