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Table 2. Effect of IS on the reactivation of MHV-72 in chronically infected Balb/c mice

A. Immunosuppressed group

Virus reactivation rate on days after the onsct of IS

Organ (tissuc) 14 21 42 49 65 91 119 147 14-147
Thymus (Co) + + - 2/8
Lymph nodes (Co) + + t - - 3/8
Bone marrow (Co) + + + + - - 4/8
Peritoncal cclls + + t - + + - 5/8
Peripheral blood + - - - - 1/8
Spleen (Co/E) -/ ~/+ —/+ A/ A -/ -/ ] 4/8
Lungs (Co/E) -/t ~[+ [+ [+ —(+ +/+ - /= 6/8
Kidney (Co/E) e = - -/ [ (- /- e 0/8
Liver (Co/E) e f e ] e / -/ ] /- 0/8
Total 25/72=34,7%
B. Control group

Thymus (Co) ND - - - - - - 0/7
Lymph nodes (Co) ND + - — - - 1/7
Bone marrow (Co) ND + + - - - 207
Peritoncal cclls ND + - 177
Peripheral blood ND - = - - - 0/7
Spleen (Co/E) ND /- +/+ Ao/ e[ e oo = 207
Lungs (Co/E) ND - /- wfe e = -/ / -/ o 0/7
Kidney (Co/E) ND o - - [ e e oo 077
Liver (Co/E) ND -/ - o o f = /- o[ 0/7
Total 6/63=9.5%

Micc were infeeted with MHV-72 and one half of them was subjected to IS on days 290-320 p.i. On various days after the onset of IS, mice were sacrified
and their organs were tested for virus presence by explantation (Ex) and co-cultivation (Co) procedures, Another half of infected mice served as control,

ND = not done.
Effect of IS applied on established chronic infection

The virus-infected mice were immunosuppressed with
antibiotic FK506 on days 290-320 p.i. and sacrificed on
various days p.i. The non-immunosuppressed mice served
as controls. Various organs were tested for virus presence
by co-cultivation and explantation procedures. In control
mice the virus was recovered in total of 6 out of 63 organ
and tissue samples (9.5%). The results of this experiment
are shown inTable 2. In contrast, in immunosuppressed mice,
the virus was recovered at a 3.5 times higher rate (34.7%).
The virus was isolated mainly during the period from 14 to
91 days.

Discussion

The drug FK506 is a macrolidic antibiotic obtained from
Streptomyces tsukubaensis, which suppresses the T-cell me-
diated immune response, possibly acting on the 1L-2 recep-
tor or on its expression in helperT cells (Honbo et al., 1987).
The IS effect of FK506 exceeds that of cyclosporin A about
100 times.

MHYV has been recently classified as a gammaherpesvirus
because its genes were found colinear with those of EBV
(Efstathiou e al., 1990). MHV is similar to EBV also bio-

logically, being able to persist in spleen cells and B lym-
phocytes of infected mice (Sunil-Chandra ef al., 1992b). In
addition, MHV can induce lymphomas of mixed B and T
cell phenotype in mice (Sunil-Chandra et al., 1994).

In our experiments IS treatment applied to mice with es-
tablished chronic MHV infection considerably increased the
recovery rate of latent virus from thymus, lymph nodes, bone
marrow, peritoneal mononuclear adherent cells, spleen and
lungs. The distribution of latent MHV found in chronically
infected mice in the absence of IS resembled that described
zarlier (Rajéani et al., 1985). The frequent reactivation of
latent MHV in lungs is in accord with the fact that the virus
was originally isolated from the lungs of freely living ro-
dents (Mistrikova and Blaskovi¢, 1985).

Another part of our study is the investigation of the effect
of the drug FK506 on chronic MHV-72 infection in Balb/c
mice from the viewpoint of possible enhancement of tumor
induction.

In these experiments (data not shown) we were unable to
confirm the enhancement of lymphoproliferative tumors due
to IS with FK506. We observed such tumors as lymphomas,
lymphoblastomas and fibrosarcomas without any associa-
tion to IS. Possibly, this was due to an transient effect of IS,
which scemmed to be restricted to the 3-month-period since
the onset of the drug treatment (the lag period for tumor
formation under these experimental conditions ranged from






