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Cytotoxic T lymphocyte-mediated lysis of TC-1/A9 cells
after induction of MHC class | surface expression by
Trichostatin A.

Spleen cells from mice immunized with irradiated MHC
class I-positive TC-1 cells were used in a chromium
release microcytotoxicity assay. The targets were TC-
1/A9 Tricostatin A (TSA)-treated and untreated TC-1/A9
cells. Control effector cells were spleen cells from non-
immune animals. Only TSA-treated TC-1/A9 target cells
were significantly lysed with spleen cells from the im-
mune mice. The critical role of cytotoxic T lymphocytes
was determined by experiment in which depletion of
CD8+ effector cells with a specific antibody blocked
the cytotoxic effects.
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The long-term research programme of the Laboratory is focused on the mecha-
nisms involved in induction and regulation of the anti-tumour immunity. The
murine model for tumours associated with human papilloma virus (aetiologic
agent of the cervix carcinoma) has been employed in most of our studies. This
model has been used for analysis of the missing signals important for effec-
tive immune responses and their delivery in the optimal form in order to induce
or restore effective anti-tumour responses. Special attention has been paid to
the clinically relevant setting of the minimal residual tumour disease treatment
after primary tumour resection or chemotherapy. We have investigated mecha-
nisms of immunosupression in the course of the tumour growth, with the final
goal to include the blockage of the negative signals into the immunotherapeutic
schemes. We have also investigated the mechanisms of the anti-tumour immune
responses against tumours mediated by MHC class |-restricted and -unrestricted
mechanisms, and immunologic cross-reactivity between tumours of the same
aetiology but distinct MHC class | expression.

We have found that epigenetic agents induced expression of genes involved in
antigen processing machinery and surface expression of MHC class | molecules
on the tumour cells, which consequently became susceptible to the lysis by
cytotoxic T lymphocytes.
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MHC class | expression

Untreated SACITSA 5AC TSA

MHC class | expression on MHC class I-deficient TC-1/A9 cells was induced after 5-azacytidi-
ne (5-azaC) and Trichostatin A (TSA) treatments, as determined by flow cytometry



