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             Imrnunotherapy

               Introduction

  It is generaily accepted  that an  immunotherapy

using  partner or  third-party donor mononuclear

cells  is edicacious  treatment  for unexplained  recur-

rent  early  wastages  in pregnancy. Although the

success  rate  of  the immunization reported  is

approximately  80%`), the mechanism  of  action  of

immunotherapyhasnotbeenfullyelucidated.  The

prevailing  hypothesis assumes  that circulating

blocking antibodies  or  facters produced  by the

mother  to protect the fetus are  deficient in patients
with  a  history of  unexplained  recurrent  spontane-

ous  abortions  (RSA), but can  be induced by

alloimmunization").  In this point of view,  insteacl

of  
"active"

 immunization with  partner's mononu-

clear  cells,  
"passive"

 immunization  using

polyvalent intravenous  immunoglobulin  (IVIG)
treatment  could  be an  alternative  therapy  for

patients with  RSA  because this products processed
from  a  large pool of  donors should  contain  prefor-
med  antibodies  of  similar  specificity  like blocking

antibodiesi)n'3).  This  paper  reports  our  results  on

three RSA  patients treated with  IVIG.

           Subjects and  Methods

  Patients

 More than 1.350 couples  with  RSA  in our  clinic

has been investigated for their possible causes  of

the wastages  and  10 of  them  whe  fulfi11ed the fol-

lowing  criteria  participated in this treatment.

  1. Primary unexplained  habitual aborter  having

no  possible causes  of  anatomical,  genetic, hor-

monal,  infectious or  autoimmune  disorders,

  2, Patient's partner with  blood-transmittable

infectious disease such  as  adult  T-cell leukemia

(ATL), acquired  irnmune deficiency syndrome

(AIDS), non-A,non-B  hepatitis and  ethers.

  3. No  detectable antibodies  against  paternal

lymphocytes.

  They  gave their informed consent  to receive  IVIG

treatment  before subsequent  conceptien  and  three

of  them  became  pregriant, One  couple  of  the three

strongly  requested  IVIG  treatment  even  after  they

were  given  full information of standard  immunoth-

erapy  although  they did not  fulfi11 the above  all

criteria.

  Methods

  According to the regimen  of  Mueller-Eckhardt et

al,2)3), three patients were  given  25g IVIG (Sandog-
lobulin, Sankyo  Co. Ltd., Tokye,  Japan) equivalent
to O.5-O.6glkg body  "'eight,  were  slowly  infused

intravenously, as  soon  as  pregnancy  was  confirmed,

usually  at  5 weeks  of  gestation. Reflecting the

half-life of  IVIG, subsequent  administrations  of  20g

of  IVIG  (O.3-O.4glkg) were  given  every  3 weeks

and  treatment  was  terrninated by 12 gestatienal
week.

                 Results

  All the three pregnancies continued  successfully

beyond their critical  period  of  12 weeks  of  gesta-

tion. The  clinical  profi]e of  the 3 patients  treated

with  IVIG are  summarized  in Table 1. No  side

effect  was  noted  with  9 administrations,

                Discussion

  Even  though  lymphocyte immunotherapy  has

been widely  used  for patients with  RSA,  in serne

cases  this treatment offers  several  disadvantages2) :

(a) viral  infections transmitted  from partner
(b) HLA  immunization which  may  work  favorably
in maintenance  of  pregnancy,  while  which  may  be

potentially hazardous to the mother  in case  of
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Table  1. Clinica
tt7..-

PatientNo.AgeChildrenlabortions
(weekofgestation}

i
283028 O!3(21,11,10)

O!3(8,8,8)

O/3(8,6,5)
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1 profile of  the 3 patients treated with  IVIG

             
'See

 Subjects and  Metheds

             
"human

 T-lymphotropic virus  I

future bloed transfusions  or  transplantation

(c) ineffectiveness when  no  generation  of  blocking

antibodies  after  immunotherapy  or  subsequent  un-

explained  pregnancy  failure with  immunization

probably  due to maternal  
``nonresponder']

 or  highly

histecompatibility in the couple,

  In case  of  (a), it is dithcult to select  and  keep

appropriate  third-party donor. Furthermore, the

success  rate  of  immunotherapy using  third-party

mononuclear  cells  were  lower than  that of  immuni-

zation  with  partner's  lymphocytes, Mueller-

Eckhardt et  al. reported  that IVIG therapy ceuld  be

effective  in prevention of  RSA  and  the success  rate

for maintenance  of pregriancy  was  approximately

75%2)3], To  resolve  these problems,  polyvalent

IVIG  treatment can  be available  as  
[`passive"

 immu-

nization  for patients with  RSA  who  are  confronted

with  the above  cases.

  Although a randomized  placebo  controlled  trial

remains  to be required,  the results  of  this pilot study

suggest  that IVIG  could  be an  erncacious  alterna-

tive treatment for patients "Tith  unexplained  RSA.
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