W, BERSODI b YAV 2=y 7T AILBIT S Fas
B L UBEYEDOFREBL 2 AT L 7.

(HE:] 38R (98) BIORER (158L 17:H) O
SODI1-G93A 7 A (G93A) &xflE~==~ R (SJL) OF
BED/XT 7 4 VAT VT FREREE/ T 7 4 3l
YR EFERFEHREER L 774 VORI
Fas, FasL, FADD B & OF cFLIP 123§ 5 f¢ Byifk % X
& &, RIERICY & BERYURE TUHL L 72, FADD
W RT-PCRIZE Y, cFLIP A &/ 7ay ML) ER
1Ll 7.

[f3R] FasL B X U Fas 3R %2 fH 3 SJL & GI3A
DZ2—aVIZBELTEY, FIERD GI3A TS
P27 T2 IR L7z, FADD X SJL Tkl S g,
GBATH=2—OryBIUPZ2a—OUENIRKELT
vz, cFLIP i SJL Tl S 19, GI3A Tix, FIE
Fiid=a—a ZREL, BERICIZZY TICHHBL
7. RT-PCRICEXAFADD OFHEA L Tay M
& % cFLIP ® %3, w¥hd SJL &L T GI3A
TRIEFI 2 HIIERITHT THME L Tz,

[(Z5] GO3AIZBIF R 75D FADD & & U
cFLIP O BIHMIX, cFLIP %% caspase 8 DG % [
ETHIEICLDRELZFEL CHREHRIEICHES T
LUtk RRIET 5.

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.

3. 22q11.2 REEGHORMEE

(NRBHE) WEREHRT - KEEAT

[H Y] 22q11.2 REEBER O F B BEERLHHER O
BaemEr L7,

Do) 1461 (B5H, 9Bl 8~375%.

(4] OWechsler ZAfE#MAE, @K-ABC % fE#fT L
7z 13l ki, BRRCEERICEME L 72,

Ui 3] OFG MW 11910, R 160, EImke 2 .
VIQ B 71%, B2 10~14 253 61, 20 DAL 2 6. B8,
HEE REEASEC, BEER, REALY], FEDEH, o
72, EHRREOF TR, BBEEHIAFE L, SR
BHLHSAHTL Bbh b,

@k kL B EAT 9B (64%), 1500 £ D =T 6
(78%). A<, BURBHETEI o2 LD
A, Bl XEOBMBICHKL, FEINLIERI
ET BIEBINS , 13T, FHlio R L~V o
MEZ 2 ) 7T HERNSE o 7z, F—EFOFEEE
BE DT, BEOHAIIMLHERTHIZOVTY
A, BE, SHEMASEK, CEORIPMOTL DN
HTHAHZ LRSI NTZ.

4, BHEEOEREFEL TOBR2-GPIEEFEE

(FRENRLE) il 3 - PIIE—RR -
BALZEY - BlF—7F -
WiggF - AH R

L U] #itY v IREHURREBRE (APS) &, 4,
EEERBEEORKNO—2 L LTEHERTWA. HLY
YHREHUA (aPL) OREWHUE D —DTH % B2-GPILIZIE,
%88, 247, 306, 316 FKDT I/ HMICHIEZTFLHEND
D, E247F DT I J B A valine B leucine 2 X o
T, VV, VL, LL® 3 20BN EE NG, Fe 3Bt
EREZICBIT AL PLCPIE 247 HF T 3/ BERTFLRU
DV CIRRIRFSE RET L O THET 5.

(xt5] RiiEZE B E 10361 (B 60 1), “FIgiEn 58
(19~89) i%. IEHEXTER 98 8], P34 58(54~69) k.

[(HE]BEHMERE ) DNA 2t L, #EFLEIU%
&t I % semi-nested PCR TR L, #HIFREEFE Rsal
THIW L7z, [BoN B FEY 2 BXIKENTRR L,
BIETFEMEZHE L7 W, BESER, GREFOR

HE A L.
DRGSR IEH 0 BRAE & HR L, WAEZEARE Tl V allele
DPHEILE  (p=0027), BEEFEZEO VL EOHEL S
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