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of localized activation-induced cell death in the hippocampus. The second explores the mechanisms
involved in the regulation of the T cell response to myelin basic protein (MBP). The third focuses on

what triggers a cytotoxic T cell response to target cells. The project deals with all these questions by
using neonatal as well as adult mouse strains. Specific aims are: 1) To determine when and how the
neuronal cell cycle is induced in the hippocampus in response to seizures, and to determine whether

neurons which are in cycle during the immediate postictal period die by apoptosis or necroptosis.
The hypothesis that the cellular response to seizures occurs in the context of widespread micro-
and/or macro-hemorrhage is proposed. Immuno- histochemical analyses will look for evidence of

micro- and macro-bleeding during both the acute phase and the early spontaneous remission phase
of epilepsy. In adult mice, a novel technique of "spontaneous" seizure induction will be developed to

cause epileptic discharge with the establishment of epilepsy-like behavioral manifestations. 2) To
examine the nature of the adaptive T cell response induced by MBP. MBP-specific T cell clones will be
generated from MBP-immunized transgenic mice in which expression of a T cell receptor (TCR) can

be controlled in a tissue-specific fashion. TCR transgenic mice will be compared to
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