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(13.52%) TwmbH &<, T [BEEE] 160 6
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B« RRCEK 1 0.1 0 0.0
0 LA F 15 R 0 0.0 0 0.0
15 j& A _F 75 R 1619 81.1 1163 76.9
o 75 bl 1 373 18.7 345 228
ANHH « RRLHK 5 0.3 5 0.3
A B 298 14.9 203 13.4
. \ VA 702 35.2 544 36.0
ABE - bk A - bk 970 48.6 756 50.0
NI St 27 1.4 10 0.7
KoM 536 26.8 426 28.2
\ - i 1359 68.1 1016 67.2
7 B+ U 76 3.8 59 3.9
ENUI S 26 1.3 12 0.8
definite 980 49.1 711 47.0
probable 478 23.9 335 22.1
WEN 2Lt possible 311 15.6 282 18.6
suspected 203 10.2 173 11.4
ANBH « KL 25 1.3 12 0.8
1 E 132 6.6 104 6.9
2 & 770 38.6 573 37.9
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5 i 57 2.9 26 1.7
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P 5 FVC 609 A 225 11.3 205 13.5
AN« RHEE « RECH 943 47.2 825 54.5
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4 EER KO G RITERE 13 (0.65%)
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298 il 74 5 (24.83%), [44K] HETIE 702 #
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ABR - 4h3E
TSV e T3/ NI VAT 2T =B 16 ( 5.37%)
TANGEURTI /) NF VAT =T =X 13 ( 4.36%)
oD 13 ( 4.36%)
A B y-ZIWEINET VR T 2T —BHEN 11 ( 3.69%)
AARIHGR 10 ( 3.36%)
~NEZ O R 10 ( 3.36%)
AR MLERE A 10 ( 3.36%)
TSV eT73I /NI VAT 2T =B 50 ( 7.12%)
TANSEUET I/ N URT =5 =B 48 ( 6.84%)
FRRILER 35 ( 4.99%)
VA 3 oD 33 ( 4.70%)
e )y GE 32 ( 4.56%)
y-ZWYINET VAT 2T —BHEN 28 (3.99%)
~NEZ T U 17 ( 2.42%)
TSV e T3/ NI VAT 2T —EHEMN 70 ( 7.22%)
TANGEUETI /) NI VAT =5 —EHN 69 ( 7.11%)
7-INWEINET VAT 25— 36 ( 3.71%)
ol TR IMERBIRA 31 ( 3.20%)
AR - FHk ~NEZ OV VED 29 ( 2.99%)
oD 28 ( 2.89%)
AT M2y MR 28 ( 2.89%)
FRRILR 23 ( 2.37%)
WFN 2l
TS5V e T3/ NI VAT 2T —BHEMN 62 ( 6.33%)
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definite r-ZNWY IS X7 25— BRI 39 ( 3.98%)
FRRIELE 36 ( 3.67%)
oD 35 ( 3.57%)
TSV eT73I/ NI VAT 2T =B 38 (7.95%)
TANGF VBT I /) NIV RAT7 25— 33 ( 6.90%)
probable y-ZIWVEINKT VAT =T —EH 18 ( 3.77%)
& ) iE 15 ( 3.14%)
ERIHE 12 ( 2.51%)
TANGXUEBET I/ NI U7 25— 19 ( 6.11%)
TSV e T3/ NI VAT 2T —BHEM 18 ( 5.79%)
. AR 13 ( 4.18%)
possible B F ) 10 ( 3.22%)
~NEZ T U 8 (2.57%)
AR MLERE A 8 (2.57%)
oD 21 (10.34%)
TSV eTI /)T VAT 2T — BRI 20 ( 9.85%)
suspected TANGXFVERT I/ N T VAT 2T —EH 20 ( 9.85%)
ERIHE 10 ( 4.93%)
r-ZNYINVETURT 25 —EHN 10 ( 4.93%)
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TSV e T3/ NI VAT 2T —EIEM 8 ( 6.06%)
TRANGF BT I/ N T VAT T =8N 6 ( 4.55%)
1 BRI 6 ( 4.55%)
< ANEZ OV VD 5 (3.79%)
FEED E N 4 (3.03%)
r- WY IS T 25— B 4 (3.03%)
TS e T/ FIT VAT 2T — BRI 62 ( 8.05%)
TANGEF VBT I/ bS5 URAT7 25— 61 ( 7.92%)
9 r-ZIWYINET VAT 2T — BN 28 ( 3.64%)
< =D 24 ( 3.12%)
~NEZ O VR 22 ( 2.86%)
ARG 21 ( 2.73%)
TSV e TI/NFT VAT 2T —EN 46 ( 5.94%)
7xx\7:“r/ﬁf“ /RS VUZRT 2 T—EHM 45 ( 5.81%)
3 ﬁek/ﬂm 34 ( 4.39%)
oL 30 ( 3.88%)
r- NV INIT VAT 2T —BHE 28 ( 3.62%)
TANSGEVETI /) T VAT 25— 15 ( 6.91%)
TSV e TI/NTURAT 2T —EEM 14 ( 6.45%)
4 g E L 14 ( 6.45%)
< KPR 10 ( 4.61%)
y-ZIVY IV T VAT =T —BH 9 (4.15%)
~NEZ OV VD 8 (3.69%)
TSV e T3/ M VRAT 2T — BN 6 (10.53%)
7-711/57\}1/b%y;<71—7~4ii%}m 5 ( 8.77%)
5 E L 4 (7.02%)
< TRNGEUETI ) NS VAT 2T —PHEn 4 (7.02%)
Mp7IVA)KRZAT 79 —EHn 4 (7.02%)
L 3 (5.26%)

TR AR
TSV e TI/)NFT VAT 2T —EEM 37 ( 6.04%)
TANGF VBT I/ NS URAT7 25— 34 ( 5.55%)
mooon 19 ( 3.10%)
1 4 y-ZIVYINKET VAT =T —BHEN 19 ( 3.10%)
AR IMERFH 15 ( 2.45%)
EARIGE 14 ( 2.28%)
~NEZ O Vi 14 ( 2.28%)
TSV eT3I /) FIT VAT 2T — B 52 ( 8.71%)
FTANSEVEETI /) N VAT 25— B 49 ( 8.21%)
y-ZIVY IV KT VAT =T —BH 26 ( 4.36%)
1L 2 R | ARmERER A 23 ( 3.85%)
ANEZ OV VA 22 ( 3.69%)
AV ARAN 7 20 ( 3.35%)
L 19 ( 3.18%)
TSIV e TI/NT VAT 2T —PHEM 18 ( 7.29%)
TANGEF VBT I/ bS5 URAT7 25— 18 ( 7.29%)
B ARIE ) 11 E 4.455);
. . y-ZW¥ INVNT VAT 2T —EEN 9 ( 3.64%
SELLESERM | 25 0 9 ( 3.64%)
PR MERF 9 ( 3.64%)
~NEZ O Vi 8 (3.24%)
=D 6 ( 2.43%)
ERIGE 15 ( 5.95%)
TIZVeTI/ NI VUAT 2T —EH#EN 15 ( 5.95%)
TANGFEF VBT I/ NS5 UAT7 25— 15 ( 5.95%)
w0 13 ( 5.16%)
SHLLESERME | r-ZIVIINEFT VAT 2T — BN 9 (3.57%)
| ) fE 8 (3.17%)
D F W 5 (1.98%)
~NEZ O VE 5 (1.98%)
M7 VA ) KRAT 7 % —BHhn 5 (1.98%)
F 17 ( 7.02%)
fﬂlﬁ 1 HE 15 ( 6.20%)
5 4R L) |- TSV e T3/ FITVAT 2T — BRI 14 ( 5.79%)
’ TANGF VBT I /) NI VR 7 25— 14 ( 5.79%)
Y- ZNWEINVNT VAT 25 —BHEN 11 ( 4.55%)
RRIGE 10 ( 4.13%)
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HEELREIEAIL TABE] BET8H (2.68%),
[ohsk ) BET26 (3.13%) XU [ AL« 4+
k) HBAET286 (2.89%) FBLL, [44K] BH&IC
BT 5 FBUEGIR I ED - 7o

b. WEN Z ki

& 1F 8 BUE B # & 28 BLHZ, [definite] Tl
980 i H 266 1 (27.14 %), [probable| T I 478
% v 132 6 (27.62%), [possible] i 311 #i
89 % (28.62%), [suspected] TiE 203 #i+F 74 %
(36.45%) THY, [definite] 75 [suspected] 1=
72 HIZHE - CEIE R ZEBUEGIZ 03 < 72 B M A5GE
oM (p=0.0255), FixgsE KN O
fEHTIX, [definite] T [ERRMA ] 127 1 (12.96
%), 'BlkEE] 7246 (7.35%) X0 [R#E
KO E | 40 ] (4.08%), [probable] T [
IR#AE ] 69 B (14.44%), ['BIBkEE] 31 41 (6.49
%) BRO [2HEELXOESRATERE] 25 6
(5.23%), [possible] T [FEKRMA ] 38 6 (12.22
%), [HEkEE] 2361 (7.40%) H X [HER
B2 | 16 %1 (5.14 %), [suspected] T [ Eg R #&
] 3361 (16.26%), [EEkEE] 3161 (15.27%)
BXIC MBI ORERE ] 116 (5.42%) 7=
EDED NI, KX THRHONIELEIFHIIE
FEECHY, &IEHORBUERNIZHRE D IR SN
N o7z,

o I F A E [definite)] T 31 %1 (3.16%),
[probable| T 16 % (3.35%), [possible| T 7 fi
(2.25%) X [suspected] T5Hl (2.46%) 1=
3HLL, [probable| CHIBUEGIZERI EH - T,

c. FEIEEY

B VE I BBUEGIE SREFIRI, HAEE (1] 2
132 il 37 B (28.03%), 2 B A 770 5+ 199
B (25.84 %), 31 | » 774 B b 226 B (29.20
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DRUG USE-RESULT SURVEY OF RILUZOLE IN PATIENTS WITH
AMYOTROPHIC LATERAL SCLEROSIS

Masahiro TAMURA, Tomoko Tazaki, and Kaoru OKuIzumI

Medical Operations Division, Sanofi K.K.

Abstract

Drug use surveillance of riluzole was conducted in patients with amyotrophic lateral sclerosis to investigate the
unknown side effects, incidence of side effects in clinical practice, and factors affecting the safety and efficacy of the
drug. The study cohort comprised patients who did not satisfy the inclusion and exclusion criteria for the specified
drug-use survey that was conducted simultaneously to investigate the efficacy of riluzole with the criteria which
are the same as those of the foreign Phase III clinical trial in which efficacy was confirmed. The safety endpoint was
to detect the incidence of side effects, including clinical test value abnormality, while the efficacy endpoint was the
duration of time from the start of treatment until either death or respirator insertion with tracheostomy.

Side effects were observed in 567 of 1997 patients (28.39%) and unknown side effects were observed in 164 of
1997 patients (8.21%) in the safety analysis set; this incidence rate of side effect was lower than that observed in
clinical trials during development (68.37%). In the incidence rate of side effects categorized by background factors,
a significant difference was observed between “inpatients and outpatients”, “ WFN diagnostic criteria”, “severity”,
and “duration of disease” . In incidence tendency of side effects, however, no characteristic tendency was observed
according to background factors, and no clinically significant side effect of riluzole was observed.

With respect to efficacy, the nonincidence rate of the events of “death” or “respirator insertion with
tracheostomy” was 54.6% at 18 months. A significant difference in the nonincidence rate of events was observed in
background factors of “elderly patients and nonelderly patients”, “disease type”, “duration of disease”, and “FVC
before treatment” .

This study was an investigation in daily clinical settings for patients with amyotrophic lateral sclerosis except
those undergoing the specified drug-use survey, which was being conducted concurrently, and the tolerability of
riluzole was confirmed to be consistent with findings from a Phase Il trial in Japan. From the results of the
reexamination based on the postmarketing surveillance and the Special drug use surveillance, 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 (ALS), drug use-result survey




