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HLA and Mate Choice

To the Editor:
The papers on HLA and mate choice, by Hedrick and
Black (1997), who studied South Amerindian tribes, and
by Ober et al. (1997), who studied the relatively closed
and partially inbred Hutterite populations, as well as the
invited editorial by Beauchamp and Yamazaki (1997),
point out the conflicting evidence for this potential re-
lationship and some of the possible reasons for it. I
would like to suggest an alternative approach.

My colleagues and I have shown that there is a re-
lationship between recurrent spontaneous abortion and
genes linked to HLA-DR and between unexplained in-
fertility and genes linked to HLA-DQ (Gill 1992; Jin et
al. 1995). It is important to note that the data showed
that genes linked to the genes encoding HLA anti-
gens—and not the HLA genes themselves—are involved
in these associations between HLA and reproductive de-
fects. The same conclusion has been proposed for the
association between HLA and susceptibility to rheu-
matoid arthritis (Dizier et al. 1993), between HLA-DR
and HLA-DQ and insulin-dependent diabetes mellitus
(Clerget-Darpoux et al. 1991; Dizier et al. 1994), and
between HLA and multiple sclerosis (Francis et al.
1991).

I propose that the potential association between HLA
and mate selection may reside in the HLA-B–DR-DQ
region and that this association should be explored in
detail. Inclusion of the HLA-A locus in the analysis can
obscure this potential effect considerably (Ho et al.
1994). Hedrick and Black (1997) typed only for HLA-A
and HLA-B, and Ober et al. (1997) did not give the
details of the genetic structure of the haplotypes in the
various mating combinations. The latter group, however,
has published on the relationship between HLA-DR and
fertilization or implantation in the same Hutterite pop-
ulations (Ober et al. 1992; Ober 1995); thus, it seems
reasonable that, if mate selection has an association with
genes in the HLA complex, these genes may reside in
the HLA-B–DR-DQ region.

If a relationship between the major histocompatibility

complex (MHC) and mate selection is borne out in hu-
mans, it may reflect an evolutionary reproductive drive
to avoid homozygosity for MHC-linked recessive repro-
ductive genetic defects (Gill 1997a, 1997b). It is inter-
esting to speculate that this type of evolutionary drive
may also be the basis for the near-universal human taboo
against incest.

THOMAS J. GILL III
Department of Pathology
University of Pittsburgh School of Medicine
Pittsburgh
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