MBETINGS

Human Histocompatibility Antigens and Susceptibility to Disease

A cooperative seminar on human
histocompatibility antigens and suscep-
tibility to disease was held in Santa
Barbara, California, on 4 to 6 October
1972 under the U.S.-Japanese Agree-
ment in Science. Those in attendance
included ten scientists from the United
States, eight from Japan, and two from
India. In addition to being expert in
transplantation immunology and tissue
typing, the participants offered repre-
sentation of the disciplines of genetics,
epidemiology, computer technology,
pathology, and surgery. The objectives
of the seminar were to consider ap-
propriate international studies of the
relations of HL-A to disease and to
improve the reagent facilities of the
countries involved.

The initial half-day session was de-
voted to a survey of the genmeral sig-
nificance and problems of histocom-
patibility testing, with special emphasis
on the HL-A system—reviewing data
on the comparison of HL-A specifici-
ties in Japanese and Caucasians and on
the relation between HL-A specificities
and several disease conditions. R.
Payne (Stanford University) began by
identifying the two segregant series of

the HL-A system with its total of at

least 30 specificities. The effectiveness
of HL-A typing in increasing graft
survival in transplants between siblings
was emphasized, but it was pointed out
that other, possibly independent, ge-
netic loci (that of mixed lymphocyte
interaction) are also important in graft
rejection. The complexity of the known
genetic linkages in both mice and man
was pointed out by B. Amos (Duke
University). The MLC locus in mice
lies between the K and D regions of
H-2, being close to the Ir loci and to
the Ss and Slp loci as well. Although
disease-associated phenomena are only
partially understood, it was emphasized
that one of the genes conferring sus-
ceptibility or resistance to Gross leuke-
mia virus is associated with certain
alleles of the K region of the H-2 com-
plex. The complexity of the HL-A sys-
tem in man is less well understood than
is the H-2 locus in mice; but it seems
likely that the K region in mice is anal-
ogous to the second segregant series of
man and that the HL-A system is closely
linked to the MLC locus in man. There
is some evidence for a locus controlling
immunoglobulin levels and hypersensi-
tivity reactions in this genetic region. P.

12 OCTOBER 1973

Terasaki (UCLA) continued the dis-
cussion, with emphasis on racial and
disease-associated HL-A factors in man.
Specificities HL-A 1, 3, 8, and W14
are lacking in Japanese, and Japanese
and Caucasians differ in the relative
rate of occurrence of a variety of other
histocompatibility  specificities. ~ The
clearest example of a disease-histo-
compatibility relationship seems to be
psoriasis, in which HL-A 13 and W17
are increased and HL-A 12 is decreased
as compared to the normal Caucasian
population. Others pointed out that
there may be decreases of certain HL-A
specificities with age and during the
course of severe, debilitating disorders.

The second session was concerned
with a detailed discussion of typing
techniques, procurement of reagents,
methods of data analysis, and reports
from the Japanese delegates on studies
of HL-A specificities in their popula-
tions. The major technique used in typ-
ing is complement-mediated cellular
lysis by selected alloantiserums. The
micromethods used by Japanese and
U.S. investigators were similar. A ma-
jor difference is that in the United
States it is usual to find more than one
method used in each laboratory for
detection of membrane antigens. A
discussion of procurement of appropri-
ate reagents was led by E. Yunis (Uni-
versity of Minnesota). Since most
antiserums in use today have been ob-
tained from postpartum mothers,
serum is collected on the third post-
partum day and screened for antibody
activity. If such activity is found at a
titer of 1:4 or greater, two units of
plasma are collected in an anticoagu-
lant by plasmaphoresis. Serum prepared
from this with calcium chloride is then
dispensed in vials for later use. Since
the specificity of antiserums collected
at different intervals postpartum varies,
it has been found useful to retest serum
from these donors several times during
a 9-month postpartum period. It was
estimated that a minimum of 24 sep-
arate cell preparations are required for
screening antiserums, and it was pointed
out that cell preparations may be pre-
served in dimethylsulfoxide, fetal calf
serum, and minimum essential medium
in liquid nitrogen or for shorter periods
on the bottom of a mechanical freezer
where the temperature is maintained
at —70°C or lower. Although com-
puter analysis has now become an in-
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tegral part of tissue typing, the pro-
grams used vary from laboratory to
laboratory and visual inspection of data
remains an important laboratory tool.
K. Tsuji (Keio University) and Y.
Iwasaki (Chiba University) offered re-
ports of HL-A typing among native
Japanese and M. Yokoyama (Hono-
lulu) reported similar data on Japanese
living in Hawaii. These data were gen-
erally similar to the results obtained by
Terasaki described earlier. Because of
the large proportion of blanks or un-
identified specificities apparent in the
genotyping of each of these series, it
is to be expected that serums obtained
from multiparous Japanese women will
provide the international scientific com-
munity with significant additional
identifiable serologic specificities.

The third session continued the
discussion of HL-A in different pop-
ulations, the role of HL-A typing in
transplantation, and the potential
of application of legal fingerprinting
(dermatoglyphics) techniques to tis-
sue typing. K. Balakrishnan (India)
presented data concerning the HL-A
typing of members of various castes
in India. There was no recognizable
difference between members of each of
the four castes studied. These individ-
uals were close to Caucasians in the
distribution of their HL-A antigens and
differed from the distribution of HL-A
antigens evident in Japanese. There
was a difference in distribution of
HL-A antigens when northern and
southern Indians were compared. The
discussion of tissue typing and trans-
plantation was brief, but centered on
the fact that identify for four antigens
(“full-house” matches) permitted im-
proved survival of organ grafts. T.
Inou and M. Matsukura (Tokyo Uni-
versity) presented data on the reclassi-
fication of dermatoglyphics and their
potential use in compatibility testing.
Although the data were interesting the
thought was expressed that a correla-
tion was not what would be predicted
because of the multitactorial deter-
minants of fingerprints.

The fourth session was concerned
with HL-A typing and susceptibility to
disease. A. Lilienfeld (Johns Hopkins
University) began the discussion by
reviewing the reported occurrences of
neoplasm with an increased family in-
cidence. This was followed by a dis-
cussion of the relationships of HL-A
specificities and disease. The clearest
examples of such as association seemed
to be psoriasis and celiac disease. In
the former, an increase in W-17 was
most marked in patients with a family
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history of psoriasis and HL-A 13 was
most prominent when a family history
of psoriasis could not. be elicited. K.
Orita (Okayama University), K. Tsuji,
and T. Yoshida (Aichi Cancer Center)
discussed results of Japanese investi-
gators with respect to their studies of
susceptibility to cancer and HL-A typ-
ing with special emphasis on gastric
cancer. M. Aizawa (Hokkaido Univer-
sity) reported a study of the relation
between HL-A typing and the occur-
rence of Australian antigen. K. Nomoto
(Kyushu University) closed the discus-
sion by reviewing the possibility of re-
lating HI.-A typing with certain defects
in the ability of hosts to efficiently
handle certain bacterial agents such as
BCG.

The fifth and final session was con-
cerned with a discussion of the ways
in which international cooperation be-
tween the countries involved in this
seminar might effectively increase our
knowledge of the relation between cell
surface markers and immune respon-
siveness or disease. The first order of
business seems to be to provide up-to-
date information on available serums,
to train Japanese investigators in tech-
niques in use in the United States, and
to standardize methods for use in the
various countries. It was felt that these
objectives could be achieved in part
by establishing a serum bank in Japan
and having local and international
workshops. With the availability of
these facilities and maintenance of the
lines of communication developed dur-
ing this seminar, it should be possible
to begin critical investigations of the
relation of HL-A specificities to various
disorders that have different geographic
rates of occurrence.

D. B. AMos
Duke University Medical Center,
Durham, North Carolina 27710
T. INouU
Institute of Medical Science,
Tokyo University,
Shiroganedai 4-1-6, Minato-ku, Tokyo
D. T. RowLANDS, JR.
School of Medicine, University of
Pennsylvania, Philadelphia 19104

Forthcoming Events
November

11-16. American Nuclear Soc., San
Francisco, Calif. (O. J. DuTemple, ANS,
244 E. Ogden Ave., Hinsdale, I11. 60521)

12—14. Geochemical Soc., Dallas, Tex.
(E. E. Angino, Dept. of Geology, Univ.
of Kansas, Lawrence 66044)
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Supplemental Retirement Annuities (SRA’s) are new forms of
TIAA and CREF contracts designed expressly for use by

persons who want to set aside tax-deferred retirement funds over
and above amounts being accumulated under their institution’s
basic retirement plan. They are available for employees of
colleges, universities, private schools and certain other nonprofit
educational organizations with tax-deferred annuity (salary-
or-annuity option) programs. Through a properly drawn
agreement with their institution, staff members may divert

part of their compensation before taxes to the purchase

of these new contracts. '

And SRA’s are cashable at any time. This means that
if the money accumulated by salary reduction is needed before
retirement, the SRA contracts can be surrendered for their cash
value. Benefits, whether payable in cash or as income, are taxable
as ordinary income when received.

For more information and answers to questions send for your
copy of the bookiet on Supplemental Retirement Annuities.

Send me a booklet describing CR [F

TIAA-CREF Supplemental Retirement Annuities.
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Teachers Insurance and Annuity Association wi
730 Third Avenue, New York, New York 10017
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