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Summary: A double blind randomised placebo controlled trial was undertaken to test the efficacy of 

immunotherapy for the treatment of recurrent spontaneous abortion. The �p�a�t�~�e�n�b� wet·e assigned 

to two groups: those who were immunised with their hushand's eucocytes (26): and those who 

recehed t JCJr own plasma (('Ontrols) (26). There were 15 pt·egnancies in each group. The overall 

success n1tc was 76.66o/c (23/30). The success rate in the treated group was 6b.Cl0 (. and that in the 

placebo group was 86.6%. Thet·e is no significant difference in the post-therapy outcomes amongst 

both groups. x2= 1.24, p>O.S, NS). \\'e conclude that the value of paternal leucocyte immunisation 

for the prevention of recurrent spontaneous abortion has not been established. 

Introduction 

ImmunologiC mechanisms have been Implicated manum

ber ot heretofore unexplained recurrent spontaneous abOI

�l�i�o�n�~� ( R.S.A. 1. Data from cxpcnmental ammals suggest 

that Immunisation With lcucocytes could prevent an abor

tion (Branch. 1992 ). Immunotherapy using the husband's 

lcucocytes �h�a�~� lJeen proposed as a treatment of l.Jnex

plalllcd R.S.A. Uncontroll ed claJTns of success can be 

discounted (Taylorct al 1981 ) (Unanderet al 1986). The 

validn\ ol this therapy at present rests on a single 

random I sed control led tnal (Mowbray et al 1985 l. Re

cent studieS ha\e attempted to reproduce Mowbray's 

data but have heen unable to confirm the benefitinttiatly 

reponed. due to a much higher rate or success 111 the 

control group ( H.O et al 1991 \: Cauchi et al 1991 ). Effi 

cacy of Immunotherapy 111 the treatment of R. S. A . 

�u�~�m�g� paterna I leucocytes can thus be questioned Whde 

lrnmll111Satlon appear-; to be sale, the potential �r�i�s �k�~� and 

benefits are et not established. 

Vv e undertook to answer tim question by repeatmg the 

trial using the <;ame technique and conditions as used in 

the first tm!l at St Mary's Hospital. London. We report 
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here the results ol a double-blmd randomiscd placebo 

controlled tnal. using patemalleucocytc:-as the �1�1�n�r�n�u�n�i�~�I�n�g� 

matenal 

Material and Methods 

The study was undertaken at the Recurrent Spontaneous 

AbortiOn Cl mic. S1r H · l o:,pital Medical I �e�~�e�a�r�c�h� 

Society, Bombay between June 1990 to November 199-+ 

Pattents with three or more consecutive first tumeste'· 

abortions were Included 111 tile stuav alt er exclusion o' 

the known �c�a�u�~�e�s� ol recurrent spontaneous abortion 

Table I : Selection Criteria fo · "Immunotherapy" 

Three or more consecutive first tn rnester conf1 rrnecl 
spontaneous abortions. 
Chromosomal, anatomtc, mtcrobiological hormonal 0 1 

other known causes o1 Recurrent pontaneous Abor
tion excluded as tar as pos<;Ibk 

• Absence 111 the serum ot anti-nuclear autoantibody 
and lupus anticoagulant type autoantibody ! the later 
assessed by both anticardwiipm F:LTSA and by acti
vated partial thromboplastin lim e ( APTTJ. 

• Absence ot anllpaternallymphocytoto>..Ic antibodie:, 
(APCAJ. 

• Not currently pregnant. 



, 

�A�s�~�e�~�~�m�e�n�t� included a physical examination. Randomization of Patients: 

hysterosalpingogram and/or hysteroscopy. endocrinologi-

cal tests mclud111g thyroid function tests and a karyotype. Patients were allotted to one or the other group uslllg 

Standard coagulation tests. APTT, antmuclear antibody randomization cards. The cards were opened only after 

and ant1card1olipin antibody were performed. and patients collecting 350 ml whole blood from the husband in stan-

excluded if the results were abnormal. Patients were dard acid/citrate/dextrose donor packs. Neither the treat-

abo excluded il" they had antipaternal lymphocytotoxic tng physician nor the patient knew whether they were 

�a�n�t�i�b�o�d�1 �e�~ �.� 52 �c �o�u�p�l �e�~� were included for the tnal. HBsAg, 111jected with paternal cells or her own plasma 

HI\! and CMV were tested in both partners to avotd 

thetap) related transmission or the above diseases. 

Tabten 

Immunotherapy Follow-up ofR.S.A. Cases (Treated Group) 

S1 No Case No Age �A�b�o�r�L�i�o�n�~� Dose Follow-up 

Results 

There were 26 patients 111 each group. Both groups were 

equally matched in age, parity & patielll charactensllc:--. 

There were 15 pregnanctes each in the treated & pia-
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chil d. 3.4 kg 

l.55x I 07 Aborted at6 wks 

2.6Cl>..IO' LSCS, Female 

chi ld . 3.0 kg 

4.:?.5xl07 FTND. Female 

child. 3.0 kg 

2.60xl0' FTND, Female 

child. 2.5 kg 
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3.00 x I 0' Aborted aL 8 �w�k�~� 

4.20xl0' LSCS. Mal e 

child , 3.25 kg. 

9.20xl0' FTND. Ma le 

Child 

I 0.20x I O' Pre term De I i v 8 

mts. Male child 

9.50x lOX FTND, details 

N.A.. 

3.00x I 07 Aborted at 6 �w�k�~� 

35.00xl0' FTND. Male 

child 

4.55xl0' Aborted at 20 

wks ? Cause 

10.50xlOX FTND. Female 

child 
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Table Ill 

Inmmnotherapy Follow-up ofR.S.A. Cases (Cont.-ols) 

Sr.No Case No. Age Abortion Follow-up 
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The overall success rate was 76.66% (23/30) The sue- far from settl ed. In uncontroll ed series, the success rate 

cess rate in the treated group was 66.66% ( I 0115) and ranges from 50-80% (Branch et al 1992). Results from 

that in the placebo group was 86.66% ( 13/ 15). A lthough clini cal studies (randomised & nonrandomised) using 

our study group is small , there is no signi f icant dif ference husband's leucocytes as immunizing agent are compared 

in the post-therapy pregnancy outcome amongst the wi th those f rom vari ous outcomes w ithin control groups 

therapy and control groups (x 2= 1.24, P>0.5, Not Signif i- where autologous leucocytes, salin e and no treatment 

cant). No obvious maternal or neonatal side-effects were were used are outlined in Table IV 

observed. 

Di scussion 

The Feto-Placental unit is a semi-all ograft because of 

the paternal genetic contri bution. However the mecha

nisms by which the fetus avoids immunologic rejecti on 

remains mysterious. It has been suggested that the ab

sence of an essenti al maternal immunoregulatory response 

to the geneticall y fo reign fetus is the cause of at least 

some cases of recurrent mi scarri age (Taylor, 1981 ). Ini

tial attempts to improve maternal immunotolerence were 

based on the evidence that pretransplant blood transfu

sions decreased rejecti on of renal all ografts (Redman, 

I 983). Early proponents of leucocyte immunizati on felt 

that normal pregnancy required maternal all ogenic rec

ognition to stimulate the formati on of Bl ocking Antibod-

Table IV 

Summary of results obtained from clinical trials us

ing Husband's Leucocytes (HL) for Immunisati on 

and various Control Groups including Autologous 

Leucocytes (AL ), Saline, and No Treatment (No Rx) 

Successff otal (%) Pregnancy 

Study HL AL Sali ne No. Rx 

Mowbray et al # 1985 17/22(78) 11/27 (41) 

Reznikoff-Etievant 

et al 1988 28/33 (85) 13/26 (50) 215 (40) 

Ho et al # 1991 40/49 (82) 33/46 (72) 

Cauchi et al # 1991 13/21 (62) 19125(76) 

Beer 1988 28/39 (72) 1/44(36) 

Beer ct al 1988 I 00/ I 2 I ( 8 3) I 1/) I ( 25 I 

Smith et al 1988 27/34 (79) 2/9( 22 ) 

Present Series # 10115 (66) 13115 (86) 

# : Randomised placebo controll ed studies 

ies necessary fo r pregnancy main tenance. A lthough im- The No Treatment success rates vary from 0-64%, the 

mun ization of the female partner w ith the husband's Saline resul ts from 29-76% and the autologous leucocytes 

leucocytes has been the most commonly used regime, f rom 4 1-80%. This amount of variati ons among control 

third party (donor 's) leucocytes, seminal plasma, tropho- group's outcome needs to be explained. 

blast preparations and immunoglobulins have also been 

used. There is no concensus, however, regarding pati ent Recently a meta-analysis was done under the auspices 

selection, dosage, route or timing of immunizati on. A of the Ameri can Society of Reproductive Immunology to 

major criticism of immunizati on treatment is that it 's determine more defini tively whether leucocyte immuni-

mechanism of acti on is st i ll unknown. zati on improves the l ive bi rth rate in women having re

current miscarri ages. Among the women entered into 

Eff icacy of Treatment : (Review of L iterature) 

Controversy regarding the efficacy of Immunotherapy is 
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randomised trials, 68% who received paternalleucocytcs 

deli vered a l ive infant in the next pregnancy, compared 

with a 61% li ve birth rate in the controls. The risk ratio 



was 1.157. Even the most optimistic interpretation indi- No diagnostic tests have been found to be clinically useful. 

cates that leucocyte immunization is of marginal clinical In clinical practice Immunotherapy seems to be of only a 

benefit. marginal value in the treatment of Recurrent Spontane

ous Aborters. 

Risks 

Immunotherapy may not be necessarily innocuous. 

TableV 

Potential Hazm·ds Associated With Immunotherapy 

Risk Observed 
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