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IIfREST L2, PTPY — FOREKICE D, BEWEAH
HEOEREEAIA L, HIIEELE B2 L TR A% O E
EBRAEEEZIET L2 L0 H 5,

14.1.2 B7iE132~8C TH B H%. AL 1£1325T LUT THRAT
WHECTH 5o SCHMBR25C LT CTRAET AA121%, 37 A
VPIPNCAE 9 5 £ ) I8ET 52 &

15. ZOMOEE

15.1 ERRRfEAICE D 153K

15.1.1 BIEFHCYP2CO*3/"3DHHE X, A TIZRH0.3~
0.4% T, O AFETIEZZN I DL v, HERAIIBITA
CYP2CO#EmF R OMEL, £, CYP2C9*1/*1 : 95
~96%. CYP2C9*1/*3 : 4~5%. CYP2C9*3/*3 : 0~0.1%.
CYP2C9*1/*2, CYP2C9*2/*2K USCYP2C9*2/*3 : 0% T &
%o [7.3. 7.4, 9.1.1, 10.2, 16.6.3 Z/&]
15.1.2 MOSIPZ AT SE T, H G-Ik R ICEE OB R
ENMEIN TV D,

16. FEHEHRE
16.1 MAiRE
16.1.1 HES

fEHEHN (4081) 12AHI0.5, 2.5, 5. 10mg™ % HAKEL 1S L
7z & AR (PR E) (R MR (Cmax)
WL 2o TSR (tue) (328.5~39 THERITH o 720
Crax J OIS b 3 B -G [T R T TR (AUC) (3T )

LcH#inL 7Y, [8.6 ]
100

ﬁ*

V> SRR

7 ek

ni
e

VR, RN X
%)

B 3R

¥

EHE

i
=y
m

Tl T

LY Er

AL )98

AR REAR A 57

Tl B BERAE AR T

90
80
70
60
50

E (ng/mL)

40

i

T T T T T T T T T T T T T
0 12 24 36 48 60 72 84 96 108120 132 144
BEfE (h)
AF#10.5, 2.5, 5. 10mg& HEREI#HG Lz & & oMb R21L
RIEEEHERS (=8, ATFI5H)



AH0.5, 2.5, 5. 10mg#x HEFELHS L7z & & OMsE 3 EiE <7

A =%

By 0.5mg 2.5mg 5mg 10mg

INTG A —5 n=8 n=8 n=8 n=8

Tmax (h) 4 (3~6) * 4 (3~4) * 3.5 (2~12) * 4 (3~6) *

Cmax (ng/mL) 4.55+0.712 21.5+2.73 46.1+9.96 102+18.1
4.5 21.3 45.2 100

AUCinf (ng-h/mL) 162+47.5 686+60.5 1290+ 262 3330+ 1000
156 684 1270 3200

tie (h) 30.2+9.23 28.6+2.20 29.9%x7.16 42.2+14.3
29.0 28.5 29.1 39.7

SFIME £ R, RATPISE b (R/ME~RORTE)
16.1.2 RIE#%S

fERER N (5061) 12A%10.3mg~20mg™ % 1H 1\ ARFE %5 L

fob & AR (hJuE) 1I2CmaxIZHE L7z, t120368.8~

110K CTHh o 720 IMEEH b T 7HEEITH6H TEFIREBISEL.

FRAEFIIHR2~3METH > 720 Cmax e FAUCIK &I LFI L T

L7z,

RN (30451) 124 HI2mg % 6 H [ o M i % 3% 07 11 1Al

EREOFG Lo &, &5 HB1I0H B3 s IREIcH =L,

Cmax M FAUCtauld £ 1 2130.4ng/mL & O8558ng + h/mL T

Hot¥ HHEANT—%)0

TRHEAEAT IR S SRR LE B (1,65160) (26 H [ g i &

BT AH2mg % 1 H L AR5 L7z & 2 0@ HIREEIZ BT 5

Mg o 7@EIITEROEBY) THo 72" [8.6 ]
ARH2mgZ SERE % L7z & EoiudEp b7 7

ST 28HH 12 A H ABERHE TR .
%5 G- TR - 245
n 1011 775 488
ng/mL 23.2 23.6 20.1
HEAT Pl
16.2 BRIR

16.2.1 NAFATXALFEY T«
RN (1661) (ZARAFN0. 25mgx B35 Lz & DN A F
TNA T T A1EHK8A%TH - 727 WHEAT—% ),

16.2.2 REOFE
fREEERC N (6051) 1 2ARHI0. 253 1x4mg™ % ZefiE ks X B IR G AR
W30\ HLAIRE 8 5- L7z & &, Cmax. AUCK Uty &HO
IO SN o720 WHEAT—%).

16.3 9

16.3.1 F#EB~N DI
fREEEM N (1661) \CAHKI0.256mg % SWE M i IR RS- L7 & &
DA FEREX124LCTH > 727,

16.3.2 IM#FhH4mE
VARZE FOLEMIZ B bin vitroliAE 73 A7 5 IL68% TdH - 72,

16.3.3 M2 >N #EEE
¥R ZE FDex vivo R A1399.9% % R - 727,

16.3.4 ME-AEEEPTEEPE
TIEABROFERE, ¥ R =F FOMEHEF Ol d e T - 729,

16.4 L3
KA O ERHEEFEIEF b2 10— 24P450 (CYP) 2C9 (s
555 :79.3%) THY . ZOMCYP3AL (BB L%
528 018.5%) 53 5%, [10. ]

16.5 Heittt
RANEFNAH . ZOBRONEH R ORI X ) & H5TEED S
HI L7z A (A1) (2. HCHEEEE L 72 4A#110mg™ % Hilalfke
C#5- L7zl & BTG BUTEED9 . 2% 3 K2k & L THE
ME A, 45 1%ASEAHWMS ORBALARHY) & LTS 7z,
F 2RI RIS 5T, G GRED2. 1% A
WM3 (M5 7 )V 7 vigdaéatk) & LCHRitS 7z (SEEIA
T—%)s

16.6 FHENEREZH I 2EE

16.6.1 BBEREEE L (T 2 EYERE
7% (eGFR2Y30mL/min/1.73m*Kii) OB HEREm EH (861 I
O VZAERERC N (861) 12AHI0. 25mg % HIERE RS- Lz & &, &
FEOBEREZOKR Y RF P (IFEAIEE SR+ &N
AR NUOIEEER Y R =F FOCmaxid. A & [
Tdh oA, AUCIEL. 2445 (90%fEHEXM : 0.90,1.72) RO
1.331% (90%EHEIX M : 1.02,1.75) #h o 7zo MEHER A K O FE

_5_

DOEREREFEEE OB Y K= E FOtlEE T, 254K 10°36. 21
HTHo7 BHEAT—%),

16.6.2 FHREEREEIC & T 2 EMERE

1R (Child-Pugh A 2 75~6). % (Child-PughA 2 77~9)
KO (Child-Pugh 2 2 710~15) OiF#fERESE (2461) I
ONZfEEEN (14610) 12AF0. 26mg 7w HAEE %G Lz & &0 JIF
BREEEZICLZ2B YR FOEYEEANORZEBILRED 5k
molze AT Y R=FE FOAUCIE, BEOFHEEREIZL S
FWENIRRO LN p o 7205, AR R SO IFF R &3 Tk,
fEEER AN LD SAUCHZN 2. 1565 (90%EHHEIX M -
1.05.1.27) JO1.50% (90%IEHEX AT : 0.968,2.33) Eh -7
Cmax(3#EJE, FEEE, SETENENL. 2265 (90%EFXMH :
0.953,1.57) 1.174% (90%Z#EX R : 1.08,1.27) KU1, 114%
(909%fZHEIX [ © 0.878,1.40) FD o770 tioldFFREES & R
ANTHBETH > 722 JEAT— %), [9.3 2]

16.6.3 CYP2COEI=FE

CYP2CODBARFHI*1/*1, *2/*3R U*3/*3% thA 3 B HEHEMI A
(24%B1) \ZAH0.26mg % HEFEHRT- Lz & &, *2/*3RU*3/*3
ERAET LB AD Y KRZE FOAUCIE, *1/*1&RAET L1
BN T, 21220565 (90%EHIXH ©1.71,2.45) K
U°3.84f%5 (90%IEHHIXH © 3.22,4.59) ®iA -7z (CmaxlzZn 2
L2165 [90% XA 0 1.02,1.44] K U1.1665 [90%15 HEHIX
[ :0.98,1.37] EiAo7z)e *1/*1, *2/*3RU*3/*3% AT 5
BERRAIZ BT 5V RZF O3 22128, 51 U126k [H
Tho7z? GHEAT—%)0
TRVEEATRI S SR B o R & L 2o R MR B R AT
o5, CYP2CO L/ *1RU*1/* 2% RE § 5 0eBiE OCL/F 8
3AIL/hEHEE S NA=DIIHF Ly *2/72, *1/*3, *2/*3%RAG T
LHERE Tl enENn2.5, 1.9 U1.6L/h& e Shsz, AUC
T2 21,25, 1.61, 1LOIRFICHINT % & Tl S 47z

T 72, 8B TSR T HBUSRAS R 2 I 7o BEEE FI 3 B REFRATT 2>
by *3/* 3% AT HWERE DOCL/FIZ0.9L/h & HEE S v, AUC
3. 84F N 5 LM S A0, [7.3, 7.4, 9.1.1, 10.2,
15.1.1 2]

16.7 EYHEEIER
16.7.1 ZJvarvy—J

fERER N (14)) 12, 73V —)L200mg% 19H M1 H 1[E 518
RS- L (THHIZ1H2\H#%E) . 3H HIZAA4meg™® %2 T
ARG L8 &, VRZF FOCmaxiZFAFEETH - 7295,
AUCIX1.98f5 (90%fEHEX M - 1.87,2.10) ZHIMIL . t12131.51
5 (90%fEHEIXH - 1.34,1.71) ([ZIER L 72 (WHEIAT— %),

AP RSEYBREE T VICE AV I 2 b= a VRS, TV
a5 —)v200mgx 19H 1 H 1A SR I4#%5- L (1H BHIiZ1H 2/
¥%5). 3HHIZAAKAmg % B CHEREORG Lz & KAIO
BREE LI K TRI2. TRFICEE NS 2 L Pl S 7z, [10.2 1]

16.7.2 V7 72EY >

e (1661) 12, AF2mg% 5H R o @i 2 7% 24 H
(e 5 % &) 1H1IRKEROES L, 13HE25 Y
77 v ¥Y r600mgZ PR CIHIRI2 A B AER#H G Lz s &,
Cmax%™45% (90%fE XM : 42,48) WA L. AUCHS7% (90%
{SHEAIX I : 55,59) WA L7z BHEAT— %),

AR EIREE T VIC L DY I 2L — Y 3 VERN S AH
2mg# WM CI2H M1 H R ERO#ES Lz &L, V770K
2 v600mgx 102 BEMFES- Lz & & CTHET 2 & RAIDOERESE
HIIHKRTTOUIET 55 & Fll Sz, [10.2 ]

16.7.3 #ECBHTEE

BEHR N (2461) ISREO@ESE (2 F = VT A PF V4 -
30ugK LR v A S L V150pgDELAEFH]) %21 H M AR5
L. ZOHAH4me™ z6H MO 2 827 0 M (i
Sz Ed) THINAZREDEHRS L. 7TH H bR TE+
21 H M OF F AR E T L 720 AEITRERLSE O SEM B RE ) V38 0 21 1
FICERRIYIC B 2 B3 R00 b N o 7o FECTREIE S DR 3
EARFIDEH T T ORIz BHEIAT— %),



16.7.4 7’O7Z/8-Jb

R (7661) 12, RHI2mg% 5 H O @i % %120 0 [
(kg3 5 WM 2 &) TH1RERZOHS- L. L1IHE»S 7'
75 71— )V80mgx BEH C1H 110 H M RAER O 5. iz 7w
77 70— )v80mgx 20H M1 H LA S AERE 4% 5- L, 11IH B2 64K
#l2mg# 5 H W oMM % 30100 M (Wi 580 % &)
THLIRRERE IS L, A#l L 7075 ) a—LofERkso &
DEWEER % 84l L 720 AFIOEERERICTO T I/ 0— V&
BERHE S L 72 & SR 2 GR350 e o 72D 12
L. 70T T 0=V OEEIRERICARH 2 IS Lk &
OB DA EHIBTH - 729 GHEATF—%). [9.1.7.
10.2 ]

16.7.5 £EZHEYBEETIVICLE P IaL—23> (TT77E

L>v)

AEREWHEYBETTVICEL Y Ia b =2 a3 VIR S A
2mgZ HANTI2H M1 H IR ARG L& &, =7 7L
¥ 600mgE IHLIEPEHFESG Lz & T, AR OBEE &I
CYP2CO*1/* 3 U*2/* 3% R § 2 H T, TNENEI% KT
49T 5 B LTl Sz [10.2 2]

) AHOAENE HEFNRE) (12mgTH %,

17. BEERRIE

171 FHERURESEICET 358
17.1.1 EFEHFSE MAEHER

TRVEEATRIZ SR LB (1,64500, O B HARNEHZ23H)

2R L 72
TRVEMEATRI S R AL R & [T A S 5 FE5S, IR 5
R OEFEH ) S 13- Th . BEMHOFREME D5
BRARICETHoREZ R3] LERL. [ ILMEY
MR NEEO K (64 AL EFH) ] XU [Expanded
Disability Status Scale (EDSS) #33.0Lk E6.5LLF T, #ERBILA
HI24E R IZEDSSIC D { BEEHATARRD H N7z B | iRk
L L CRRE SN,
KF2mg/HXIE 75 R%2 1 IOLTE YT, B0 BEH
TEAALE N T O3EREM LR TRT & Lz, b, RElO
B G- BB O DR~ DO B L B S5 720, KA OHEROH
=&, 14 U2H H120.25mg, 3H H120.5mg. 4H H120.75mg. 5
HHIZ1.25mg. 6H HPLEIZ2mgns1 H 1RGS-S 4u, g i
B o6 H MRS S/,
FFFEMIIE H Td HEDSSIZ D < 37 e d 5 EEITIE T &
DEBYTHY . AFRFICBVT T T LRM L R L CREEMEST
DFEB) A7 79521 . 2%A L7z (p=0.0134) o

EDSSIC365 < 35 A S 2 BEBHEAT O BEM e

G |FRMBIE| BEEAET | BEEAEATHE] | N - FIE plE
Bl%% oEE | (95%EEXH)
AH 1096 288 26.3% 0.79 0.0134
2mg/ H# (0.65, 0.95)
TR RE| 545 173 31.7% — —

SIS AR T — 2 RO 2 W HEBRE

WGRE, EIE IS, A2 ) — = U VRIEM OO E, RN —
AT A Y DEDSSA a7 &34 E L L7zCox bl — FET LT —
PR Z D5%EHHIXE, pfii & 5t L7z

ARER T, Wi R O ARFNPE G2 X B AR MBS IS L ) B
PSR EERITS B E S FHIE IS LT LT — 8 N— A TH
M L5 & LTwizd, —HOFHIiE IS Lito TRR LT — 8 X—
ANDT 72 AT STz ST B BEE BRI L 7ITIC BT
b, ERER LB L TRE B 2EImIZRO SNk b o7z,
Kaplan-MeieriE THEE L 72EDSSIZ#0  3» H £ 3 4 b 21T
OFEBHFRITROEBY THY) . KFFETIET 7 LRI
NEEAEFTHE HIIREIE L7z (p=0.0129, log-rank#i%E ).

3 S B HEAT O AT BLE (%)

42

Wi ()

Number of patients at risk
AHAITE 1099 947 781 499 289 101 4 0
TR 546 463 352 223 124 35 0 0

Kaplan-Meier#: THESE L 7237 H #5695 i H3E1T O ARG FEBL =
ERIFSEE (RIKWEHIIEE) OB O ZIHEYEE 7V L 2%
BRETROEBYTHY) ., KAFIIBNT, 7T LRBEL L
TR 7555 . 5% 8 T L 72 (p<<0.0001) o

EHFFFER O M g

< et EFH | (95%EmHRE) | P
AF 0.071 0.445
2mg/H# | (0.055. 0.092) 55.5% (0.337. 0.587)| ~0-0001
e 0.160 B _ _
7 7EER] (0 123, 0.207)

B OTIHNBYRE TV & FCTRIT L7, #3858, EDUTHs, 227 —
VU RIZEM OO, X— 254 Y OEDSSA T, KNR— R
FAYOH ) =4 (Gd) i itEme L, a7/5— &I
EROARNEEL 7Ly NERE LTETVIZED .

AR T, W P OARF G L B OB A ERT SRS & D B iR
PEICREEZ RIZS v E ), FHEFE IS UM L2 7 — 7 N— A TF
MY ZEEE LTz, — Ol 12 Lito THRZ L7 — 8 N—
ANDT 7 X AN G- ENTz. BT B EBEEZBRIL LT IS BT
b, EFEER LB L TRE R ZEMIZRD Sk oz,

a7 78— L CTORIEHEERIL, AREETAT.7% (524/1,09941)
Thotzo EREIEHIZ. HH5.3% (58/1,099%1). EIMLT4.5%
(50/1,099%1) . 1##k4.5% (49/1,099%1) ZTHhH 72, [5.1 ]

17.3 ZDft
17.3.1 QTERICH T 31EA

TERHEN (30441) (24K 2mg % UF10mg™ i 7 T R % i ]
WZBTHIE RS Lk &, Bl =S¥z R—-25 1
SER T T REOMETHIIE L 72QTcF2 bE (A AQTCF) @
SHME & HEI90% M5 FEIK I 1d . AFIF G-3RI AR (2mghF
T7.83msec [5.80, 9.86]. 10mg#tC7.20msec [4.72, 9.69])
ZoR L. H90%EHE X [ o FBRIZBIED10msec % F - 72, %
B, EBELFESE AR T, 500msecitB I N—=2F 1 ¥ H b
60msec DQTCFIER # /8 L 72 BEDSKKIFE T, &4 Wik
120.1% % 180.3%. AEFRIIR120% K% N0, 3%580 Hit7z. [9.1.5.
11.1.4 =hz]

17.3.2 DEEBICHT 21EH

RN (%146]) &ZHRICY E=F F%20.25mglk F10mg™® %
FAEREIG- Lz b &, OHIEEDTF O X R L BREA
F—%)o [1.3. 2.3, 2.4, 7.1, 7.2, 8.3.1, 8.3.2, 9.1.4.,
11.1.3 /1]

100 . :
05 4 AL AT

@ A#025mght
(Wikie )
O A#I10mghE

80
75 1
70 4
65 o
60 o
55 A
50
45

L% (bpm)

Pesmmmn :
40 T T T T T T T T T T T

1HH 2HH

0 6 12 18 24 30 36 42
5 (h)
) AF QKA. 1HHE2H H130.25mg. A2 I32mg
Thado

48 54 60 66 72



18. EENEIE
18.1 1EFHFF
VRZE FIISHEOA T 4 > T 1= VR (SIP) ZHEEY T
747D BSIPRL USIPsZ HARIEIRME 2 7R SIPrE AR
WA LNELZFHET 52 LT, SIPZAEEOEENT > 5y a=
ANELTERHT 2%, SIPsZERISHEET 2 b0, N L%
Tl SIPE RO T T=A ML LCERT 2%,

18.2 Z RV NP S DV P NERORE EIEER
URZE FIESIPZ BRI T 2807 v 7 =2 MEFIZX
D I0RY voSH A S 0 oSEROBH AL, i) oo SBR
A MD S5, ARG ¥ /85 RIS R v Sk A
SOBIMHIH S D 720, PR (CNS) RFT~OEE A
s B0,

18.3 thiR##ER (CNS) ICX ¥ 2 REER
TARZE FIICNSNOBITHE H L? . in vitroDFEFIZ BT
SIPZHEEENLTT A M a4 b OiGMALZ3H§ 5 2 USJ
K Oin vitroXA\ZT7 7V AV ANINVNDF Z < v 7 2 OMEFIC
WTCSIPyZEREZ AL THY) Iy Fadh A4 boFI D)) ‘/ﬂ:%
AT 25 Z LSO I EN TV L8P,

18.4 KEBHECREMMERELX (EAE) (CX¥ 21EH
LRMEMALEOBIE TNV TH D <7 ADEEREAEIZB W T,
M) Y SRS E B B2 52 R WHEEMENRG L2 L
&, URZE FIIMEEIR A a7 #2c# L. CNSIZR L ClEgeng
AR 2 R L 729,

19. BRMSICET 2EEFRFR

— R 44
VARZEF 7<)V (Siponimod Fumaric Acid)

1544
1-({4-[(1£)-1-({[4-Cyclohexyl-3-(trifluoromethyl)phenylmethoxy}

imino)ethyl]-2-ethylphenylimethyl)azetidine-3-carboxylic acid
hemifumaric acid
PN
(CxHssF3N:03) 2
e
1,149.26
ERIN
Mok k. KiZ
<y
1Lt

CH4O4

BEASHETT, =5 /=) (99.5) IZHEITIC

P COH

Saqo

COM
* Hoc S04

AR M
R ) A 7 BT

22. ‘A%
(A—E> R MERAZ— RISV )
(0.25mgx 12§8) x 1% 7
(X —+H > F§E0.25mg)
4% (PTP) x1¥— 1}
(X —E> FE2mg)
1488 (PTP) x1¥— b
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