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Induction of immune response to brain tumors is limited by blood brain barrier that bounds 
access of naïve T cells to the brain as well as failure of brain environment to activate infi ltrating 
T cells inducing the state of anergy. Anergic T cells are neither deleted nor altered with regard to 
levels of TCR and co-receptor molecules, but are refractory to the recalling antigenic stimulus. 
A number of studies also support the hypothesis that tumors evade immunological rejection 
inducing regulatory CD4+CD25+ T cells and state of global immunosupression producing 
TGF-β, IL-10, PG-E2 et al. In this study, mouse B-cell lymphoma engineered to express 
hemagglutinin (HA) antigen was used as a brain tumor model in which HA-specifi c CD4+ T 
cells transferred to syngeneic recipients were monitored during the brain tumor progression. 
T cells demonstrated the activation already on day 2 aft er the adoptive transfer and became 
anergic to day 16. Signs of systemic immunosupression were observed in mice with massive 
brain tumors and sick symptoms at the late stage of the brain tumor progression. Th e process is 
accompanied by very fast reduction of spleen and lymph nodes in symptomatic mice assuming 
the metabolic stress and corticosteroid emission that dramatically damages the lymphoid 
organs. However, even at the late stage there still are remaining the tumor-specifi c T-cells 
that can be restimulated in vitro with HA antigen. Th us, our data suggest at the reasonable 
conditions the immune response against advanced brain tumors may be reversible at least for 
some high-resistant CD4+ T cells. 
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