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The Fas Signaling Pathway in
a Transgenic Mouse Model for ALS

The Fas signaling pathway mediates inflammatory
response as well as cell death via FasL, Fas, Fas-
associated protein with a novel death domain (FADD).
CFLIP blocks caspase 8 activation, inflammatory re-
sponse predominates over cell death. To determine
whether the Fas signaling pathway is involved mainly
in inflammatory response or cell death, we investigated
the expression of FasL, Fas FADD, and ¢FLIP by im-
munohistochemistry , immunoblotting and RT-PCR
analyses on the spinal cord of SOD1-G93A mice (G93A)
and control mice (SJL). Immunohistochemically, Fas
and FasL localized in the neurons of presymptomatic
G93A and SJL and in addition detected in the glial cells
of symptomatic G93A. FADD is undetectable in SJL but
localized in the glial cells and neuropil of G93A in all
stages. cFLIP is undetectable in SJL but localized in the
neurons in the presymptomatic G93A and in the glial
cells in symptomatic G93A. FADD expression by RT-
PCR and cFLIP expression by immunoblotting were in-

creased in G93A in all stages. Our results suggest that
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the cFLIP inhibition of caspase 8 induces inflammation
rather than apoptosis, leading to inflammation-mediated
neuron death.
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