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Summary 

Purpose: The association between unexplained infert山ty, human leukocyte antigens (HLA) and expression of circulating anti
sperm antibodies was studied in 52 couples with unexplained infertility and 15 infertile and 9 fertile couples 

Methodology: Evaluation parameters included Terasaki's HLA microlymphocytotoxicity test, circulating antisperrn antibodies 
using immunofluorescence technique 

Results: Fifty-two couples (8.7%) out of 600 consecutive clinic attendants had unexplained infertility. Unexplained infertility was 
associated with circulating antisperm antibodies (22 versus 13 and 0% for men and 18.5 versus 13 and 0% for women). HLA class 
l B

6 
and B

52 
and C

w7 
and HLA class 2 DR

4 
and DR

6 
and sharing of HLA B

6
, DR

4 
and DR

6 
were found more in couples with unex

plained infertility. Combined expression of anti sperm antibodies by couples, demonstrated more homozygosity for HLA B
6 

and DR
4 

Conclusion: Hornozygosity for these antigens, B
6
, DR

4 
and DR

6
, may enhance the expression of antisperm antibodies, and cause 

infertility. 

Introduction 

Unexplained infertility (Ul) is a term used for couples 
where the cause of infertility is unknown despite a tho
rough clinical evaluation with standard techniques. 
Review of the medical literature reveals an incidence of 
U.l. ranging from 10-30% with an average of about 1 5%.
The discrepancy in the incidence may be attributed to d止
ferences in population characteristics, variability in inve
stigative protocols, and availability of chemical and dia
gnostic facilities [l]; the cause of infertility may be
diverse and the number of observations have been small
[2]. For nearly 30 years, there have been sporadic reports
of HLA associations with neural tube defects, sponta
neous abortions and infertility [3]. Many studies have
both supported and refuted an association between HLA
antigens and reproductive performance. The authors
emphasized that the controversy involving association of
HLA and reproductive performance can be explained by
properly classifying recurrent spontaneous abortions and
unexplained infertility [4]. It is well accepted that mater
nal recognition of paternally-derived fetal antigens
occurs during normal pregnancy and may be beneficial
for implantation and maintenance of gestation.

Major histocompatability differences between mother 
and fetus may facilitate implantation and maintenance of 
pregnancy; and some cases of unsuccessful embryo 
tranfer (ETs) after in vitro fertilization (IVF) might be 
caused by underlying close histocompatibility between 
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partners [5] in that couples who share multiple HLA anti
gens may have an immunologic basis for fa山ng to 
achieve a viable pregnancy with multiple assisted repro
ductive technique (ART) cycles. There is evidence of a 
significant excess of HLA-DR sharing in couples with 
RSA and a significant excess of HLA -DQ sharing in 
couples with unexplained infertility who failed treatment 
by IVF [6]. There are recent reports that sharing of 
human leucocyte antigens in couples with unexplained 
infertility affects the success of IVF and tubal EF, and 
they are located in the B-DR-DQ region of the major 
histocompatability complex [7]. Support for the influence 
of HLA on fertility is provided by a prospective study in 
Hutterites by Ober et al. [8] that showed a marked 
decrease in fertility in couples sharing HLA-DR antigen. 

O切ective li{ study 
To investigate the relationship between HLA classes I 

and II and unexplained infertility and the association with 
circulating antisperm antibodies. 

Central Hypothesis 
HLA class I and II regions are associated with unex

plained infertility as a result of antisperm antibodies. 

Patients and Methods 

During a four-year-period, 600 couples were seen at the com
bined infert山ty clinic at the Maternity Hospital. Kuwait Fifty
two couples who went through the infert山ty evaluation proto
col of the unit form the subjects of the present study蠡 Fifteen
other couples with known aetiological factors for infertility and 








