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computer.The actin cytoskeleton has
emerged as a key regulator of cell
survival and apoptosis, signaling
critical signals during cell signaling
events. The long-term goal of the
proposed research is to understand the
function of the actin cytoskeleton
during signal transduction and
apoptosis, particularly the mechanisms
by which key signaling proteins and
actin-based cytoskeletal elements
influence each other. The mammalian
Wiskott-Aldrich syndrome protein
(WASP) is a conserved hematopoietic
cytoskeletal regulator that has recently
been implicated in apoptosis. Studies
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performed in a WASP-deficient cell line
revealed that WASP is required for Fas-
induced death, however the molecular
mechanisms remain unknown. The
proposed research will investigate
whether WASP is required for death
receptor-mediated apoptosis in W cells,
and whether WASP might mediate its
effects via actin nucleation and/or
microfilament elongation. The specific
aims are: (1) To determine the
apoptotic pathway in the W cell line
that is dependent on WASP, (2) To
study the role of WASP in T cell
receptor (TCR) signaling, (3) To
determine if WASP inactivation affects
T cell receptor-mediated actin
nucleation and morphology, and (4) To
investigate the effect of WASP on
cytolysis and apoptosis in vivo. The
wasp mutant in this study will be
generated using a gene-targeting
strategy designed to disrupt the
endogenous WASP gene. To
functionally dissect the role of WASP in
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Fas-induced apoptosis, the WASP
mutant will be stably transfected into
the W cell line. The mutant cells will be
studied for their cellular phenotypes
and for their requirements for caspase
activation, and for Fas
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