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Summary 

Most spontaneous abortions occur before 12 weeks'gestation, and most are due to chromosomal errors in the conceptus. Relati
vely few truly spontaneous abortions take place between 12 and 20 weeks'gestation. Thereafter, between 20 and 30 weeks another 
type of premature spontaneous termination due to ascending infection becomes prevalent. The number of cells expressing the 
various Iymphocytic markers changes throughout pregnancy. In the present study, we investigated the immunohistochemical expres
sion of mononuclear infiltrations in paraffin-embedded placentas, from fetuses after spontaneous abortion (8叹10th, and 12th week 
of gestational age), and those after therapeutic abortion at the same time, using a panel of monoclonal antibodies for the identifi
cation of leukocytes (CD45/LCA), B-lymphocytes (CD20/L-26), T-lymphocytes (CD45RO/UCHLI) and CDS cells. 

Im_m1:1:02og�c factors_ in human repro_duc!i�_e failure are plaus!bl: mechanis�s of infert_il�ty an�. s�ontaneo�s abortion: Approx_imately 25% of cases of premature ovarian failure appear to result from an autoimmune etiology. Unfortunately, current therapeutic 
options for these women are limited to exogenous hormone or gamete substitution. Local inflammation at the sites of endometrio
sis implants are postulated to mediate the pain and reduce fecundability associated with this clinical syndrome. The recruitment of 
immune cells, particularly monocytes and T cells, neovascularization around foci of invading peritoneal lesions, and the possible 
development of antiendometrial autoantibodies support an immunologic basis of this disorder. 

To date, treatment of pain and infertility associated with endometriosis is primarily surgical, although immune-based adjuvants 
are theoretical possibilities for the future. 

Finally, although hypotheses supporting immunologic mechanisms of recurrent pregnancy loss have been popular over the past 
decade, most clinical investigations in this area do not provide compelling evidence for this position. Reputable specialists in repro
ductive medicine use experimental immunotherapies judiciously in selected cases of repetitive abortion. For example, the use of 
anticoagulation therapy can be beneficial in cases with documented antiphospholipid antibodies. At present, however, efficacious 
immunotherapy protocols for general application have not been established. Despite these caveats, continued strides in our under
standing of human reproductive immunology, should yield considerable future progress in this field. 

We conclude that, 1) maternal cells, probably CD45RO/UCHL 1 positive cells, cross the maternofetal barrier and participate in 
spontaneous (involuntary) abortions, 2) a small proportion of maternal cells (approximately 30%), probably CDS positive cells, also 
cross the maternal fetal barrier and cause growth delay and recurrent reproductive failure. The results were statistically significant 
(p < 0.0001, Student's t-test). 
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Introduction 

Spontaneous abortion, or miscarriage, is generally 
defined as the involuntary termination of an intrauterine 
pregnancy before 20 weeks'gestation. A serious but rela
tively uncommon complication of early pregnancy is 
recurrent pregnancy loss (RPL). The definition of RPL is 
controversial, but most investigators suggest that two or 
three consecutive miscarriages constitute this diagnosis 
[l , 2]. Data derived from epidemiologic surveys indicate 
that the risk of a third spontaneous abortion after two 
miscarriages is 30%. Given a 10% to 15% chance that 
any clinically recognized pregnancy will result in spon
taneous abortion, this rate is at least twice that which 
would be expected stochastically. Thus, specific repeti
tive risk factors are likely to underlie RPL. 
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A variety of possible etiologies of RPL have been pro
posed, including chromosomal, anatomic, endocrine, 
infectious, and immunologic mechanisms. Among the 
immunologic factors associated with spontaneous abor
tion are inflammatory activation of endometrial immu
nocytes by bacteria (e.g., chlamydia and listeria) [3, 4], 
viruses (e.g., parvovirus B 19 and herpes simplex) [5, 6] 
and parasites (e.g., toxoplasma) [7]. 

An excessive maternal immune response to tropho
blastic invasion may contribute to pregnancy failure in 
some recurrent aborters. Macrophages and T cells, which 
are actively recruited into the endometrium during the 
late secretory phase and in early pregnancy, may secrete 
excessive amounts ofTHl cytokines [8]. lnterferon-y and 
TNF-a are examples of this family of potentially embryo
toxic cytokines produced by decidual immuno-cytes [9]. 
High doses of progesterone can inhibit THI immunity to 
trophoblasts in vitro [ 10], but these have not been tested 
rigorously for clinical efficacy in vivo. By binding to 










