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selectively agglutinates reticulocytes and this agglutinat-
ing activity is inhibited by transferrin®. There does not
seem to be any relationship between the reaction reported
here and the reticulocyte HL-A antigens which are also
present on leueocytes though absent on erythrocytes®.

Our results indicate that guinea-pigs immunized with
partially purified rabbit reticulocytes produced anti-
bodies that were reactive with both rabbit erythrocytes
and reticulocytes. When these antisera were absorbed
with erythrocytes until no agglutinating or PCA activity
could be detected, considerable activity against reticulo-
eytes remained.  Preliminary experiments using these
antisera and others obtained against mouse reticulocytes
show that the antisera also react specifically with the more
immature crythroid cells of bone marrow.
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Rejection of Skin Grafts from Mice
chronically infected with Lymphocytic
Chorlomenlngltls Virus by non-infected
Syngeneic Recipients

THE interaction of lymphocytic choriomeningitis (LCM)
virus with mouse tissues has been diseussed recentlyl-3,
The fulminating disease, which occurs in adult mice after
intracerebral inoculation with LCM virus, can be amelior-
ated by several treatmoents known to impair the immune
response of the host, such as X.rays®, amcthopterin?,
thymeetomy® and anti-lymphocyte serum®. The patho-
logy of the disease™ supports the eurrent view that an
immunc reaction by the host against the virus or a virus
product, located in or on infected cells, plays an essential
part in its pathogenecsis. A similar mechanism may be
important in the chronic autoimmunc-like disease in
virus carrier mice®®, Further elucidation of this disease
mechanism depends on understanding the nature of the
mmmune response and its target., A question of con-
siderable interest is what the consequences might be for
virus infected cells in the event of an immune response
against the virus or a virus product. Here we report pre-
liminary experiments involving transplantation of cells
{rom virus carrier mice to syngeneie non-infected recipients
which suggest that tissues of mice ehronieally infeetod with
LCM wvirus undergo an antigenic change which can be
detected by transplant rejection.

We usced inbred mice of the strain SWR/Jax, 8-10
weeks old.  Chronic LOM virus carrier animals were
established by intraperitoneal inoculation of young mice
less than 24 h old with 10® LD;, doses of the CA 1371
strain of the virus., Skin grafting was carried out essen-
tially as deseribed by Brown!'. The skin of the experi-
mental animals was lifted up in a mid-dorsal longitudinal
fold and two cireular grafts were removed by means of a
steel punch, 9 mm in diameter. If the mice were to serve
as graft recipients, the resulting two dorsolateral wounds
sorved as graft beds without further preparation. Each
recipient received an autograft and an isograft.
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Table 1, RESULTS OF GRAFTING OF SKIN FROM LCM VIRUS INPECTED OR

NON-INFECTED DONORS TG NON-INFECTED RECIPIENTS*

Tsografts Autografts
Noninfeeted isograft donors 14/14 14/14
Infected isograft donors 0/13 4/13
* Denominator: number of grafis; numerator: number of successful

grafts.

The mice cach received two grafts: an autograft and an isograft from either
an infected or a non-infected donor. All the recipient mice were non-infected.
The patiern of successful and rejected grafts was clearly established on the
fourteenth day after transplantation and did not change within the following
18 weeks of observation.

The results of experiments involving transplantation of
skin from infeeted or non-infected donors to non-infected
recipients are summarized in Table 1. They show that
transplantation of skin from infected donors resulted con-
sistently In rejection of the grafts. The rejection was
clearly evident on the tenth day after grafting, and
progressed rapidly to necrosis of the graft by the fourteenth
day. In a number of cases, the autografts of animalg
receiving infected isografts were also rejected. Isografts
between non-infected animals were uniformly suecessful.
No sign of rejection was noted during 18 weeks after
grafting,

The exact nature of the mechanism of graft rejection
ig unknown, but it is likely to be an immune phenomenon.
Support for this view hasg been provided by the results of
rechallenge with infected grafts of recipients that pre-
viously had rejected infeeted grafts. When inspected on
the sixth day after grafting, these animals showed evidence
of acecelerated rejection of the infected skin characteristic
of second set graft rejection. Control recipients that
previously had reccived non-infeeted grafts did not differ
from recipients that previously had not been grafted in
their pattern of rejection of infected grafts. A likely
explanation of the observed rejection of autografts by
aniunals receiving infected isografts might be eross-
infection of the autograft from the infected isograft, the
two grafts being located no more than 10-15 mm apart,

Qur results suggest that LOM virus produces an anti-
genie change in tissues of chronically as well as acutely
infected mmce detectable by tissuc transplantation.
Recent electron microscopic investigations of LCM virus
infected cellst® have shown that the virus lodges in micro-
villi of the cytoplasmic membrane. Such a location of the
virus could account for the apparent histoincompatibility
between skin of infected donors and non-infected syn-
geneic recipients.  Histoincompatibility of a possibly
simnilar nature has been reported by Breyere and Williams'®
between mice infeeted with a leukaemia virus and their
syngeneie non-infected eounterparts.

We thank Miss Suzanne M. Walter for technical
assistancc.

Ory A. HOLTERMANN
JEANNINE A. Madpne

Lobund Laboratory,
University of Notre Dame,
Notre Dame, Indiana.

Received March 31, 1969.

! Hotchin, J., Cald Spring Harbor Symp. Quant. Biol., 27, 479 (1962).

®Hotehin, J., in Slow, Latent, and Temperate Virus Tnfections, NINDB
Monograph No, 2 (edit. by Gajdusek, I». C., Gibbs, jun., C. J., and Alpers,
M.), Public Health Service Publ. No. 1373 (1‘)6.))

3 Volkert, M., and Hannover Larsen, J., In Progress tn Medical Virology
(edit. by Mehlick, J. 1), 7. 160 (R, Kamcr, Bascl and New York, 1065).

4 Oldstone, M. B. A, and Dixon, P. F., Seience, 158, 1193 (1967).

s Pollard, M., Sharon, N., and Teah, B. A., Proc. Soc. [ep. Biol. and Med.,
127, 756 (1968).

¢ Rowe, W, P., Res. Rep, Naval Med. Res, Inst., 12, [87 (1054),

7 Haas, V. H., and Stewart, S. E., Virology, 2, 511 (1956).

8 Rowe, W, P., Black, P. 1, and Levey, R. H., Proe. Soc. Exp. Biol. and
Med., 114, 248 (1963).

. Hl(tsch )M 8., Murphy, I, A., and Hicklin, M. D, J. F

19

10 Tillie, R. D., and Armstrong, C., dreh. Path., 40, 141 (1945).

U Brown, A. M., J. Animal Tech, Assoc.,14, 11 (1963).

12 Dalton, A. J., Rowe, W, P, 8mith, G, l., Wilsnack, R. T, and Pugh, W. E,,
J. Virol., 2, 1465 (1968).

11 Breyvere, F. J., and Williams, L. B., Seieice, 148, 1055 (1964).

ep. Med., 127, 757

© 1969 Nature Publishing Group



	Rejection of Skin Grafts from Mice chronically infected with Lymphocytic Choriomeningitis Virus by non-infected Syngeneic Recipients

