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Table 6. Cultivation of peritoneal AMC obtained from mice at
different stages of infection with MHV-72

Time after Duration Extracel-  Intracel- IF
infectionof  of cultivation of  lular virus lular virus
mice (days)  peritmacrophages  (TCIDso)  (TCIDso)
(days)
2 12 0 0 -
0 0 -
7 10 0 0 -
15 0 0 -
20 0 0 -
24 0 0 -
(u
10 10 0 0 -
15 0 0 -
20 0 0 -
17 5 0 0 +
10 <10 10 +
28 5 0 0 +
10 10 10 ++

35 5 0 0 +
10 0 0 +
42 10 0 0 +
15 10 10 +
49 15 10 10 +
75 10 0 0 +
15 10 10 +
90 10 10 10 +

300 10 0 10 ND
15 0 0 +

20 0 0 ND

For legend see Table 1.
ND - not done.

of 10 TCIDso per cell. Immunofluorescent antigen was
seen in up to 50% of infected cells (Table 5). The intra-
and extracellular virus titers show that these cells are per-
missive for MHV-72.

The persistence of MHV-72 in the lung and peritoneal
AMC was associated with increased virus-neutralization
antibody titers in sera of mice. The virus-neutralization
antibodies could be also detected in the sera of infected mice
2 - 365 day p.i. Their dynamics during one year observation
period shows two peaks, the first one occuring 17 days p.i.
(titer 1:512), and the second one occuring 3 months p.1. (titer
1:512 - 1:1024).

Discussion

We found MHV-72 and its antigen in thymus, spleen,
bone marrow, lymph nodes, lung and peritoneal AMC,
peripheral blood AMC and blood lymphocytes. The primary
site of viral multiplication were lung AMC from which the
virus spread to other organs or cells of lymphatic system by
haematogenous route.

Consistent with the findings of other authors (Chandra et
al., 1992a) is our observation of a marked splenomegaly in
otherwise clinically asymptomatic mice. On the other hand,
atrophy of spleen or thymus was not observed at any stage
of infection.

Pathogenetic studies confirmed that the virus was present
mainly in B-lymphocytes but probably also in T cells since
the virus was detected in thymus shortly after infection.
MHV-72 replicates in mouse B-lymphoblastoid cell lines
NSO, SP2/0 but neither in human T cell line CEM-ss nor in
human macrophage cell line U-937. Similar observations
were published by other authors (Chandra et al., 19925).
With regard to these findings it can be concluded that cells of

Table 7. Virus-neutralization antibodies in serum of mice infected with MHV-72

Days p.i. 7 10 14 17 28 35

42 49 75 90 120 300 365

Titer of 4 8
antibodies

32/64 512 256 128

128/256

64/128 128 512/1024  256/512 1287256 128/2560

in cultured cells originating from Balb/c mice 17 -300 days
p.i. Intra- and extracelular virus was recovered mostly on
days 10 — 15 in cultures from cells obtained at the same
intervals p.i. These results show that peritoneal adherent
cells carried the virus for a long time period and that it was
released into medium within 10 — 15 days in culture.

To prove that peritoneal macrophages are sensitive to
MHV-72 infection in vitro, these cells originating from
healthy adult mice were infected with virus at multiplicity

the lymphatic system, mainly B-lymphocytes, are permis-
sive for MHV-72 under conditions both irz vivo and in vitro.
Particular studies of peripheral blood AMC infected with
MHV-72 in vivo and in vitro confirmed their important role
for dissemination and latency of the virus in organism. It
was found that the peripheral AMC from non-infected mice
were sensitive to MHV-72 infection and the virus or its
antigen was detected 7~ 18 days p.i. in 4 — 50 % of the cells
(Table 5.). Cultured peritoneal AMC monolayers obtained






