PIREFHE - 50% 8% (201348 H)— 3 (673)

Dzt A LRE I T 5
DIV =) (DIVT v 7 P8E50) D
R (F R A (Re il 3 A7)

BT 4 RS AT 1« HIVAES

AT SIS N H

I. FC®IC

i 2= £ M Il & B 1k fiE (amyotrophic lateral
sclerosis ; ALS) 3B &R, FriCHEAKEO Bzl X
O MLEE = 2 — o VOREEIC XV EBLHRNOZE
M E MR T 2 X 7o MR AR T, fFERE
(Hem) IIREINTEY, FERBERZHER
MHEZDLERKBE00 LNAEBIZHEEL TWHa,
ALS OH#ETIImD TH <, %< DBENFIER 2
E S 5AETHWRBRELIZ X VFEET HEFHNT
WaY, ZORIERRKIZHS TN, BEME
MRRAZEWE D 7V Y I VEEDEE) = 2 — 0 V%
TR L CHIfasE x5 | ER 2T E WD IV 3 VR
WEFHAREOOEDSENWDbNTWS, HAEKE
NTWA ALS BESRIE, = OIRGEHICIED W TR%
NV —=l (DT v 7 %E50) DATH
v, AFNIMREAIICN T 5 REFREZ AT 5 &%
ZBHNTNn5H7,

VOV — ) DEGIRI I EICBI L Cld, #4hC
FhE X 7= B MAHEEIREABR " 128\ T ALS DOH#EAT
TEOHE DI EIIREINT NS, —F, bayEICE
WX, 42 48 fia 3% C M X d 72 55 A RS IR 34
Br® CEEMEH O [—EORBMERE | 1
[%E1°) FTOMETIE T 7RI TH) I —
WV OHEHPEIHGEE S N 7e s - 7208, AREEIZHB N
CLHERRR TP ICHETE D EE 2 BN ALY
< HABNDZ ENERMIN, hozilkExlz kLT
BEARTERIZB N T ) IV — IVDEFEIZ DN T X
HIZHRETT 5 2 EAVRRSREE SN, £Z T, 1

[ W|oR L

TR RIEDEE X N 72 BB ARG IR GRASR ™ & [FlRk 72
V) — ) DR EDINERE X N 5 FEE O BAIF % i 7
FTALS BE&EEXG L LT, AEoKirs X 0%
AR 5 2 & x HICE e g &2
M U7ze 7ads, FAAMIMIL 1999 4 3 A ~ 2008
12 A CE#RIIENIE 1999 4F 3 H~ 2006 -6 H) T
H o7

0. MREFE

1. @ B
DW=V DFEGIZONWTEERAN (B 50
i) DORIENEHN, FEFGRIC, AR
Ak S 7o MAHERIRGER ” ERIBRD LT D 5 4
g X Cxil=d, VIV —VIZXDEFEFED 2N
BEZARAFEORNG E L,
1) 18 ~ 75 %KLL
2) World Federation of Neurology (WEN) o &
#£C [definite| F7-1% [probable]
3) TSI 5 A A
4) AEFABE SIS 2 7 A LN O TP TE &
DGR IEHFED 60% L E
5) KB YRR FE
Ko, BEBERHCUT OB IR 5 BT
AFHER G SR LT,
D) KB YIBAE X 7213 & 5-Bia1R 2 1 A LA
BURAM OR T BE I N D B
2) FROEE X IZEREHEEDEDOHN
¥ e
3) ALS DAHZHHIEE L E GO Z 725



4 (674)

PIREFHE - 50% 8% (20138 H)—

’%ﬁﬁm z%z%‘
KRR SHE 312 f
A A 2 [N REAE ) 649 {31
AR E G 308 {7l
’%ﬁ%%?ﬁ% stm\
B A VIR R S B A 267 1l
BEHER (301 B BEEREHL W) 183 fil
o A 18 5 LAk 75 5 AR Tl 18
« WEN ZL#E73 definite, probable PL4} 58 1
o FESR AR AY 5 AR5 C 7z b 46 {4
o KFIEBAMG 2 77 H AP D FVC% 0
FERED 60% L) E T 56 {}:
- B G BALLRT, KB UIBH A Fhie 6 1t
- B 5BAAEE, AST, ALT {EAMERIE R (ED
2 5L E 10 4
o BeGBIGRE, S 2 L7 F = UfED
2 mg/dL ) - 2 {f
- BHBtATR, 2 7 HDNICKEYB L ZGER 15 ¢
s BOHEICHIRIEZ 2IE 7 IV N, v —%
H3 BEEG 14
T EIR 9 fl
FAATIARS S5 G- 1 4
A A 2 741
RHEIRRZEE S 7 1
1 ftiagk B A ZZ e AN BE 29 11l
AF 5 HAH AN A 31
| b o 826 01 |
A M AT R R ERSMIE B2 45
T 5f1
A A AR SN A 40 41
]ﬁwmmﬁﬁﬁ%ﬁmJ m1m\

1 HAEEG DR

L, ALS ODIERDHEZ T 2 &5 IsHEB /e

2. Bi%-HE

EEEHET HEH WHEBEACE, VIV —=50mg (VVTF v 22 ®
4) F 5T OMERBREIZ SO T FOREENRD $¢50) & 108 18¢ 1H2IM0E (§k X4 /),
SY VN e D)V —)bE LT 1 H 100 mg ZfEO#&5 Lz,

O AST B X ALT OfEA IEHE A LR D 2 {5 %
A EE

@ M7 L7 F = 2mg/dL Bz - EE

@ HEMIZEWTCEREEE T O v 71D H
ni-mk#

5 BFELL N OREICH S EHE

O Ithw, A (RO ATRE:DH 5 BHI13E
YR X VBEN TN TS Z &)

6) Z O fib

O WEEEAL T W EH

@ ALS Db DBBRIEE G XN TN D F /213 #H
Y EDOBRH

3. HiRHAM

BRI 18 A A & L,

4. BEHE

AR O R EBH OS2I X Tz L, 2Dkt
TR LI WEBE Z AR REORN L EH E L
72

KEFIE ST A SRR [BEEERE] 2V
T v 7 BN FAX R#E, 7o IZEEEHREY
FIZFELTAHZ EICXDITbh,

5. FHiiEHE

FEFMHE B, &5GR 18 7 AR RIZEH T
LI R IREYRRAZN D LAY L — ¥ HE DI



FAERE L, EBIKFHGHEE L 18 # AR ot
NSEATRBE DRI, FGhlak: & B TIRRE D
T (e 02 g &8 HiEE &0 2,
M H A& E Ule, ZVEOFHIE B IXERR
BIERE 2 ZUCEITFRAORBURI & Ui, ok, 2
N ORI HICBE 9 2 85586 L OMA L FTRE /R IR D
2 71 A 43I 18 H AIENE L 7=,

6. BRthAE

ARSI IE H 13 Kaplan-Meier 512 XD A XV
NIERARE KD, Y77 — TR Log-
rank BUE & H W TN U 7= BITEH o 28 BUE f1 28
ZBAT 57 70— TR, BETTARF
Fe U D54 13 Fisher B HEMERE (2X2 D45
) L BE 2x20nEIRIN) &, EHFRE
D41 Cochran-Armitage B 7E & W CHEHT L,
FEKHETM 5% & Uz,

m. #% R

1. FAEXREES

PHAIEFI OWREK 112K, BEIEK T £ T
\Z 2,362 BlDVEER X N, RZRIBEHER 312 61,
A R EUNASREAE B 649 il K OV gR I ZHE ] 308
Bl B 72 1,093 Bl A TR ASE 76l & L CTIE S
oo BAESE TIEM DD B, BEHENK 183 6,
9B, FEMEA S 1 H, FEZEAME 7 6,
RHIRFEEER 7 61, 1 Mk H 8 A 5 OUANRE 29 64
B X ORHFE 5 IR 31 6% FR 7 826 Bl % %
SV SIEGI & UTee E7o, MM RAE
B D> B IEIHER 5 Bld K O A AR ANE 40
Bz BRIz 781 Bl B TR R B & L7z,

2. BEER

G VERRAT R AR 826 Bilds K OV mh i i d x4 781
BlOEFEEFONREE1IZRT,

3. WM

1) EEEGHlEE E
FEFMIEL CTH D, 18 WA TORRLEF1
S[EUMEZES LV ZAE L =7 HEEHED A XV NERAE
RN 2 X 2-1 12779, RN HEMRHT A LAEG] 781
D18 H AW SICHITH A4 X MERAEERIL 64.9%
Thbv, ENEIMHEERRR © 18 7 ARRICE
5 A X R IERAEFK50.0%, HEo4 S T G R G
Ba” (K 2-2) 1263514V MEREK6.8%I1
EARTEh - 7=,

PIREFHE - 50% 8% (201348 H)— 5 (675)

O Y7 7 )V — T @t

FEEGHME B I RIFTERRT & L
B, Tl (65 s b, 65 AN, WAL (BRI
VURLTY), MERIART (1 ARG, 1 R0k 2 4R R0,
2 4ELL b 5 R K O 5-RT FVC (60% DL L
80% A, 80%LL L) I DWW TG L -5 R, 4F
i, MRS X OG- FVCIZE W T A X b
IERERICHBENTBD BN,

a. IF M

ARy MIERERIT, 65 E (280 ) T
55.4%, 65 AN (501 #) T 70.0%THV, 65
KL EDA XY MIERERIERICE,L 7 (p=
0.0001),

b. R IR A

ARV MIERARIL, MR 14 K]
(302 ) T 60.3%, [14FELL L2 FRK] (277 6i)
T61.8%, [24FLLE5FRm] (202 1) T 74.8%
THY, MERM] OA XV MIERERNEEIC
K7 (p=10.0041),

c. #5Hi FVC il

ARV MNERAERZ, #E5HTFVC A 160%LL L
80 % A | (186 ) T 46.2%, [80% Lk | (403
Bl) T70.1%THY, [60%LLE 80% K| DA X
v NIERAERNEEIZED 572 (p<0.0001),

2) &lEHEEE H

BIREHEEH 05 5, 18 7 AWK F CoMar:
IREZ Bl LI/ AEGIC o, BT RIS
HAXNY MERARMBER 3RS, 18 4 Ak
RIZBTHA XY MERARITN4%THY, H
W ARG R BR® D 32.7% XD bEh -7z, 72
B, WESME MR RER CTlIAR A X MERAERIC
DNWTUEIFHI X I TWhieh 5 7=,

@ Y7 7V — TR

TR E H [, TS ITARED IR AERIZY
B RIFT RN T& LR, Eih, w, FEE
Wi E & OG5 FVC 12 OW TG Lo fE R, iR
A, MW IE S X OG- FVC I W T A X b
JERAERICEBENBD BN,

a. Ji§

ARV MERAERD, WA TERAL] (186 #i)
T 47.3%, [PUREAEL | (519 %1) ©39.0%THY,
VUL | DA X R FERAERDERICED 57 (p
=0.0335),



6

(676)

B

DR E T .

F50% F85 (20134F8 J1)—

=1 VTS SHEGI OB E T RNR (e - AR EMENT SE R
R WRVEMRITRIS (n=2826) | ARMEMHTRI R (n=781)

IH H H ) — B (%) B (%)
% 496 (60.0%) 473 (60.6%)
o LS 330 (40.0%) 308 (39.4%)
B - KRR 0 (0.0%) 0 (0.0%)

0 7P B 15 s 0 (0.0%) 0 (0.0%)
. 15 f% DL B 75 FA i 814 (98.5%) 769 (98.5%)

SO 75 B Lk 12 ( 1.5%) 12 ( 1.5%)
R Nk 4 0 (0.0%) 0 (0.0%)

A B 76 (1 9.2%) 68 ( 8.7%)
. VA 265 (32.1%) 249 (31.9%)
ABE - sk ABE - 44k 474 (57.4%) 456 (58.4%)
ASH « RECH 11 ( 1.3%) 8 (1.0%)
oM 202 (24.5%) 194 (24.8%)
iz T 606 (73.4%) 569 (72.9%)

WM A o Ul 17 ( 2.1%) 17 ( 2.2%)
ASHH « RELH 1 (0.1%) 1 (0.1%)
definite 462 (55.9%) 434 (55.6%)
probable 364 (44.1%) 347 (44.4%)

FN 2 possible 0 (0.0%) 0 (0.0%)
W i suspected 0 ( 0.0%) 0 (0.0%)
LR Nk 4 0 (0.0%) 0 (0.0%)

1 & 75 (9.1%) 72 (1 9.2%)
2 i3 417 (50.5%) 399 (51.1%)
3 3 293 (35.5%) 272 (34.8%)
6O JE 4 & 30 ( 3.6%) 29 ( 3.7%)
5 i3 4 (0.5%) 4 (0.5%)
N St 7 (0.8%) 5 (0.6%)
Fg 746 (90.3%) 711 (91.0%)
% W JE ] 29 (3.5%) 26 ( 3.3%)
N Sk 51 ( 6.2%) 44 ( 5.6%)
1 A A 315 (38.1%) 302 (38.7%)
1 4ELL B 2 4E K0 291 (35.2%) 277 (35.5%)
2 L L 3 R 123 (14.9%) 116 (14.9%)
T J0IE] 34ELLE 5 AERE 97 (11.7%) 86 (11.0%)
54D E 0 (0.0%) 0 (0.0%)
ASHH « REEE 0 (0.0%) 0 (0.0%)
ELs 459 (55.6%) 422 (54.0%)
H 364 (44.1%) 356 (45.6%)
ASHH « RELH 3 (0.4%) 3 (0.4%)
I 781 (94.6%) 737 (94.4%)
& B T H 42 ( 5.1%) 41 ( 5.2%)
ANHH « KL 3 (0.4%) 3 (0.4%)
I 816 (98.8%) 771 (98.7%)
R E kel 7 (0.8%) 7 (0.9%)
ANHH « RELHK 3 (0.4%) 3 (0.4%)
ELs 520 (63.0%) 491 (62.9%)
BE £ ] 303 (36.7%) 287 (36.7%)
ASHH « RKEEH 3 (0.4%) 3 (0.4%)




PIREFHE - 50% 8% (201348 H)—

WHEERTT 2~

1.0
0.9
0.8
0.7 ]
0.6
0.5
0.4 1
0.3 1
0.2

0.1

0.0 +——"7—7F—"———
0 3 6 9 12 15
Bz (1 H)

18

241

ARV MRS GECEBREYRZES L2 L — 85 355)

BEERET 2N

1.0 4

0.9 R
] Vv — )b
0.8 100 mg/ 1

0.7

0.6
0.5
0.4
0.3

1 — U= 200mg
023 1V =)L 100 mg

] — 1))/ =)L 50 mg
0.1+ — 7T tR

1
0 3 6 9 12 15
2R (7 1)

18

b, FER I

A4 X MNERAERIE, BREIEA 11 F K]
(296 #1) T 36.7%, [14ELLLE 2 4EK (258 )

2-2  SVRIMEEGIRGER " 12605 A N MIERAER
GECEIXETIZED L AL — 5 355)

c. G-I FVC

T 43.3%, 2L F5FKum] (167 #1) T 46.5% ) T46.2%THY,

ThY, MERI] OA XY FIERERIFRIC

B 572 (p=0.0249),

7 (677)

A XV MIERARIZ, B5ETFVC 2 160%EL 1
80% Aiii | (175 %) T 27.0%, [80% LA k| (381
[60% LA F 80% A ] DA~
Y NERAERIEREIZEL 572 (p=10.0001),

Inds, BCGBAMAR: & SR YIBAR OBE T R A E



8 (678) B E TR - 5 50

% 8% (201348 H)—

1.0 4
0.9
0.8
0.7
0.6

0.5

FTHER TN

0.4
0.3
0.2

0.1

0.0 +———F—
0 3 6

———————
9 12 15 18
#BelEl (7 7)

B3 A~ hIERAER BTN

DZEALE LB VERTE & OB L E, mEh A& L&
IZDOWTE, 7= BUIUEETE REFIE D D Te < KF
(E GO R NS C AT qWA/ARSY

4. & 2 K&

1) &I7ERZBLR L

B4 R SR 0 BRE ] 826 1112 35 ) B EIAE I J6 35,
K& R 21279, BIEAIE 232 61 (28.09%) 12
RHHN, WEANKDETIE THERRE] ORBUE
Bl (RBUEGIHR) Nk bmm< 12561 (15.13%)
T, LR THEEE] 7561 (9.08%), [k ARE
E | 306 (3.63%) DIETH -7, £/, EIfFH
OFEFERICIX, ALT #8hn89 1 (10.77%), AST ¥4
79 61 (9.56%), r-GTP #8036 % (4.36%),
B0 3561 (4.24%), KGR 22 61 (2.66%), 1#
Bk 02161 (2.54%), Hb A 21 6 (2.54
%), RBC #& 4 20 ] (2.42%) & X U Ht Jik
17 61 (2.06%) 72 & OFBUEFIED %D - 72,

2) BB EIEHOFEILRD
HEELEITEH ORI 2K 31277, EELE
TER DS b, WEIRAET TH - 2B fERILIET 2
B, BXOEE, BHRBEX, W FEMEE 1 F o
5615 HTdh -7z, RN REIETH - -EIfEAIX
WP, RNEEPLOIES X AR O 3613
HT, INHEWAELEEIEREETH - 72 8 1
RN 72 35 D EE I EIEH ORI X BIE £ 721k

BRRTH -7,

3) M EDERE] 26 FHITCE RWEITER
RKAIOEIERIZFEE, 1iid LDH #hndk L O
FIRA 23 4 61 (0.48%), 1l Na J{4 k6 X OJR
th7 B RGN 3 41 (0.36%), WBC HEINE,
iE HALAR, OW%E BWE JEC, M
CPK #4hn, 1fivh Cr ¥ hndks X 08 WBC BUE A4 2
Bl (0.24%) IeETh-Tz0 ZDHH, ERIFHNIET
Tho->RIFREsHs5HTHY, WFRIEIELE 2
Bl XOEE, BHRBEX W FEMEIE 16T
Holze Fiz, WRHBKREIETH > =8I 1FH 130 T
bk, TR, EEEMEERMEEm, B V8
BB A, SR, AR E BT, M
CligAd, ik Na J&4, i/, s CPK
Hhn, i K, NZEPLOAE, K Na I5E, 7
WA, DN, BMRERH, b K8, B,
EiER X tImF 77 I e, §H16 621
HTH > Too BIFLPAMTH - 7@ 1E I
LDH #8402 2 B3 & OUFEREK & 7 54, 1178,
R 7 N o7 psiGtE, WBC #8hiE, V) >/ ERfRE 2
REMMBEE 1B TH T ZNOIFNIL, Kol
BELEIATETH > 2335024980 KRA

DENEH ORI X EE £ 713 CTh - 7=,



PIREFHE - 50% 8% (201348 H)—

&2 EIFMZBERI (3 AFLL L8R L2z slfED

R A O Rt

AR AE G 826
BIE 5 DR BUE B3 232
BI1ESE D FEBATH 569
B2 O RBUERIHR 28.09%
BRI
T Clllollooiilooioooiioooiooooiooo B (%)
BIE RSO
JRHRE I K VAR HUE 3 (0.36)
MiKE L v/ REE 6 (0.73)
R B L O ekfEE 25 ( 3.03)
FEARIGR 22 ( 2.66)
F e 4 (0.48)
e AR R 30 ( 3.63)
FFEIED F 21 ( 2.54)
UN € 3 (0.36)
50 W 4 (0.48)
1 i 5 (0.61)
(i 3 (0.36)
A P 3 (0.36)
MR g, MERds K OMERREE 4 (0.48)
Ik 75 ( 9.08)
M 9 4 (0.48)
R 3 (0.36)
b 9 (1.09
T bl 14 ( 1.69)
= L 35 ( 4.24)
T i 7 (0.85)
1 D R SRR 6 (0.73)
PPN 3 (0.36)
g ¥ X O T kR 12 ( 1.45)
Z 9 FERE 3 (0.36)
% 7 (0.85)
R T P SNON ey ki1 o=t 3 (0.36)
HEEL KOS RIERE 26 ( 3.15)
/' ) 11 (1.33)
B B R 5 ( 0.61)
% Zh 4 (0.48)
R AT 125 (15.13)
TSV e T/ NTFT VAT 2T —BHN 89 (10.77)
FANSEUBT I/ NS VAT 2 5 —EHEN 79 ( 9.56)
M E ) Ve BN 16 ( 1.94)
* iy LR B K SR RN 4 (0.48)
e k) A4 3 (0.36)
I R E S 0 5 ( 0.61)
r-7NYINET YT 2T —EHN 36 ( 4.36)
IR R R 3 (0.36)
AT 7Yy bR 17 ( 2.06)
ANEZ OV VA 21 ( 2.54)
R AR 4 (0.48)
AR IMERE 20 (2.42)
B I ERFR A 3 (0.36)
M7V AV KRR 7 77— 16 ( 1.94)

TR EOER] 25 FRITE RVEIER « BGYE

BIfEME TICH EBEEEHE AR H AGEM (MedDRA/J) Ver.13.0) A& 8 L1,

9 (679)



10 (680) PIREFHE - 50% 8% (20138 H)—

&3 EELEIFEMRRERNL -TE

FeR A o AGT
AREIE IR 826
HIE I F S O S BHE G 22
HE RIS OZE B 43
B R Bl S O S BUE R 2.66%
BRI
———————————————————————————————————————————————————————————————————————————————————————————————————————————————— B (%)
e R ’
JRMESLOFESE 1012
R ES RS S 1 (0.12)
B e A N 2 029
U ERER G IfE 1 (0.12)

IR BRI A 1 (0.12)
B s N N 3 036)
FEARIGR 3 (0.36)
RSRREE 1012
H B 1 (0.12)
B A 1012
FNLE PR OAE 1 (0.12)
B N 1012
¥ g vy 1 (0.12)
RE, WeAbs & OS] 3 (036
2 R’ 1 (0.12)

ML PR S 1 (0.12)
IR AN 4 1 (0.12)
L S A 6 073
i fh 1 (0.12)

I P 1 (0.12)
ALY 1 (0.12)

E ) 1 (0.12)
SVERER 1 (0.12)

* P T A T 1 (0.12)

IS - 1 (0.12)
LA EEE T 1 (0.12)
B S N 2 024
HT b RE L H 1 (0.12)
g 1 (0.12)

e R L 1012
¥ B 1 (0.12)
WERAS S R MMRE 1012
RHETY T F—T X 1 (0.12)
WsLOREEE 1012
H N & 1 (0.12)
EARESLORGRARE 5 (0.61)
) E 2 (0.24)
/A 2 (0.24)

s B 1 (0.12)
ERERE 4 048
TSV eT3I /) NI URART 2T —EHEN 3 (0.36)
TANGE VBT I/ T VA7 2T —BHN 3 (0.36)
IGER=R WA= )i 2 (0.24)
i LY 9= BN 1 (0.12)

Y- IV INET VAT 25— 2 (0.24)

M 7IVH Y ARX7 55— 2 (0.24)

* T EOTERE] 4B TRIT X A EIER - R ‘
AIfEA TICH ket 25 8 O AZEM (MedDRA/)) Ver.13.0) (235 & 58 L=,



V. & =

KEFETIE, )V — IV DOBEENED BN
7o YA C O MAHRREIR SR & [6] U 38 REEHE 4 i 7
U, Bob ez 34 LW ALS BE 2% & L
T, VW= vohmE, REOETIRIES X O0%
EHIZ OV THE L7z, Z D4R, Kaplan-Meier
FRIZEXVREE L 18 # AR S TCORTE -3 R%E
Yz S VA E L — Y R5ICBT 5 4 XV M IER
AT 64.9% THY, EME MRS O 18
HAREEICB TS A XV M IEFRAEE50.0%, i
BMAHEEIRGABR Y 2B 15 4 X hIEFEAER 56.8
WIZHNTED - 72,

FHEMMEE TH LI E TR EYREMES L
AV =7 EHFDA X MNERAEREEN ORI
TN RN U7/, [T, THRPE] X0
[$ 501 FVC) CTHEENMRD LN, TNETN
DORFHMEEIZES- L CHY, Aohtkic 3R T
DFBIZOWCHHIE M mE B 5 Z EIETE e >
Too Fz, TREHIIK <, T1HERM] 04XV
NERERNEEICED 572, ALS BED 5~ 10
WIFIERAFIL L TH S 10 LA FE LT HELF
THAEMELS DY, HERIIEL R WIEGNI R B AT
PRIRTHD E VWb, RERHHEIRWIESITA
Ny MERERNELS kot Bz bNI, 1K
B cBIL I, TERAL ) 134 aviEREIZ BE 9 2 HERE
DR RN 570 [PURT | I T BT A
BNWZERROOENTWBELY, KA T
R I KB EETEOON ) - T [H 55
FVC| 2B L Cid, 180%LL L] 12T [60% LA
1 80% A | DA N NIEFAERDMED 5 72,

BlRFHIE H T b B ML ST RED A X M IER
ARIFZ414%THY, FHHOEFRRETFIZONTHR
APULRRTE, DR, THEmIIRE) s X0 [#
HHIFVC) TA XY MERARICHEREENED S
Nz DERH DA N> MIERRAERE TR 12
HART TR CIED 5 7285, TR i kT
[ DEZDRANCGEDHND Z En D, FNBITIZ
MR R L nTREMEDYE 2 e, TR I
CBIL Cid, EHEFHEEE ERER, (1 F K0 O
ANV MIERAERNEREICED 5 72205, TR IR
FWIEFNC IR BAE TR RIEF N E EN T
ZENR—REEZ BN, [HEGHTFVC] IZBIL T

PIREFHE - 50% 8% (201348 H)—

11 (681)

& BRI H & FEE, (X RIEFRAERITFVC
[80% LA | THEIZED - 7=, #5417 FVC A 180
%L E] OREFTIEEIEE 1TE] BXO 12 5
DEZEDEED 66.7% L, [60%LLE 80% K | D
56.0%IZENTE <, SRENIET L TH 7 WIESIH
XVELEENTEY, Znd [HYNBITAREE] O
AR MNERAERICHE LN E X 5N,

ZEMIZE LT ®BIE A S BUE G 1% 28.09%
T, REWICHEZRITTEEZONIERKTO
6 [ABE « 4k O% 77V — TR CTHEEHNR
HHNTD, BIFEHORBUERNIZ R 7w » Ok
MR & 72 2EITERIEEED HNT, BetEDRT
Bt I RN HEE I W EEZ BN,

AR FE 13 B I 7 1% D R IR T ORI & D
o, T REDOHBIZFER L THhianha, —E
DEMEZRFRDH Z LM TE,

Lk, AEFERECOA N MIERERIZIENSE
MM G PR EABRY D 18 7 ARl BT 54 X MIE
FAEHK50.0%, HESEMMEERHAR 126151
NV MERALKS68WNICHNTEL, BEYR
ZlETHZ ETXDRRNNEFC X B R R
iz, BITERZBUEFZRIE [ABE - 41Kk BloR
FERKNTCTHBEENEDONIN, B I
B 7R V3R BN - T2, BAED S TR
FTAREFHII W EEZ BN,

ARG RGBSR 7 & N ARSI A ORGSR K D 5%
TNEREI I, 201243 A2 32%, H
BB X CHEIIRRFOEY ThHDH Z & ixEh Al
Nz,

2 F X |

1) Norris FH: Amyotrophic lateral sclerosis: the clinical
disorder, in: Smith RA, ed; Handbook of Amyotrophic
Lateral Sclerosis. pp. 3-38, Marcel Dekker; New York,
1992.

2) Pratt J, Rataud J, Bardot F, et al: Neuroprotective
actions of riluzole in rodent models of global and focal
cerebral ischaemia (ENG). Neurosci Lett 1992; 140:
225-230.

3) Doble A, Hubert JP, Blanchard JC: Pertussis toxin
pretreatment abolishes the inhibitory effect of riluzole
and carbachol on D-[3H] aspartate release from cultured
cerebellar granule cells. Neurosci Lett 1992; 140: 251-
254.

4) Debono MW, Le Guern J, Canton T, et al: Inhibition by



12 (682)

5)

6)

riluzole of electrophysiological responses mediated by
rat kainate and NMDA receptors expressed in Xenopus
oocytes. Eur ] Pharmacol 1993; 235: 283-289.

Hubert JP, Delumeau JC, Glowinski J, et al: Antagonism
by riluzole of entry of calcium evoked by NMDA and
veratridine in rat cultured granule cells: evidence for a
dual mechanism of action. Br J Pharmacol 1994; 113:
261-267.

Hebert T, Drapeau P, Pradier L, et al: Block of the rat

brain IIA sodium channel a subunit by the neuroprotective

SREEHAE - 50 W8T

7)

8)

9)

(201348 J1)—

drug riluzole. Mol Pharmacol 1994; 45: 1055-1060.
Lacomblez L, Bensimon G, Leigh PN, et al: A
confirmatory dose-ranging study of riluzole in ALS.
Neurology 1996; 47 (Suppl 4): S242-S250.

MR R, HAURME, HHEIER, fh: HRICK TS
ZHEME AR I AE BB 5 1239 5 Riluzole D " H 5 it
AR, RO H DA 1997 5 182 1 851-866.

RS HIE— AR EELIE (ALS) BEEERY L —
V(D IVT v 7% 50). BIO Clinica 2003; 18: 1098-
1102.




PIREFHE - 50% 8% (201348 H)— 13 (683)

SPECIFIED DRUG-USE SURVEY IN PATIENTS WITH
AMYOTROPHIC LATERAL SCLEROSIS

Masahiro TAMURA, Tomoko Tazaki, and Kaoru OKuIzumI

Medical Operations Division, Sanofi K.K.

Abstract

To investigate the efficacy and safety of riluzole in clinical practice, specified drug-use survey was conducted in
patients with amyotrophic lateral sclerosis who satisfied the same criteria as those of the foreign Phase Il clinical
trial in which efficacy was confirmed. The primary efficacy endpoint was the nonincidence rate of the events of
“death” or “respirator insertion with tracheostomy” at 18 months after treatment, while the main secondary
efficacy endpoint was the nonincidence rate of abasia. The safety endpoint was the incidence of side effects,
including clinical test value abnormality.

The nonincidence rate of the events of “death” or “respirator insertion with tracheostomy” at 18 months after
treatment as the primary efficacy endpoint was higher at 64.9% as compared to 56.8% observed in the foreign
Phase III trial. Additionally, the nonincidence rate of abasia as the secondary endpoint was 41.4%.

Side effects were reported in 232 of 826 patients (28.09%) in the safety analysis set. Although a significant
difference was found between “inpatients” and “outpatients” in background factors thought to affect safety, no
characteristic bias or clinically significant side effects were observed in the tendency of the incidence of side effects
in inpatients and outpatients. It was therefore considered that no particularly notable features were observed with
respect to safety. From the results of the reexamination based on the special drug use surveillance and the drug
use surveillance conducted concurrently, it was notified that the indication, dosage, and method of administration
of riluzole were the same as those approved in March 2012.

Key Words: riluzole, amyotrophic lateral sclerosis, specified drug-use survey




