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Introduction

Certain virus infections in experimental animals result in brain lesions and
paralysis; some of these phenomenons are considered for possible models in
the study of human demyelinative diseases. To obtain insights on some
pathological processes, several murine models have been used in immunolo-
gic and immunogenetic studies (McFarlin and Waksman, 1982). Infection
of mice with Theiler virus, for instance, produces demyelination and paraly-
sis which have been found to be associated with cellular immune reactions,
and partly controlled by a class I geneofthe H-2 complex (Clatchetal., 1986),
On the other hand, different members of a coronavirus family, such as the
Mouse Hepatitis Viruses (MHVs), are able to induce paralyses in intrace-
rebrally (Wege et al., 1981) or intraperitoneally (Levy-Leblond et al., 1979)
infected mice. Infection with the MHV type 3 (MHV3) results in a complex
pathology pattern, beginning with an “acute disease’” which kills variable
proportions of the infected mice 5—15 days p.., followed by a ‘“‘chronic
digease” which produces paralyses in animals which survived the “acute
disease”, several weeks to several months later (Levy-Leblond et al., 1979).
The genetic control of the two forms of MHV3-induced disease is complex
and involves several genes. In particular, strong resistance to paralysis has
been shown to be dominantly associated with the H-2f haplotype (Levy-
Leblond et al., 1979), which also appeared to influence the susceptibility to
the “‘acute disease”, but on a non-dominant fashion and with incomplete
penetrance (Sabolovie et al., 1982).

Later on we found that the H-2a haplotyype is also strongly associated with
resistance to MHV3-induced paralysis. In that framework, a partial but sig-
nificant protective role of the class I H-2K4 allele was observed (Oth et al.,
submitted). In the present article, some parameters of the cellular immune
reaction against MHV3 antigens were studied in mice of different genomes,
presenting different susceptibilities to MHV3-induced paralysis. Because the
congenic mice which harbour the B10 genetic background completely succumb
to “acute disease” (Levy-Leblond et al., 1979), we used F; hybrids that were
partially resistant to lethal effect. The F; hybrids were prepared by crossing
parents belonging to 3 different congenic-resistant strains with the A/J
strain in one set of experiments, and with the C3H strain in the other.

Materials and Methods

Virus. Supernatants of MHV3-infocted L2 cells (o C3H fibroblast line) were clarified, determined
for virus infectivity, aliquoted and stored at — 80°C.

Mice. C3H mice were purchased from Charles River Inc., St Constant, Quebee, whereas A[J,
as well s C3H/He/J and B10.A (H.2%) mice, were obtained from the Jackson Laboratory, Bar
Harbor, ME. The B10.Q (H-2%) and B10.AQR (H-2v! and H-2Kq) B10 congenic mice were sup-
plicd by Dr. Choella David, Mayo Clinie, Rochester, MN, U.S.A. Young adults of both sexes
(equnlly reparted) wore used, Experiments were conducted under conventional conditions, in
air-conditioned freilitios,

A first wot of Fy hybrids was made as follows: (B10.A x A/J) Fy, (BI0.LAQR »x A/NF; and
(B10.Q > AN (Groups 1, 2 and 3), which exhibit “susceptibility™, “partial resistance” and
“ull resistanco’, respeetively, to MHV3.indueed paralysis (Oth et ol., submitted). Due to the
presence of the AJ genetic background these hybrids were expected to present good resistance to



























