A—E MR 0.25mg, FIHFE 2mg ICBEIHEH

AERICES SN-ERICRIENRUVABOEEL,
JNILT A RIT7—IHKREHIZHY T,
UZHAGOBEFERUNDOEF BWIZEKER =

FRATRCEETEEEAS

/NI TART7—< A&t
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kS —5

e B LTV nEREL (3%) B LTV nREL (F)

3mCDP 3-month confirmed disability progression based on ~ EDSS |23:-5< 3 » A £ 5 fEEHIT
EDSS

6mCDP 6-month confirmed disability progression based on ~ EDSS |Z3:-5< 6 » H Hifi 3 5 ST
EDSS

ARR annualized relapse rate PR AR R

AUC area under the drug plasma (serum/blood) MAE (Mg, MR H SR - R T
concentration-time curve &

BBB blood-brain barrier M7 v 34 Y

CP core part a7 N— |

CTCAE common terminology criteria for adverse events AEFL IR AR

CYp cytochrome P450 F b 7 1 — A P450

EDSS expanded disability status scale WaEEEEA T —1L

EMA European Medicines Agency BRI 22 38 T

EP extension part e 53— b

ICH International Council for Harmonization of = 3R SRR R E i
Technical Requirements for Pharmaceuticals for
Human Use

IFN interferon A H =Tz

MRI magnetic resonance imaging e L 4k

MS multiple sclerosis EZiidlend

PD pharmacodynamics T

PK pharmacokinetics FwERe ()

RRMS relapsing-remitting multiple sclerosis PR T AT S R MR A L E

S1P sphingosine-1-phosphate =S NUING

SPMS secondary progressive multiple sclerosis RV TR S B MR AL E

Tin elimination half life TH I

Trax time to reach the maximum drug plasma eI (Mg, MR) ) i i B iy R

(serum/blood) concentration following drug
administration
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RAEOEE—%

JHFE %

HN D RFESIE UR=F N TOVERIE, AT BAF XUIAH &KL LT,

EDSS EDSS (TAMR AR (T D & MS O 5 RIS B 2 3l 3 D IR MER 2R IE P RE TH

0, 7R (BERERE, IMERRERE, MEIRISEERE, /IMEERE, BUEHERE, BEMLEAGHE
AE, KIMHSRE) O FS (BERERIREE) OfRA a7 LTHREOR a7 nbY,

EDSS 227 (0: EH~10: MS ICL D) L LTHREND, BHITRELMED

AT 40U EER D,

EDSS (255 < fEERELT

NR—2F D EDSS 227N 5.0 L FOWREIZTN—2AF 14 5 1 UL R nL
7-3a, R—Z2F A D EDSS 23T RN 55 L EOWBREIZTN—2T 4 5 0.5
CLESIUIZSE L L. (A2304 ER TOES

i

BTz 2R 2R 2 B DA B, SUTLART BB ST NLEER L < FB;PR LT
W R R B O AL, IR OEERIIBLEE A~ hOFAEND 30 HLL ERRE
LCRDONIEE, YBFIL 24 BHU ER T2 b0 L L, FREARY
D (JRIR 37.5°C Kiil)

ARR

ARR L, 1 EH7=0 OMEFROFYEEER L, HEMBFIZERD ST
HREOEHFRICAEB LEZHEREEOGFZSMEM (H) O&HTERL, S 5IZEM
H%%365.25 % UCHEH L=,

SDMT

SDMT 1%, RBEMEREREEDH D MS BE THENAZLNIECTHH1ERS, £
77, TEHRALELE & MR AT 2 mE DD R B 7 RIS RE A T H D, SDMT
X, 9 2DFEE & ZIICKHGET A TN S izxHnR 2 RIS, WRENETLE
WX 25T IR NIC TE AR RS DEHTE 2 DB TH S, 90 LA
PICEZ TE - IEZSR (110 siimsm) S22 a7 2/ L,
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1 ERXIFTFHREDEE

VAR=FF Tl (R =— R BAF312, LR BAF E73AAD 1, /2507 ¢ 2R
BAR LIZHOAT7 o3 1 Vg (SIP) ZERHEETH D, AFIE7 4 v TVERE
[AEEIZ myriocin (£ EEO—F TH 25 lsaria sinclairii H13k D KRY) LHEUEEEZHT D
(Figure 1-1) 25, SI1P; XX SIPs Sz ARk L L 0 723 P4 <3 (Chun and Brinkmann 2011,
Gergely et al. 2012) , AAIX 2mg GHERFAHE) 1 B 1 B OS5I X 0 Fgen e Y o Bk
BMER Z 7R U, IR ONTRIRZ O U o SER-ERIE £ TOMIRIE 7 > 2 U E RiTk~
THEV, ZHDZ NG, BAF ITAMER OVZRMITEND 2 E B3RS, Z3MEMEAE
(multiple sclerosis, MS) VEHEHE & L THHZE S 4L72,

Figure 1-1 VR=ZEF I7ILBOEERX

)
)\\

= | N\
/| oM S ~ “CoH
2 COH
PN GHg GH, * Ho,o ™R
L/ F E
F

2 ZTREHETRZHREEE GIRERER) 2DV T
2.1 EE, ZHEERUEEH

MS 1%, K - AR - FHE &V o 7o AR NITIR A DS 2383 D RIEMENBER B CTH VD, JEHE)
RBITHEOREEZ K= F, MS OZWIZiE, McDonald ZWrEENEEMICSZRINTEY

(Polman et al. 2011) , JEAEFEEUSEEEN R Lz2WriiyE (BA S EAZ MY 2015) bk
AL THD, T7005, BRARERSS MRIBHEHT RIS, BEEHRAE ORI « 22M2 3% %
MR L, MoOREBOFREMEZJEFRT 52 & TMS LHEEBHEND,

MS 1%, EERBIE IS & I E AR (relapsing-remitting multiple sclerosis, RRMS) , kMt
17/ (secondary progressive multiple sclerosis, SPMS) , —kVME#ESITH! (primary progressive multiple

sclerosis, PPMS) O 3 JHAUZFEES NS, SPMS 1%, FF¥E L EiEA#: K4 RRMS & LTdh 5 H
ik L72t%12, THAROFEIZHPOLTREENMMRLICET TS il ERIND (B4E%
A 2 A 4E 2015, Lublin et al. 2014)

BAER

RO MS OHEEBFEHIX230 AT, HEERFHE (FRE) 1Z10 FAHZ 33 ATHD,
HIRRILEREE T Sy (MSIF 2016a) , [ENTIE, 2004 G2 JE A 558178 R E R ok SRS
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FEE AR BB T SR AN L REBREFRENERM SN TEY, MS OHE

BT 9900 A, HEEHHFRITZ10 T AH=D 7.7 N (Osoegawa etal. 2009) & [ENDOFHH{HFRIT/
FENCHEAENZ ERME STV D, L, ¥4, MS BEIETML TR, EFREN TH

ATz 2004 4B O e iE R B IR S AR B REPTRF B EUIAY 10800 A TH > 7273, 2014 FFFEITIEHKT 19400

NEHMLTWD (R #E % — 2016) . 72, MS BEDOHK 85%2% RRMS THY, D
I BHRIEEOBEN SPMS ~BITT 5 Z &b, 4k, EWNO SPMS BEHOHEMN THEEINS
(ZHMREIE - AR RERDZ2WEA A R T4 2 2017) .

SPMS DO¥FHA - fRkE

MS (TR EER & BB ER PSE AN S LRIEICE D RIEERBRE L ZEZ 5T 5
0, ZOFNITWVEZRE S TR, MS OFIEIE, RO Z > X7 b D034
7T Rat A FEERE LRI IV AETEEEZ LN TS, RRMS TiE, i
PRI K D BMERIENHREIZROFLTH Y, MCEMO BB ITIREMEMAE SR S D,
KBTI & O REEHUR DEAEA S T 53k L2 B CRUSHE T Ml ik 4BEFS (BBB) il
FEEFHFET D & & BITHIRMRR BT L, BEEREERT 5, £/, ACRISYE B Miao
FEIBIER SN TEY, BMIAE T Mla~FURZ#R R O H CHUR A FEAT 2 2 & THlBEEZ I
%hHT 5, RRMS 725 SPMS IZBATT 5 &, TEEPERLEEIXRRSA) CRIMIZEIZZ L< e, TEME
b7 a7 ) TRERE D BRGIENEN & 725, MRI CTIEFIZAZ D HEIZBW CTHIZRAE M
WEITLTEBY, HEELI 7 a7 VTRV A MIA VEEASCEHILA ML AFEEZ N LT, FHE
BT DRI OBEEN NS EZFHE L TWD EEZ LI TW5D  (Frischer et al. 2009,
Antel et al. 2012, Frischer et al. 2015, Hemmer et al. 2015, Mahad et al. 2015, ZI3&MERE{LIE « fRARR
HTRERZIHET A BT 42 2017) , RRMS TiZ BBB ORfFENE® S5 —J7, SPMS Ti¥ BBB (%
EE SRR L TV D, EEE, MRIER E, 7RV =04 (Gd) &EEHREL L TRD LD RIE
PEFIZEIL RRMS & Hh~ SPMS CTIRERITH Y, ZiUL BBB BNIEFICHEL TS Z L &2RE L
TW% (Anteletal.2012) , F£7z, SPMS TIEIBEFEIZIWTY L/ YERIEE DT HiL D,
U 2 e EIC T B AR B E ICFAEL TEBY, BOPURIE NI A M A VEEALE T LT
Pt 2 BB OBBEEITIE NC B HEICB B LT D £ X 5T % (Antel etal. 2012, Mahad et al.
2015) . RRMS & SPMS DO Z N2 O MBE i R -ITLL D K9 AR D bND b DD,
ZIH DT RRMS 706 SPMS ~D H AR D2 TRRARICHEBR L T b D& B b D
(Mahad et al. 2015)

SPMS DfE

SPMS ~HEITT 5 &, HEAEEICRZ 2B % I T R A H REE DR A ICA LD
£ 912725 (Nandoskar et al. 2017) . FEREFIL, SHTEFETH Y, @URREHIZIRENZIT
Nigne, maICBTEENETL, PHATHTMBIEZZEL, #RFEEZRERS SIS
bbb, £, SPMS ~HETTDH L, MS 1T XK DRBHRAEREE & L TE AL O T A3
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20, BRICEELHL-5F X 95127 5 (Strober et al. 2014, MSIF 2016b, Chiaravalloti and
DeLuca 2008, Planche et al. 2016) , Z Offilc, IEREFEREFED, NS, LEOBERERSE, #HJ7,
I, &, EEOFENMHBHARIC K DHR - PHEREFESER O, AEARICKEICKED Y
R— b PNMEELRD LD, BEOHTRIFBEOHZAEFT~ORELRE 25 (MSIF
2016a, Orme et al. 2007, Naoshy et al. 2015) ,

2.2 “REETRESHEMEILE (SPMS) ITXT 2 H - AEOBRK

SPMS (&, MS FEIEN S 15~20 F TRARICHET T 5, BATRR Z BHgCREL AR I 21 5
B 2 B 1372 <, SPMS 3B RIS S D (ZRIEMLIE - SARERERZIETA K7
A 22017, Rovarisetal.2006, Lublinetal. 2014, Tremlettetal. 2010) , MS i, HEAREOBLZ)>
5, HIRBEREREE 2 SN 3 5 5% T % Expanded Disability Status Scale (EDSS) A= 7 7234.0 (&
ITEEANFIET L TOW o B IR EZ S 07 < &b 500m BATRMEE) 12725 L, HEOH
TZDPDLT —EDOHE CTEENEITL TV EORENH D (Confavreux et al. 2000,
Vukusic and Confavreux 2003, Tremlett et al. 2008, Tremlett et al. 2009, Scalfari et al. 2010, Novotna
etal. 2015) . L»L72A3 5, SPMS ~OBITIX EDSS A7 3.0 LLF TREIZARE > T2 & D
HHH Y (Kremenchutzky et al. 2006) , BATEMEILME~ DBFICL Y Bip b,

B, MS DRIEZ TRIT 5, XIEMS ZRAMITIRET 5 51T, SPMS 4 Tix, sk
D LB FERRIIEEN B EAEICRA RS2 ST X022 2L n, FIRMIESE DT 4
MT 22 ENE—DOIBEBEECTH D (EMA CHMP 2015, ZIMAE(VIE - AR RERZIE Y
A KZA422017) ., %72, SPMS HBH TlX, RRMS BHE & ~BHE XD T2 b ODOFRNAE L
5%, SPMS BETHLHEET DL, TOKRBIEICL Y HEMEENEEST LV AT RNH L5720
RRMS B & RIRRICHIE TR b HERIBIR AR L 2D,

SAETIE, SPMS Z&de MS IRRIEEL LTI My bu U\ @iE (LUF, I h$¥ bry)
KOS & —7xznr (interferon, IFN) B-1b BNZEINEIVKE, BRINTEBEEINTWDHHOD,
PEEEATMH I RIIRENTH Y, ZREICOHERD D, £, EFE, T2 AX<T7ThH
SPMS {24 % AR #ER (ASCEND Bk, 887 41) MEME SN 7z2s, FEFEST OIRRMLER) R ITHFE
S7eino 7= (Kapoor et al. 2018)

EANTIE, SMET MS 1GRHEE LT ATREZR I F0 2 b e i, HUBMEEREH & L CTkE
ENTVDLHOD, MS IREHELE L TIARAKR TH D, £72, IFN B-1b (T MS I L L TKR
ENTWLHLOD, TZFMEHALE - AMEFHRBITEATA R 742 2017) IZ XU, SPMS &
FITKRT D10 L LIRS TR 6§, IR T SPMS B 1T+ 2 AR EZRE TE 72
TBIERIT 72, 7038 SPMS (26 L CTENAADRET « IGHRERICKE 228020,
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2.3 AHF|DBBLEOEIEM T

AR, FREED MS BEICKT LTI o MSTRIEE DRI AIREIZ /e > TE 72 H DD, SPMS
ZE T TR MS B ISR 2 BEEHE TR OWMIERE IR RO £ £ Th 5, £7z, ko
ERBVENTIE, SAETHEMAMIERI XV br iy MS RFREE L TEKRENTELT,
IFN B-1b (T MS 5K L L TEKRENTWE H DD, SPMS BHICH T SRR L THESE S
THHT, AKRHFHENEA T SPMS BE KT 5 HMEZ T T & 2RI, AL, W
IRFRBROFE RS SPMS BFE 6t L THIEDHEII) 0D b T REEETIHRIZIR Z R L, BAA
RERLZEMNET 0T 7 A N FT 58O TOIRRELRVIGD,
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3.1 mRICHAT SEE

FEIR=%F 7<vA8E EHROSZVWAGOKBETHY, VF=% FE 72/ BRI
mEETER LT A, JRE ST 2 BEHd @A 8LERT I B0 TS s O IR b S PR 4 3R
Ui, BEEOZEMEREEL, Novartis Pharma AG, Basel, Switzerland THLE X h7/7~=3 o v F& B
TICH HA FZA ilft-THEELE, ZEERBOSE, FEI0C UTTRET S & X,
U7 A MBI A30 » AL Lz, $ERAEERPORYEFAEZ 60 » A ET#ET 5, £,
FEEAF—Loy b 3 vy MIOonWT, BHIRERE (30°C/75%RID % 60 # B £ TEMY
%[2.3.8-7]

—, BANCET 5 BERHIEARERIC B TR O KR SRR A AR & L TEM AT L,
0.25 mg RO 2 mg &EAlic CRzET 5 2 k& L, #aozEdzs, (T
THEELZ 3 vy FE2HWT, ICH HA R74 it TERLE, ZEHRBRORRE, BAF
BRI TFTIR/ TAI=2s  BIEEC=ARPTAI=LEIZL S PTP AT, 2~8°C
TRETA LS, BOHIBE 24 » AL L, FARAEERFORERRERRBIC VT 36 »
BETCi#sL, BEEEAr—Luy b3 oy bizonTid, EMRERBR4 OB E T, B
MEFEEE> 6 » BETEMT H[23P-8],

3.2 EEH R

BAF X SIPEZRETTH A1 RS (SIPy KU SIPs ZHME) (2xT 2RI T A=2 M Th
0, MEAKEF (BBB) ZimiE L@ BB TS T, BAFIEFEIZ Y VSR EICR BT 5 51Dy
THERMBCER L, SIP ZEEORENZFHE L, TERECERENC ST 5 (BT
yE A=A MER) o VoI, SIPIRAEERE D PO SIP RS TAZEIZLY, U
ASREEO TR Y oD ) BN LR EERT S, BAF OB T ¥ T =R MME
Rz LV S1P & SIPZEKREORIGHEESN, U o BRBHAIGl Ens &, mdf U o SERE
PR A, BRI T Miluk O B Mk s RERIC R D Sl 6 OB HRE S h D
D, PRRMHER R ~ORE L SESFHLE S, MS l2xf LG E 2T (Matloubian et al.
2004, Brinkmann et al. 2010} . —#, SIPsZEEIZH L CIINTEIEZFHEE T 7T I =2 &L LT
fEF L (Bigaudetal 2018) , HiEMERICBNTA Y d5 v Fuths Mol AREOFI =Y
{LOMREIZEE L TNA Z LR ESN TS (Mannioui et al. 2018) , F£72, MS DA R
+ A ERE CAEMENERA (BAR) £F A2 200800, MY o ke FE R EEs
RIEEROHERMERRS Lz & &, BAF P& RiIze L TEES 2R EEDIE LT L
7~ (Gentile et al. 2016) . LA EME, BAF (2R U >SS O U BB H 280 L, i
HEE~DSIEME Y v SRR AR IET A Z & T MS lZxf LB R E 9, & 5iZ, BAF {3 BBB %
IS LSRR TTE A RS L s (Briard et al 2015) . TR RO EEACER UIR#ES
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RAERTZ LT SPMS BATHRICEEL L TRONDMREMEICK L THZ 0T MEIT25 2 &2
MrEsind,

LEMEIHER O 27 3y 7 U —3BRIE, ICHSTA K (NSTB HA KT A4 IV, EIRG D%
M BT 2 FERE R SR O S5hE O i UE (Good Laboratory Practice, GLP) %357 L C3fi L7z, 7
XTCOEFYIE (T b, ELEY b, UFXEROD=7 A HL) IZBWT—i@BED A ORED
MAHEBI, Ty FROENLEY P TIIEEMRBEN VE ZEREET7 0y 7 3@ b, Lo
AL, BAF 12X % GIRK F v /v (G EABEMERAM SRS U 7 LF v x0) EHELICH
HT L2 THD EBZ BN,

3.3 EWENREHER

BAF Zfk A G LI EDANALFT XA TV T 41TV T 54%~83%, 7 v FTK 50%Th
ST, WTFNOEMMFETH Tmax (L 2~8KFHTHY, 7y NEKOHIALD7 VT T A T/hE L,
FAENED DI, T v hOERYEREIZIIMEAENGRD B, MM O CYP ORI DN FE
LizeBEZOND, MT > b7 VT T RFTREZHTNEL, T v b T1/2 1% 28 FFfH T
boTleDIZR L, HEZ v M TIL T2 1% 5~6 K] T >72[2.4-4.2], BAF O MR B/ AFIT
THNOHFETH 9% TH Y, REKFMHEITFED biied o=, BAF OIH /i i
0.74~1.21 TH>7-[2.4-4.3],

BAF ZfO#& 45 L7z &, MPMERR M AUClast Hoid/MMEaE (15.1) , M2 (12.9) &
OVERE (12.4) TEhoTo, YUIZ BAF 205 Lz L&, 514 24 Rl OM, /i AE R
X, 6.1~14.8 Th -7, BAF /L BBB Zi@i L, @WHRBITHELZ R LTz, 67 v FOfHERK
WNIHHBEDATIZ T AV E /) Z» FEFHBPILTRY, A7 =V EFMETH DIRD DG REN LK)
BWETHIENG, AT=r~OFFMHEITRS RN EFE X H[24-43], HIRT v bR OUEYR
UHFIZEBWT, BAF IS LR IEA~1T L7z, BAFIZT v FOFIFFICow S, FIt
oM AE PR LI 0.5 Th o 72[2.4-4.5],

BAF #0085 Liz & &, mEPICiTE L UTREMES RN Sz, KER LA EE 2 RHHR
BThY, KBRLEIZT V7 v BiaE IMBRG 2% 0=, 2o, a v 2A75m—/1xT A
TOERBRI S 7z, YC-BAF #f&0& 5 L7z & &, FHITHHEED 74.9%~98.2%, JRTIC
1.44%~6.95% 23 HEitk S 7172[2.4-4.5],

3.4 HEHER

BAF OIERR L EMERHli2 B L LT, HmlGEmtalir, ARG mERR, Bamiieln,
DASFEIERRER, AR AR, RPTRREIERRER K OVE O o B A E i L, R
VeI, FERRIRZ EMEICBIT % ICH WA N7 A A2V, GLP 2857 L THEM L7z, HElRG
wIEARICB T D OBIEREIT, ~ v A (HlRAES) T 200mgkg #, 7 v b (BO&EG)
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T2000mgkg B, =74 ¥N (ROKE) T60mgkg 8B THh-7[24-7., HIEREGHMEHAERT
i, PRGBS — BB O R, ETNT Y L oSRERE W, BhE iR, FORIR. R,
HLE, BRHEURE! 733*{[:753 H oz, Uy SRER OB ERERS L TRENS
B THY, FOMOIRERI BT AEITIT ok BIRSTER S -, BAF ITEEEME,. £FE
@&Uﬁﬁﬁ%$§?,#Aﬁﬁﬁﬁ CBWTE FTORRESES ShAEEEREIRD LR
Rholn, FHEBABERBRCBOTEFELS S0 - IBEEESREO ORI Z b0 n, 1k
FUIAHOER 28 5 2 L RIS,

3.5 ERER R

PR SEE

AAFN O SPMS xfT HREIL, BEEXEZOECk A RLCED S, BN CREERRE R
OR B2 BEEM A RS & U, 20 BB ORRIEMAR 4310 - Fhu L72[2.5-1.2]
BRI 2006 FE L VLG SN, FITHRAB TILE I BAF 0Z£H R OAFEOMIE, Bk
E (1 H 1 EEE) |, WEEREC LD 0EE~OZEDORET W%&ﬁ%ﬁﬁﬁ@um%m®
WEOMRE, CYP2CO BETHICL S PK CRIETHAORE, BHHREM A4S L LR,
FOEMHEEH OB 1T/, F THARTHEE I HRBERZEE 2 CRE Lk s
B (025mg EREAFBEL, 5 HENT T 1.25mg £ 0l ORFIRUHERHO HERT
2mg #&5&) &7V, E5HIZ RRMS BEIZHT 28200, ZeROIERAFMLE, £ 1
B (A2201, A2201E1) OFRE XV, RRMS BHEICHTAFIMER OZEMIHRENAEZ
EMn, YRHE RRMS BFZSRE LS I ARBREZHEBE L Twne, /2, BRTHE [HRA
BiER L0 HAEANLIEHANT BAF @ PKPD (Bl B2 AREEERD b -2 &b,
g -~smemiEr £2, (el ERLEREEROEE OT & L0
ORI - S - [1.13.2-1],

LosL, #0757 ¢ Azbid, iTHE O RRMS CTOIEEE TS SPMS TOER=——X, i
(, AANTEHFEREAS SPMS 1T ARG IR TE S LF A, RRMS 2056 SPMS B F#E
A=y FEETE L, EEERERELS, £ LT20124E 12 ARk E iz SPMS B#
mEtgl Uiz I HEERLRFER (A2304 3HB) PRz, 2, ERTE SPMS AR
et LEWER=—XBHA s, HABMCORKRABROERIAHE CHLALEEEL, H
AABED A2304 HB~o AL EFELE, 7 L 2@ s -
Fhi L72BS, ST HARD A2304 HEBR BT 4 Z LidZd AN L ORMEE R LZ[1.13.2-2],

A3 BRI o7 N— b (Core Part, CP) L #AEGHE S5 2— } (Extension Part, EP} @ 2 -D(Ds4—
FabiERkE b, CP id, BAF OBMERUTZEHEHIET 5, kiR, 774k, —
B, 7R, WiTEERLLEGEAE T, EP 1L, CP BT HliCHT AR TSR U ME
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el %, BAF OIFERBEGIC XL Dk 5B TH D, A2304 HERTIX, EMA O A RZ
A REE ORI L BN LELNT-E 2 E 2, SPMS % (BT L 5 5, 87 SR
WMERZ LD 2 &3> Th, FEIEY O R M OB BR R (TR ORI % 7= 3R |

EEERL, BATHOKREY THR & ITEER AR FEHEEOH K (6 » HUL EFHE) | &%
L, XREEERAEEE A7 —/L (expanded disability status scale, EDSS) DA =27 2% 3.0~6.5
<, ABRBHAGHT 2 AR EDSS (2D S FEEITRR O by, 22D, T Z LEHET 3 » HUWNIZ
BRZEDLT, BIEREAT oA RIFEDO 2 SPMS B & L72[2.5-1.2.2],

A2304 3BRIZ, BAF @ SPMS (Zx13 2 FEEEITIIHIN RN 7T B RITHTENR D 2 & 2 FREE
THIEEEFERMICER L, FEFMEE THWZ EDSS 1, MRFENREICESE MS &
F O HIRIES 2R AT S EERRIBE CTh 5 (ZRMEEVIE - TR ER2 RN A
NZ A2 2017) . FEFHMEE O 3 » AFkT 5 EFELETT (3-month confirmed disability
progression based on EDSS, 3mCDP) 23#® Hi15 £ TOWMILX, EMA OH A R7 1 (EMA
CHMP 2006) K& TF 2011 42 CHMP 2»b b 7-BiE 2l & 2 e sz, £7o, FRFEHEE
(Annualized Relapse Rate, ARR) ZRIKFHIIEEH & L TRl L 72[2.5-1.2.2],

A2304 FRBRD CP 58 TR OFEMTHRE RS, FEFARHEE Th % 3mCDP @ b b A7 %,
BAF L7 7 B ARBECHERT 212%040 (p = 0.0134, Cox [fl¥— RET /L) SH7-, BAF
(2 &% SPMS (T3 % B AR L OMETTINMHIZNRIT, KV Bk RFHEFEIE TH D 6 » HFffe T
% [ EHTT (6-month confirmed disability progression based on EDSS, 6mCDP) 2358 5415 U A7
T, 77 RRBHCHAT 25.9%4 (p=0.0058, Cox i N¥'— REFIL) SH-Z LD Lk
BNz, £7-SPMS BFICx L, BAF L7 7 BRIZH~ ARR % 55.5%f L 7= (p<0.0001, £
O_HEYFET V) T ED D, SPMSIZxT 5 HIE TR R SH72[2.5-4.3.3],

A2304 3Bk CP O —EEMK G T OREFEFRREIRIL, BAF FETT 7 AL LA TED
o7 (BAF R 89.3%, 77 &AHE 81.7%, LITRIE) . BAF B CTAHA LN ERAEFE (GEH=R
10%LL ) 1%, By, BWHSAZ, R, &@E, SETHY, ZALOFEFOFRIRL, 7
TRRBELFERE CTH-o T2, AEFLOBEEEIRTILEAENCTCAEZ L— N1 XiF2 TH -7,
BAF #£T 1%L BICHBL U EE e A HFLIIREEY, BESHMEOATHY, ZnbDHEg:
DFRBFL, TTERFELFERE CH T, BHFILICEST2AFEFER GEBIE 1%L ) 13,
PPN (1.0%, 0.2%) OATohoTo, CP OFGM AT Liz#iE OFIA1X, BAF #ETr 7
EARBECHANE L (81.7%, 77.7%) , BAF G ROAFMEIIBIF TH-T-, £7-, H5HIOE
Rl o THRE DA FHERORBLEN LR T DML~ bR 2 72[2.5-6.3],

AANEERE TR, #EBREED D72, MROMBRITIZRA R H D H DD, EDSS A7 D
Hex 715 &, SRENTHGRSN - BAF @ SPMS (254 % B AR E O WA THHI2h Hix A A
NPRE THRERIZERO HILD Z E BRI Lz, £72, CP Y, BIIXT 7 ERHETOR2
AZIZFRO B, BAF O SPMS (X9 2 BRE TR AARANTSEHTHRR S 172[2.5-4.4.2] o
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BAAMSEA CHRENERR LEFEERIIAR, EFLFEESL BAF B ToHET20:
O?LCO

& 5T, A2304 BB R A AV R EGEEAFATIC BT, BAF OIEHENEICREORE
TR ENRD - 72[2.7.2-3.1.9],

LLEAs D 2B T SPMS BEIC 3 A RMER CEL2ESTER &, 28 - B ARATS
HEMH THNMER PEZEEICR S RENTR Do,

A2304 #BR CP = T O OB R, SPMS 17+ 2 HME - ZeMrTRsShz 2 Lo
B, JrYULT 4 AL SPMS RTREMG L L TRRERFEE T L, BREL L2 SPMS &
FREEMEE - DhE L LT, KETIE 2018 3 A~6 B ICEPERYRZEREE, RUNTIE 2018 F 9 AiZ
AGEHFEAIT o7, RETIE 20194 3 Hio “CIS, RRMS M UYERIEEMELS A5 5 SPMS 2 &1
FRA OB MS” |, BRINTIE 2020 41 HIC “BRTIEFENEOBE AT RIC L ORI
TOEBIEEE S B AR A D SPMS” OREEN R TARATE L,

—7, BRTIE, BEEO MS IBREOPRRIDRSNTNE MS THY, ZHE T SPMS (T
HUAMEOT T o A2 FTHBBEESEE LR o722 EhG,  SPMS ~ORITHEDNH T
t, SPMS [T L TAHDEDZ ©F 20740 MS (BRI R L IR E Shuktir, AR oEEN
ABIEFL, AR MRS TR L A S SPMS TOHKHEERH KT ABENH L, F0O
i, AFIAETAREE T LEN IR ETE L LT AT FRLLETHESL L E
Ao, FO—oOFEE LT, BEO MS IBEECBST 28 IR RS, AFOMEEX
TR AE MS & L, 20 L TAROERSSREYRET 572010 SPMS OFREICET 5 154 2hhe
AR CEETAER LOBERCE#H I AL L, ZHALOMEITHE, UNCF

R A A LokEom#Ecov T, g s s @) - -
@it L7o[1.132-3), FORBER, EBiEes, ARODESUTNRE, & I BRI O g0
SPMS Th-o7/oZ &b, SPMS & TAZEPHEYTHS L OBERZTZ, ZOHIENS D)
SEEEL, FHOMDGEITHEIL SPMS & Lz BT, KA X A BEN AR ER-$ 5 7
HOEEBRET, PEEEHRICEETAER LOEEM TR LELET, AEBEILZLELL
o

7k, YR=FEF 7L, SPMS IEEEL L TOER FOLEREOF/DER RIS
ELTOBEGERNET LMD, FR30F 12 H 6 B ERAEELROEEEZT - BE
FE: (30%) F4238) [1.134-1-2],

3.6 ERPEUERETEORBRS
EN D SPMS BEEIZ D, IEBALELNAERLIBLN TWATS, BUEIRFTHICLLT
DFETIERRELITH TETH D,
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AHNO R GREO LM, RN G M E2 G 5 HI T A2304 5%k Extension part (58
FEHIME - 2023 9 A ETETE) kT 5, S OICTIREZFMAED I, WONTAF OFEHE
RE TSR 2Rk RN A A2 R 5 HIN T REE (A1401 F0E, =
B : 2020 4F 8 HICBHAATE, HESEFIE - 330 4, BIZWIM 12 » H) OFEMEZFHE LTV
D

SHIZVAR=F R T<ATlE, AEFEAE L TEAT, MHmEE 255 s L2 118
B (Proof of Concept #liR) % F2hiti 1T d % (2018 4 12 A IFH),

4 BFHRUERY

AFI DK

AFNT 5 FEHO SIP ZHEEY 7 2 A7 (SIP1, SIP,, SIP;, S1P4, SIPs) @95, SI1P; KXY
SIPs ZF MK LEN T2 RPMEZ 5 SIP ZRGRHFHIE TH S5, S HITAAIL BBB Z il L
BWHRBITEEZ AT 5 2 L0, THRMRRICESEMITIER LR 2T 2 L0838 Sh b,
F T ARHN DOV I AR Z D U o SERHEIE £ TOMIL T >3 U E NI TEN,
[2.4-3],

TETVRERT 500 TD SPMS 1REIK

- B IR FEEE O THI ] 2 SR

BAF (3 A2304 FERIC VT, FHEFHRFETE TH % 3mCDP % 77 B AR I3 L 21.2%A S ¥,
F77, LVERRIEECTH D 6mCDP T 7 7 vARICH L 25.9% 872, LLEXY, KHNX
SPMS (B (Zxt 3 2 Sy RIS O A TINHI R A2 - L 72[2.5-4.3.3], [2.5-6.2],

c R TERER, RIENEO R BISEYE O i h 5

BAF 13 A2304 RERICIWT, 7T BRI ARR % 55.5%40# L7z, F7-, BAF 354
24 5 AIZbh72 0 Gd ERIREEE 77 B ARITHAR 86.3%A, 514 24 » HIZ72 0 HUTIE
K T2 B E 772 RITHSR 80.6%JHD S, T2 WARFEICH LNX—RAT A b0 (&
b)) 2854 24 » B2z 0 77 B RITHAIH Lz, LEX D AFO 1 A 18 2 mg #5136/
FIZK L TH TP REZ R L, MRIIZED < RIEMEOERBIFEINE T 7 & RIZ L ~RBE 22306 20
AR L72[2.5-4.3.3], [2.5-6.2].

< PRABEREREE (SRR T) S THNHIRh B K O ZEHE O i 2h 5
A2304 RERIZIBWT, SDMT DOR—R T A b ORI, 1BBREEE 5% OV -3 o 2Eql i
JCH BAF THIN (25%) L7=olcktL, 77 vRTiREL (B L, BRSO
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ifE U072 > T BAF T 7B RICHAEREICHEN (&E) Lz, S5 SDMT A3 7 DO_—
AT D AL EOBELDIIY 27 27T 2RI L 21.3%H0 &4, BAF ORI R E
MK RED RSN, £, MEEOX—AT7 A4 b O (A2304 RERORIREHNE H)
1%, #E#% 24 5 HITbH7=>TBAF TF 7B RICH~AUNEL, BAF 17T B RITK LA E R INE
FEdmi2h R A& 7R L72[2.5-4.3.3], [2.5-6.2],

BARFRRREEM a7 74V

AHFID SPMS BFIZxIT LM T 1 7 7 A X, AU SIP S REFEIE T 2B&RD 7 ¢
AV E ROMBHRBRNS FHIESNHEANTH 72, 74 FVE RFORWERE L THBRLD
NFEERERATME 5, SSBERE, S ESERAR CHLELLALAENDHVIEELZET L2, WU2RHR
HEROREIZ LV EHAREThH o7z, £, AHOKRGFGROMRE~OREL, #HENESE
THHET 2 Z EIC kv S, #G5HBRICDEE (MEEORIEZ 51r) 24T 5 BFITxt
LTH, PIEELG I —EMMMEEOREZEEE L, LEICE U CGEbZR2LELZ S5 Z & T,
KFFEGIZ LDV AT ZfMbT 2 2 LN TE S[2.5-64],

5 TE&H

AFNE, SPMS BH &G L U258 M AHRGERABRIC T, SPMS B ZT 2 B PRANE L O
HRHOBEE OMEITIMHI R 2R Uiz, S DICRARERE S OMITIRI RS R Sh, Thzae X
T O2MEMOMBIZIR b A bNTe, FEARTRRLEEN T 07 v A V&R LT, KoT, &
FNIHIDTO SPMS IRIFIE L 722 Z LB WIFFEN D, Lo T, KFIZ LT OREEITENR,
AER O & TRRBHFET D,

SHRESUTZN R © ZURMEET TR S R MR IE O B3 T Bh e ONB AR B 35 O A T4l

FAEROHE  @%, RAIZIEZY A= R LTI1HO025mg 5B L, 2 HHEIZ0.25 mg,
3HHIC05mg, 4 HEIZ0.75mg, SHHEIZ125mg, 6 HAIZ2mg % 1 H 1 [EEHICROKFS L,
7 HEURBIIHFFHE CH D 2mg 2 1 B 1 EROFGT 50, BEFEOREBICEVEERET .
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1 NEICEIT5ERRRSE
2020 4£ 2 HERTE, AAEKER G EU CBWTARENTWD, T, A4 ACBWTHEE
Thbd, FEETOBHFEUERRMNE Table 1-1 (277,

Table 11 1- FTRETOHRNE - ABIRNR
=4 R4 AR HE -8B PR DR
HE  MAYZENT 201943 H 74— CIS, RRMS BRONEBRFEMMAETSH
$£-0252mg SPMS & Elept AOERE O MS
EU  MAYZENT  20204E1 A Ta4Ara— b ERUTREEDEOESTTRC L 0 R
#-0252mg EhFEBRFE#SMEFTAEAO SPMS
s (D e G S
2 T e

HIFE)

2 HE OB EFOME

AL A NATF 4 A Tr—viOeEFET —F 2~ (CCDS / Basic Prescribing
nformation, 2@ 8T 25, REORMTE (201943 A) OB % Table 2-1
i2, BEUOERASIE 20204 1 H) OWEBG 4 Table 2-2 (09,

Table 2-1 KE DB TR

e MAYZENT (siponimod) tablets, for oral use

025 mg &2 : MUVIRE, FROEYy, ITROAEEN T s VLT —T 2 TR
2mg ¥ HOEA, EEOL, ITHEOAERLT s A —F 4 o TE

AR -8

ek - R CIS, RRMS B OMESEGEMEAE 5 5 SPMS 25 Trai AOFHEE D MS

RERCHE

FIEI# 0 OB

MAYZENT O 5-BHEATIC LA T O ME4T 5,

CYP 209 SB{EFHIH &
BEDCYPZOOEELARE L CYP20OY BETEEREET D, VAo FORSELIET 5600
CYP2CO EEATAT D, FDA PFFAMITRB LnBEL, HETEREIAL TR,

ZmnE

BEDEnE (CBC) OfFfE&MHMERT D,

M A S REREAT S,

g o SRl

GER (ECG) 2L, MFEOEEETOFEARERT D, RECHEOERELHDBET
i, BERELEMALTLEMOCINEARD, TWEERSFHITF V- 7FE2T5 L pfEESN

%)o
DR I B2 RERIE O N S A Al E SN T 5 ERT 5,
BT EE O EIE

PUEEEE, REMRR, IR ERHELREI N THLRE, I hoOREHORERES
5 8FH T3, MAYZENT &R EEENC, THH AN RE Rl ER ot EE 15,
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engd

MAYZENT (siponimod) tablets, for oral use

TP fERE

MAYZENT O 5 BARTIC KB ERGZ vA VA (VZV) FRBREE1T S, Pk BE I,
MAYZENT O 5-BIARTIC VZV OB E1TH 2 E AR SN D,

[ RE R A
Bt (Thbb, 6 HURN) DR 2AT7IF—E RO Y LE L 2R T 5,

CYP2C9*1/#1, *1/%2, XiT*2/*2 2{FE T 5 BEOHEHAE
MEFFH =

WHEBRAA O, 6 B E 2 DHESEHER R 2 mg 2 1 A 1 BRROEET5, CYP2CY *1/%3 3(3*2/+3
AR5 B T R A LT B,

B 5-BAkR

R1OLBY 5 HBEOWIHEET MAYZENT ZB463 5, 2 mg QMR & E T3 2 BF I3t
LTk, A — ARy 7 E2HERTLZ &,

#1 MERFF B 2 mg £ TOHEAR

B st & Wi v

1HH 0.25 mg 1x0.25 mg
2 HH 0.25 mg 1x0.25 mg
3 HH 0.50 mg 2x0.25 mg
4 HH 0.75 mg 3x0.25mg
SHH 1.25 mg 5x0.25 mg

1 IO B2 24 BB L2 HE813, WG 1 B> oREG2HBETL 2 L,

CYP2CY9*1/*3 X1Z*2/*3 BB T 5 BEDOHEAE
HEFF B

CYP2C9 *#1/*3 Xi3*2/*3 A 2 B& TITWE M o% (K5HEZSHR) , 5 BB OHELEH
FFHEZImg % 1 B 1 EROKG5T5,
% 5-BRbE
F20 LBV 4 HEOWIHEET MAYZENT 2463 5, MEFRFH & 1 mg £ TG 2 BFITITA
Z— MRy 7 EMHERH LW &

#z2 HERFF B 1 mg £ COMWE A

B Wi A & itz Natkes

1 HH 0.25 mg 1 x0.25 mg
2 HHE 0.25 mg 1 x0.25 mg
3HH 0.50 mg 2x0.25mg
4 HH 0.75 mg 3x0.25mg

1 Bl OWIE &% 24 FRRIBIREE L7254, BiHEo 1 BB ORELXZEHET S 2 &,

BRHEOLERRD L BEOYERERE=ZY L F

MAYZENT O 5818412 & 0 Lk (HR) 235720, IAMHERIR (L% 55 bpm Ai)
EIEIE2E [Ty V18] EE7 oy 7, ILHHEEUILAEOMEND D BE
TIX, IR 5EE e RO =4 ) L VNt S5,

VEH GO 6 T =21

SEBEMARNR OB 72585 P L BE R E G RN - 7RI T, WIER G217 5, HIEIHE5-1% 6 HERH
FCRARD BTN CEIR Z B L, 1 B 2 & 2R e EZHES 5, 1 A B OB 2BIM%
THICLERLHET D,
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MAYZENT (siponimod) tablets, for oral use

6 E=4V v IHoBENE=4) T

6 FFfFZICUL T ORENRBO ONDHHE1E, BIERTHH-TH, TORENBERTIETE=X

U 7RG D,

o BEH.4% 6 RF LM%Y 45 bpm K TH 5

o B 5.4% 6 B DDA G HOR/METH Y, LIRS 2 EEER N R KRIZE > T
WRIBEMEN B D

o EH# 6HFHOLERTE2EXIIFNIVEEOESE 0y 7 RHFHRICERLTWD

BB I TIEGEEARAR, RIREEREER, MG B 2R B L1235, T 514 6 F

MOLDEXTE2EXIZFNIVEEDOEEY 0 v 7 NHHHICREE, XIE QTc 2% 500 msec LA E

WIER L723580E, WU RE 2BMA L, R DEBRE =2 —21T, EWIRRAREDE

AIERPHET D ETE=F VU T a2k T 5, BOEEPMLERGAE, —BE=FXV 7

kR L, 2 HBOEERD 6 FflE=%V v 7 %179,

LUF O3 TMAYZENT O 52 ZE T 28561, BEBMBREOR#ERE=% 1 7k (—

BDE=Z VT EHVED) ZRETHED, HReZHALTHEMDOBEZRD 5,

o BEAF .U R BTN R B & 2 FRE

o BHATYIL 6 FEOBILEHIZ QTe MIRIEE N R b7z, XIXQTHERED U X7 R LT
5, bV —F F BT bDOU A7 306N TW5S QT EEIEMA D & 5 K %2 0f
LTWAHEE

o LB T D ITERIZE N EIET 5 A 20 LT D BH

k4% D MAYZENT F-BR

WEERLEI N T T L7, 4 HLL RS L C MAYZENT 2R3 L7-3340%, BEM1 B EO A&
MO EHET S, £77, VIERERE=XY) VR HERINBREIZITT=X Y VT BT
I,

A LOER

#HE

UTDOEREIIIESTH S,

o CYP2C9*3/*3,

o ik 6 n AR, RELEHE, MAET, —@MEMELIEE ABE S 25 IR UE
PEOARE, HLIEZ 7 A UL IV OOLARE

o by VNAEE2EEETny Y, FIERET v, UTARDEGERE (RX—RA A —
H—PHEREEL TV BEZHRL) .

BLEROER

RYIE

BYYED Y 27

MAYZENT [V > SR U o SER 2 ml WIS RS 2 720, A RIRTEAICRE M U > RS A
NR—=2F A MED 20~30%ITIE T SH 5, L7 >TMAYZENT [EIWED U 2 7 ik &
H, —ERITEERYYE L R A AREMN H D, MAYZENT L EE LT, £EmE &I RYYE, &
O, FNITHICE L BYYENFKH L T 5,

AR 1 ICB W CRYYE DR HRILI MAYZENT %5 8E L 77 v RS HEECTRI%E ThH -2 (£
NI 49.0%K%T049.1%) . LvL, HRRIE, ~_SREY, A8 KK, BlRPER, EXOERK
e RZEERERYT MAYZENT #5838 OGN RBSEENE -T2, B 1B\, HER
JRYUIE DIEHRIT MAYZENT % 5888 2.9%I2% L 7T B R G BE 25% Th -7,
MAYZENT O# 5-BAtER1IC, o2& (F72bbh, 6 » AUNXIIRHEEO L) OfEH
EHERTH L,
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I OTEIIMERYYED H 5 B TIE, BYYENHET D £ T MAYZENT OF 5544 % iEH 4
Do ALY BRI TEHZEOITIZEMIE, MAYZENT O 5.4 1% 3~4 @ B3 5%AF
THAREMER S D72, Z ORI b RYYEICK T A EE MG T D 2 &,

MAYZENT O 5 HIZ YRS L D= BREFISH LI, A7l R ORI ¢t 2k Ed
%, BEERBIYENTE LI-5A1E, MAYZENT O# 54k 42 Z B4 5,

27 bz R

oA 7 431U U (SIP) SRETHEZE T, BRI V7 b3y b AR
(CM) BOMEREME S U 77 b 2w ) ARYYE OIEFI N HE ST b, MAYZENT T £1UC
CM DIEBINFEBL L TV 5, ERIE CM ORERER X IIBEICERE T8, 7V 7 hay bR
JRYLIE & — B AR T Mg A B A BE L, B HICRWREME E OeE AT, 7V Sk
I B ARBYYEN RIS NS F T, MAYZENT O 52{KkIET 5, CM AZB S n7-54a1%, @
Y72 A BT 5,

AN 7 I R JE

MAYZENT OBZ 7 v 77 JMZEBWT, ~ARA T A )V REG OKIE RIS HER R 2 5 KE
AR U ANV A (VZV) BYFRO 1 flaETe) ORBAFINHEE S TS, RER 11BN T
AR AR DRBRIT, 7T RBEEBRE D 3.0%I2%F L MAYZENT #5553 4.6% Th -
Too BER 1 IZBWTHRIREB R OREBLRIT, 778 RBEEFD 0.7%I2% L MAYZENT # 5
BT 25%EHIN L Tz,

KIS DN EREEZE I L » THER SN TWARWESE, UL VZV IZRT 5 2B O FiEE
FEDFERD R VEEIZIE, MAYZENT O®EBIMERTIC VZV LA Z4TH Z &,
LETTIHEZ 1 FT T

WATPEL BME A RME (PML) (X JC VA LA (JCV) (X AH0 B fn RJgSe T, @i idshE R
SHREFICOLFEHL, HEXITEEDOBEEIZESD Z L%V, PML IZEE4 % BAE 258K 1T
28T, HEO—RONI X ITMUEORGH S, HREOREE, WONISHELE A E(LIcE DA
=, TE, RORYHOEINE E, H UTRHEA CH#ITI 5,

BA%E 7 1 7' ATl MAYZENT 2 5-HE 128\ T PML OJEBFNITHRE SN ho 7208, o> S1P
TR MO L FHMEFE(LAE (MS) 16 C PML 3% ST Y, PML IZW L 210
URZRT G Rels, SEEommEAfRs%) LM L o, ERIE PML 28825
2 EERFER X E MRI FTRICTER T 5 2 &, MRI P LISER R 70 s SUSERIZ AT+ % 2 &3
»H5, PML B350 HYE1EL, PML 3RS 415 £ T MAYZENT & 52K L35,

PUEBSE, yEdiEisk, 3B mAl K 2 e & OFH

YU, i, SUIGREIHIF (arFazxToA Fegte) (3RS RISk 2MmNE
DV 270365 7-%, MAYZENT & OfFRIZEET D Z &,

FRhEERE

IE DAL N ERMEEE I L > TR SN TWVRWEE T VZV ISR 5 2RO PR
DFLERMNTRVEE 121, MAYZENT O 5-BIAFTIC VZV BUAREZIT S 2 &, JURBEEREIC
X, MAYZENT O 585681 VZV OEREO TR AT, TO%, THEROES+
IZHLIN D £ TMAYZENT O 58tk % 4 BB/ > Z L RHELRE SN D,

MAYZENT DO #%5- R O 544 T 1% 4 B985l T 7 F o o 48T 5,

MAYZENT O HH1Z, U7 F U BEROGRENTT 2 /MR H 5, FHENR T 7 F o O
B 1 3B RS B QA% 4 WX MAYZENT 2R84 2 Z L sl S 5,

HEIE
HUHEIEIL T T BRI ERED 02%I2% L, MAYZENT #5550 1.8% THRE S iz, JEMD
KERSIIFX G0 D 4 % ARNCHEB L=,

PEE A 5 OIREOIREF AR A % 2 8E T MAYZENT #GBIGRTICITV, 5 HITHRRICEL
WHIUTHERAT O Z L3RR S D,
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BRI BLALZ R IT 1T D MAYZENT O 54k6E - W TEEEE S T,
MAYZENT O 59 (EOFEFIZ oW TR, Hlx OBEFICRBIT 2% LOFRM L fEREEEET
HT &,
SSE D A R T HESRN DI IER B B BN 51T B T ENE
SEIEROBEEN D 2 BE K OHERFE O & 5 B 1L, MAYZENT # 51 OEBRED U X 7 53
R 5, HEEEORERL, SEIEROBENSH D MS BEIZB O THEMT 5,
BMANBEICT X CORAELZHRG L-HEERR T, SMEREORBERITS L 5 R SUTHEIRIE O
NS D MS BE TR 10% THAT-DIZH L, ZHHDBRRBERZVEETIE 2% TH o7, &
HBRMAENIC B & & LRI 21T - 72 LT, BERFAIEIIS E S R OBEENH D MS BH
TIXESIN 2 BIREEIT 5,
BRIRERERE CEZELEEIE
MAYZENT O 5-BAtAIZ & 0 —i@ M0 O E K VB EEEOERIEN N 5 72D, MAYZENT
OMEFFEICET D £ CHERGEZ AW 5,
DITFTOBEIZEBIT D MAYZENT O 3Mat SN -7,
o BEG6 H ABOLHIIZE, RLETHE, MAET, —@MEMEmIErE, UIAREE2 %9
HIEREMLARE
e NYHA 7 T Z I~IV DLARE
o R=ZRXA—F—DHEIEL TWIEAZRE, BT ey 7, AEIEUIRET a v
7, SEBEMEIRIR, IAARASEGERE, E—C oy Y NS 2 ERE T ny 7, UIFN LV E
EDORET vy 7 2 E T DmEMEE T Y X akEE BHEXITZA 7 U —= F IR
HHNTZHD)
o FELWQTIEE (QTc A% 500 msec ##8 % 5)
o U T ATaXiX7 T A M MAENRA OS2 B3 5 RNENR,
LEE D>
HiHEIE O MAYZENT Of)al# 54, 1 BRSPS ODRES A Ligs, 1 H B3R5 553~4
B I b5, Wik H MAYZENT 5% O.LHB ORI IZA B, 5~6 HBIT 1
HEHEONR—=ZXZ A4 bbb 5, B5%0BAROMRHOAE (FEFEE) 131 BEIZKD
AL, I S~6bpm BT 5, EOBROEEZOLHEOBNTIL VNS LD, BEERE
Az LIz 0O 6 B BUBRICHIN LIAYD, BEBIIAE 10 HUWNIZT 7 B REE#£O
DI ERIC L e D,
R LICBWTC, MIKNE T 7 B RESEBE D 2.9%I2% L, MAYZENT #5850 4.4%I2588L L
77 BNRZFEER U7 B8 13 U TR Th o 72, REWED £V U I DIER D ZZ D b
TRRRE DAL, D OMERIT 24 FERI LA VS CIH I L7, 40 bpm % T 5045k
TENICERD BT,
B E R
MAYZENT O$5-BIARHC, Wi o D i) & Rk ORISR T, —@iEoE =IO
SEAFRD HivTz, BEMHEIEDZL IIH 1 ERE=E71 v 2 (ECG TPRMBROER) & LTH
HHIL, TIUTERER 1128V T MAYZENT B 5-BE D 5.1% K N7 7 2R EEBE D 1.9%I2F B
L7, BGIRFRBR CTlX, MAYZENT O 5 BRI, BED 1L7%RMEIZE 2 ERET 0 v 7 BNh
SR, wE, By I (xRN Thotm, [EEEET, Mmoo
MEREMEMEC, 24 FERILANICIERL, 7 e rEEE2ETHZ LITENTH Y, MAYZENT O
WGP IEIINE R o T,

DLIF DB MAYZENT OB G2 ZBET 58561%, TBRGEZEMETHEMOBEEZRD 5,
e FEHELWQTLEE (QTc 73500 msec ##25) NRbbNDBE
o U TFRIaXiX7 T A U PUIREENRA DL G- T e REERRD & 5 B
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o EMMELER, OAE, MEIEUDLHEEORERE, MhERE, KOy he—LR
B oO@ETEED & 5 B

o EF—bEoyVHNAE2EREEIn v/ VIFNLVEEOERET 0 v 7, ARG
RETay 7 Ob % EE

e 5 BRMARE O HELE S IE

o TARTOBFTLEMEZHEL, BMFORYERT O EEHEET D,

o TATORET, LBA~OEMZERT 5720, MAYZENT O 55461213 A Rl 3
x5,

o JRAMERAR (LdBHER SSbpm AR) , FH1ENIIE2E [E—Ey VIR BET oy
7, MITRIES B GBED 6 » A X 0 i DHZE T OREDOBEEN H 5 BE T,
ECG AR O HFE =& V) VIR SN D,

o MEIR, MRS, 22 b — )V ARBOEMERE, XIXHEE OATENE IR IR 0o
BEAEEN & 2 AL, F LOBRIRIC )T 2 MPE MKW ATREME DN B 5 72, MAYZENT @
BHIHEIN W, REEZEBET AL, BERBRNC, klEcTt=2Y 7 ik
ERETHZ0, FRBEEMET HEMOBEE2RD D,

o FFMED LA SUTIEGEIEDBRIRDBEEE N H 5 BFIZ MAYZENT 2 857 585461
At fERIEEZR AT 2 2 &, BEE2ZBET LA, BEHGANS, KiE
RE=HY T FERERET D120, ERaEzHENET2EMOEZRD D,

o DB EROH LR (BEITEE, SAFTEL, XITRINVEOHNLL T LT ¥
FOAEPIEHE, IANRNT TV, VIV OB B ATREE O B B o3
H%) ZHEHOBRE~D MAYZENT O HARERIZE ST\ b, MAYZENT O#5-
BRIARFIC Z N O DK L BT 2 &, BEEORIRE LT vy 7 23 &R Z+TBFNHR
»H5,

0 HERFEO BN Z RS T O BEIL, MAYZENT OS5 BIMAATIC Z25H DRk
EHERT D Z L, EWICpEREENEE SN TERY, DO 50 bpm
B x 585450, MAYZENT O 52815 L CH L, LR LmE 50
bpm L FOEATE, BRI AIRIEL, X—R T A DL 50 bpm %48
Z T2 MAYZENT O 5 2B L TH L\, plEBiEEO# 513, MAYZENT
ZAEFFH B E THHEZICHEB L TH LW, |
0 Mo E D S8 2 8HEEBE PO BEITE, IS LHERNELD T2
AIREMEDN B B 726D, H, MAYZENT O#5-%2Bts L2V, &5 548551316
e e BT DEMEMKET D &
TS BRI DRI B UMK IR D% 5-F5 B
WIEBIAAEIC MAYZENT % 1 H UL BRI L2354, Xk, #ERFIC 4 B DL B L C
MAYZENT #R3E L728541%, 1 HBOME) D MAYZENT OG5 2HER L, #IEZ 5L F
FRIZBLET 5,

eIk #a~ DEEE

MAYZENT #5125 v, BFEHR 5% 3 » AL, ARKENZR 1BE FEV) ©
TTERBRD BNz, RABRFIZBIT L7 7 ERFEREBRT, X—ZXT 4 05 2EKIZHT T
FEVI DK TFIX 7 7 &A & g LT 88 mL [95%FMEHX M (CD :139,37] T o7/, MAYZENT
WHBE LT T 2REERED 2 FEHLDO%FEV OVH75E1L 2.8% (95%CI: -4.5,-1.0) TH-o
72 FEVI DK T OG- 1R O R[SV TR0 22 W 22y, 3Bk 112388V T 5 B3l
FEREIK T D712 MAYZENT % H 1k U7z, 88~ 28 8 ol 2 % OV MEPAZEME AT B2 A 0F L
7= MS & IZB W T MAYZENT %5 Sz, ZOY 7 7N —F28BF 5 FEVI OZBLIT24EM
ERIETH o7, MAYZENT B5-FUTEERRIICEIS D HAUE, A5A 7 2 R U2 L2 MERERED
B % SEhE 9 B,

PbE
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MAYZENT # 58 TR 7 A7 I F—BEMMBRBT D2 ERH D, MAYZENT OF: 5Bk
AN, &I (T72bb, 6 s ALIN) O T U AT I T —EROE U L E V2R LTEBL 2
L,

B LICBWTC R AT I =B RO Y LE L OHEINLT 7 v REERE D 3.7%Ix L,
MAYZENT #5838 Tl 10.1%ICBO B, ZHFEICR I AT IF—8 [T7=73I/ h
FGUART 2T =B TARTGX VBT I ) NIV AT 2T Yy I NEINVET UV RT 2T —
£ (ALT/AST/GGT) ] M7= Th o1,

BR 1128V T ALT XU AST AEH LR (ULN) O 3~5fF2hnL7-8&1x, 77 RS
BETENEN 15%K TN 0.5%TH-7=DIZxt L, MAYZENT % 5-BF TIEENEN 5.6% K% O
14% T >72, ALT XL AST 7% ULN O 8~10 f5IZHM L7 BF L, 77 ARG E8E TIERRD
LIRS ToDIZH L, MAYZENT # 5 8F TIEZENEI 0.5% KL R 0.2% TH > 7=, BEiEHs
PREaTE 6 5 HUAWNICHEBLT 5 2 L 3% 72, ALT IE MAYZENT HUIERRK) 1 5 A BANICIE# {E
WZEE U, BRRERBR CIX, EFIEERO 3 E2B 2 TEREA LZGE, UTBE IR B
T AR D SN 7-H41%, MAYZENT O 5241k LT,

MAYZENT £ 5-HIZ R OB, WE, W, 355, RECNRE, GEREREE % 4 5 395,
SOAFEIE RO USRS O T RERE S 2 R 3 2R & b b o 5612, JF#RRE %
179, ZLWTIEENRD SN-8HE101E, MAYZENT 052 M1k45 2 &,

BETE DT RIS B 5 HE T MAYZENT % G- IS RE M N 2 88145 U A7 Bk LT
WADEET DT — 21370, BEOHKBOFEN® 5 BEIZ MAYZENT % 59 515X
HEET 5,

mE R

B 1128V T MAYZENT & 538137 7 B R &5 H5 X0 3 UCIUHEE 256 3 mmHg, X
RHEDK 1.2 mmHg @ o7c, 0 EFITEERMAEN 1 o H TN Sh, #hike L
EHITEE LT, mMLEIZREIEM & LT MAYZENT #5830 125% K N7 5 ARG HEE D
9.2% Tt 4172, MAYZENT #G-HITMEABLZ L, MOICEHET S,

BROY RS

W EERIC XX, MAYZENT I3RRICEE L 2 2 AlRetEnH D, MAYZENT 2MERN D S
T DI 10 A D572, WEIRFTREZ2 & fkiE, MAYZENT O 591 O 5.1 1L 10 H I
WY MR E AT C, IRERET D 2 &,

V] A B R A
AT 4 1-0 U (SIP) SZAREHME ARG LB T, s A ERMEEERE
(PRES) NFEIICHE SN TW5, BT 1/ F A TMAYZENT %45 L7 #8352 PRES (X3
HEN TRV, MAYZENT 25 F OBREFIZ, T 220 RSO E IR GRan
B, fTEYOE L, REMHENIEE, LT OMOREMEOMRIER HESs) |, SEENT LS
ZREBT DR, T ROEHARMRIEIROEAR S SN GE R, EHHIE R L O
FHIMEZEFE L, MRIME S ZE T2 Z &, PRES DIERITEF XA TH 525, MMM
ZER I CERT D 2 03 H D, BEIEROTREOEIE, KRR MRFIZRIEIZ D7
NBHZ LN DH, PRES Db DA MAYZENT ZHIET 52 &

G EHIA SR ESRIC X 5 AIAHD O O TR 72 o2 sfivE R

FRt 72 B ER O B 2 A Y10 B 2 286108, THIR QAN e e fnil /EFH &8k 5 &
LB, FIRBOFRO U R &/NRIZINZ 572912, MAYZENT BRIGRRZ, 5 O3EHKID
PR OVERF 2 58T 5 2 &,

T LAY X~ T OEE#%IZ MAYZENT O EBRLGITHERE S v,
MAYZENT 1% D B D EEST
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RO U AN RS DEROBEEOMIEN, SIP ZARHEIRO T ILZICENICHEE AT
%, MAYZENT OFe 5 IR ICHREBOEE OEEN BT 2 /et 2 BE T 5,

MAYZENT H (BRI EFE O EEITICOWTEIZE L, MEIE U CGEIZARIEERITH,

MAYZENT 1% D5 ER~DIEH

MAYZENT [3# 5 (E#% &R C 10 AR &G T 5, 2 OB IO 3EA 2595
L, MAYZENT & O[FBHEHE L 725,

BEE D 90% TlE, MU 2 REREE MAYZENT O#E- 1R 10 B UANICIEF#®FE & -7, K
YL Y > SERECOAE TR OS2 E L, Bk 548 b IR 5 C 3~4 BREEE ¢ 5 TRt
b5, ZOWRMNIZREMGEER 26T 2 K2R 5325 &, RERITHEINRIERNEC 5 H
BEMED B B 728, MAYZENT Ok 5% 3~4 BHEET HZ &,

BIYER
DTFOEERBIEMIZOWTIIAITEZEORNOHEEIZFERT 5,
o HELVRIE
o MIMEARENREL NFEE (AV) ZEIETE
o PRI~ DE
o JHkEH
o IJEEH
e JRIEDY R
o FIWIMERE VB IMEE (BRRE
o SEPIHIFI TR FENEIC X D ATAE D & O F B RN e e I E A
e MAYZENT 1% O EEE DR EHETT
e  MAYZENT H IL#% O mE R ~DIEH

HERARBR DR R

FRRRBRIIRE S BARDLUET CEMEND =0, & DA OEIKRBR CHER SN -RBIVEH 0%
BRI, OB OERRBRICI T 28 ER L BTS2 L3 TET, 72, BBV T
BEINDHBREE R LR WATREEN & 5,

AF 1737 610 MS BBHEIZ 1 H 2mg LA LD MAYZENT 285 L7-, 2N bDBREE, R K
OMS BEEZXGE L2777 B RAHE 2 ERBRICHAAN Oz, BBk 1 O _EHEHR/— &
SET LTZHRENL, 77 B REEEED 59.0%2% L MAYZENT #5-B#1L 67% CTh-o7-, &5
FIRICE S ZBIERIL, 77 B REHEBED 5.1%I12% L MAYZENT 52513 8.5% TH > 7=,
B 1 O MAYZENT #5888 TR O ERBOE P> HEFES GEBEK 10%LL 1) 1%, 966,
EBILE, EONT VAT IF—F¥ R THoT=,

% 312 MAYZENT % 5-BE D 5%LL FICRELL, 77 R/ KEEE LV 1% ERBERNE -
T-EIVER %2719,
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3 BB THESNBEWER (MAYZENT %5 8F0 5% ETHRBRL, &
BENRT T EREGERELD 1% EE»o72H D)
MAYZENT 2 mg 7R
BI{EH (N=1099)% (N=546)%
G 15 14
& I b 13 9
N AT IF—F ER- 11 3
i) d 11 10
A M IE 8 4
SN 7 4
FEEO E 7 5
T 6 4
RIR © 6 3
U fi g 6 4

UToEB0ICHEEEH L,
SEUR, ERORVEDER, BISWERICHE S BER, SEIRMESEN, SEMBEDETER, K OVLELZ X D EER
ERLE, fUE RS, SUREIE R, ASHEME R U, PRI mE R
¢ TI=VTI)NTUAT 2TV, y-IVE IV T AT 2T — VN, R LS,
TARGEUBET I ) NI AT7 27 —88MN, MBT ANV ERRAT 72—, FFEEMmA
8BS, HSRERY, IR AERY, FI AT I —EER
d  RMYEEIE, BISER, MR, HAEER
e AR, TAVERRAR, LR
£ DU M ONU R A TR
LT ORIER I MAYZENT #5885 O S%ARMITHEBL L1220, BBRENT T2 RBEEF LY
1%L EmimoTe  #EE, U U oSERBUME, ERERIE, IRER, EBEEE, AV Ry (B
EROEE) | HGE, K ONEEER AT,
ST
AR L ICBWTRBRIEN 7 T ARG ERE D 04%25F L, MAYZENT #5-BE Tid 1.7%2 %
Bl ZNHOHESEMS OFE, MAYZENT, UL 7 OMAEICEEL TW=0nE H»n
ERHATH D,
IR G5~ D g 558
MAYZENT #5835 CHEKEFEN 1 & (FEVI) DETFARD LT,

M B~ h

MR, EERIE, R ODGHELSDIME A X D, I RELERED 2.6%I12%t
L, MAYZENT %5 BE D 3.0%ICEE LIz, ZHHDHERO—ERIILETICE -7, EMZUHE
FE, BEICMEIERPR2VEETYH, BEWMZ2E L TS FERORRICERLHLS> 2L, I
BERHRITILINT B D i IR 1 O RER B O U 72458 O SFUWEIZ W CTREFICIAT %
Z &,

T

BB 1128V C MAYZENT 5. BF ICRENEERAE L N X ) —~ & o 7o B 235
BlU7z, #tho> S1P FAEISRICBE U CRFEMIESE DY 27 ERENHE SN TND,
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EYREER

PUESHK, RERESE, ILeEmsH

MAYZENT & HUlESE, SoEiReEsE, OIaBEmsilHl o0t IImes Sh T, Fne e s
TERDO Y 22738 5728, MAYZENT #5791 J O 534 THECEMIE, 26 o3EH L OfFHIE
EELTITY,

Fret) 22 B ER O & 23K B U0 B 2 23561, T I8N 22 6 B/ 2880 5 72
DIZ, ZH OIS OEREI R MERT 2 BET 52 &,

T LAY X T O MHER ORRE R ORI NS, 7 LAY X T O H#IZ MAYZENT
DO EBIRITHERE S vy,

MAYZENT [Tl % B A v 2 — 7 =n v X7 7F 7~ —FiEEO P ILEZICHGT A Z &R T
D,

PAREIRE, QT EEEADH A, LHALKBE T 2 kD H 2 EHA|

MAYZENT & QT ZEEAERH O B 2 3AN O IT R ST,

T ATa (F=Vy, TuhArTIRE) KOV 72N (T3IAXuey, YH¥e—L%E) ©

PIAREARERIL, mIROHDEBET LY —F K K72 b EBET S, MAYZENT O 5% 58
T AT, BRSEZEM LT HEMOBEE RO L,

DT 2 FINBS R EF O RTREMEN 8 5 728D, REENRIEMENR I STV 5D QT EEEH D H
LA, DHEGEDIER OB 2 VT T AF v FAFEGEE (XTI, ULFTELE) , X
I T B A REE O H AOEK] (A T TV, VIAXV ) ERGEROREIC

1%, 1@HE MAYZENT O 5% BiE L7, MAYZENT O 5% ZE+ 535413, LHERE
HoORWERI~0OY) Y Bz, IXIGEBMGBEFO®E ) et =4 V) 7 HEIZONT, EERE 2 E
ETAERMOE ZKD 5,

B EETIE

B HEWTZE & % 5-FF D FBF T MAYZENT OB G- 2Bih7 5 & &1L, #7220 ER R H 5
ToOEET DI &, MAYZENT O#G-FAARIC B B3O — R RIREN L ERIGEN D 5, i
FFHED MAYZENT 245 L CTW A EFEITIE, pEBEOBREZGTHZ N TES,

U g F R

MAYZENT O 5 R OE% 1 5 AL, U2 F O ENEEIT 2 /RN H 5720,
U U F o OFERERT 1 R & OEERRE 4 ] MAYZENT 2 {KR3K5 5,

FFALAET 7 F o OBREITRYYED U R 7 &4 WREEDN H D720, MAYZENT D54 K O
G THREAR 4 B FALED 7 F o OB AT 5 2 &,

CYP2C9 R (X CYP3A4 DRLEER 2453 5 KA

UR=F NOBRBEENE LENT 5720, TR D CYP2CO 7o RFLEMN SR /172 CYP3A4
DOIEER 24T 53K & MAYZENT OfFIIHEE S 2y, 20X 5 RERIOMAE D &
LClE, CYP2CY/CYP3A4 Ofi#E & FARPEICHEFE T 2IA (T vzt —u%) | IHRED
CYP2C9 FHLENER 243 2 38570 & hRLE D> B3R 172 CYP3A4 OFLEER %243 2 B oA o HF
BV 1ED,

FREEEE O CYP2CY BLEIEA #H 1 % 3AI & MAYZENT 204 AEI3EET 5 2 &,
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CTD16 SNEICHE T HFERAKREFICET HEH BAF312/Siponimod Fumaric Acid
W54 MAYZENT (siponimod) tablets, for oral use

CYP2C9 R (X CYP3A4 DFEIER 2 H T 55X

VR=F FOBERENE LD T 5720, FRED CYP2CY FHEIEM D)7 CYP3A4 7
BEHZAT DAl & MAYZENT OFFHIE, X TORETHREI LV, 20X 5 EAo
MAEDEE LTI, CYP2CY 2 FRREEIZHFE L CYP3A4 # 0 JICHFE T HIRA] (V772
i, TNV ) UTHRRED CYP2CY FHEEHA 249 234 & )72 CYP3A4 DOF
HBIEREA T HROEANOPHANH V155,

HPEREE D CYP2CY #BE/E 2 A4 2 354 & MAYZENT 20T B3 EE T 5 2 &,
CYP2C9*1/*3 K U*2/*3 i@in TRz A T 2 EBE TlE, PRE (EX¥ 7 1=/, =77EL VY
) L5 TI 72 CYP3A4 OFFE/ER 2 H 3 2 34l & MAYZENT OO ITHER X /e,

FEDEM~DEE

LN

U A7 DK

IEFIZ BV T MAYZENT OGBS 534 ) 27 1T L THEYA T — 21370, 3ios
— B ROWEFIRS IS I ASITIE, e b L2 & & MAYZENT iZBIRICAEE LR ES (7
— %) FRM) ) ET v N R OMRE Y Y X O AT A FIERBRICEBWV T, MAYZENT 2L %

IR - BIREME (T v FEOTHX) ROMEATEME (T v F) WRERTWS, KEfERHARE 2
ng/H) #HEEOE MEBERO 2EOHBETIR=F FEHARMREZE L X, Ty FTITER

BT ROMRITEE bR, WWRAEFHSREOER) OIS, v TEIE - BIERELE, i
P, FRROB K OCNEEBROBEEEMAA LN TN D,

KEO AL T, FERIICEES S NWZEIRICE T 2 BERARERET R OHEOHE TR Y A
71X, ENEN2~4% KN 15~20%TH 5, wEEEFIZI T 5 ER AR K OVEEDOHETE
T AZIIRHTH S,

BBy D7 — %

VAR=FF (0, 1, 5, XiFx40mgkg) ZHBERMOEIRT v MIROEE Lz & X, EHKHE
KOG (WL OVER) 1356k L7 EICBWTHEML TR Y, FHEREERIGIR
BEONTZDIZZDOHEOHRTH-T-, T v O « BRIEFRAICE L CRIER O M2 13 E
SN ot B L REHARICET 2 MERER AUC X, b hoHEHE (RHD) @
2mg/RIZBITHE FDOIREROKN 185 TH o7,

YAR=FF (0, 0.1, 1, XiE5mgkg) ZHREMKMOTIRY FFITROKEG LZL X, WET
FORE VB ROBEERINN, BB LU-REAEZBRSITXTOHETRD LN,
XD - JRIERAEIZET 2EWEH O EE (0.1 mgkg) (28I 2 MiEHRER (AUC) 1%
RHD 1275t hOREERE L VKo7,

RN SRAMEZ B L CHET v MY R=FF (0, 0.05, 0.15, XiZ0.5mgkg) %FFH&ELE
Lzl &, A2V THLE OB, KRERD, ROMERRAOIRBIE, R kEAREZR T
RTOHETRD ONT-, FREOEIMTIT X TOHETRD N, T v FOHAER KR OHAE
DOFEEIZBT B EIEA OB EIIME SR o7, R LKREHAE (0.05 mgke) 13,
mg/m? HAL TlE RHD X V&2 o 72,

B

U 2T OEK

b RO R=F FOFE, ZARIZKIET MAYZENT O, TR AR KT
MAYZENT O8I T 27 — X i3/, BHF T v bORBR TR =% FELO/ XLEDOMRGH
PIFLIF IS AW END Z L REN TN S, REFLA IR DR E K MR~ A 460k & REELIC
% MAYZENT DGR AL EM K O MAYZENT 3B O iR B sl RIETHEER O
AREM A BE T 2 L,
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CTD16 SNEICHE T HFERAKREFICET HEH BAF312/Siponimod Fumaric Acid
R7e4 MAYZENT (siponimod) tablets, for oral use
EFHAIRER LR OB
BELE
E-eia

MAYZENT O 5-BRAERIIZ, (EIRFTREZREicxt LCiX, RRIBICT 2 E KR Y A7 OAMFEM K
TN MAYZENT #¢ 5- 91 D) A 70 e D L BEPEIZ W TCE % = &, MAYZENT (3% 5- 41 1L 1%
IR SR THE TR 10 B0 D720, JRIBICHT HEENLR ) A7 13 G252 &0
5, VX Z ORI AR TR 1T O T &,

NR~DEE
INRBFIZB T DL MR OF RIS L TR0,

FEE~DOER S

MAYZENT OFGRRER TIX 65 Ll EOWREB N AR+ Th o722, L0 EFEOHERE DK
I EEZNDHDNEIFHTH D, EilinE & LV EFEEOMICKISDZEITBD HiL7en &3 B R
R L WME SN TWD, —RICEEE CIIITHEE, R, SUMEREOIR T R OPHFREX
I D FHNIRE- OMEN LV EW =, EilmE I S A EETEEICIT O,

CYP2C9 E=TE!

MAYZENT O # 5-B4aR1CBE O CYP2C9 B TR AZHET 5, AADK 0.4~0.5%K OMtLod A
FECTIT L VIRV CTA B L5 CYP2C9*3 OREHEST (472 b CYP2C9*3/+3 Bin /) @
BEIL, MEPIR=F RRENE L ERT 572D, MAYZENT i35 Th 5, CYP2CY
#1/%3 X13*2/*3 BAR T OBF T A =F FOBEEEDHMT 5729, MAYZENT O H&FHi 5
RN,

BEEE

MAYZENT Zi &% 5 L7238 TiE, BIROBEL OVEROBIENEE T, —PoORBHRELS
B35k, IR\ OME 2 ESHCRIEL, DERLBIETDZ &,

VIR=F NOERMMEEFEIITR D, £, VARSF NIBIT XTMIERHTITE A S RN
FRE SN2V, MAYZENT TR SN2 08T bae e X34 Y 7 v U iz X - Tl
BLED,

SETEH A

2019 43 H
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CTD16 SNEICHE T HFERAKREFICET HEH BAF312/Siponimod Fumaric Acid
Table 2-2 EU O & {T3XED B
MAYZENT 025 mg 7 A /b b 3—F ¢ o 7§
4 _ .
MAYZENT2mg 7 4 /v ha—7 4 > T §E
MAYZENT 0.25mg 7 A /b b a—F 1 o 7§
LEERIZ, Y FR=%FF 7~LlBEzEHFTH (FR=FRFELT025mg , ERFENMHE L
N T, 1EEPIZ, FAES73mg (—AKFE LT) ROKELYF L 0092mg 2 EHT 5,
" MAYZENT 2 mg 7 A /b 5 3—5 ¢ o 7§
1EEIS, YR=FE R T7<LAMEEETS (VR=FERT7<AMELT2mg) , ERENSE
LT, 18I, AFES73mg (ke LTC) KOKELYF 0092 mg 2 8H7 5,
MAYZENT 025 mg 7 A /b b 3—F ¢ o 7 b
HWOREOITTRBROMEEMNT 4 Vv bha—T ¢ 78 (BEEK6.1mm) T, FEIZ/ /ST 4
. Attowv =, b5 —HomEc IT) EHFIRTND,
RIA| DOVEIR

MAYZENT 2mg 7 4V A3 —T 4 > 7§

FNEAOITTHROMEmN Y v bha—T ¢ 78 (B 6.1 mm) T, FEIC/ 2NV T 4
Z2ttowv A, o —FommZ M) LHFEIRTWD,

ZhRE - 2R

PR3 SUTSIETE B E O WG U &0 fER S o RSB E 2 A3 D A O SPMS

Wik - &

UR=F R, ERMEEDE RIS LIZEMOBEE F cRG2mT 52 &,
B 5-BHAARITIC CYP2C9 ORENEM: 2 Il 5 7=, BEFE D CYP2C9 Dz R ZHETH I &,
CYP2C9*3*3 Z{RAT 5 HREFEITIE, v AR=F REHE5E LRV &,

CYP2C9 #2*3 X|T*1*3 Z{RA ¥ 2 & OHEEHERF H EIX, 1mg (025mg & 458 o1 H1EK
5ETh B,

ftho> CYP2CY & TRl A RA T AT R TCOREOHEHEHAREII 2mg D 1 H 1 HHS5TH 5,

by

Fh5-Brsk

Behix s B OMWiEE MG T 52 L, 1HBRO2HBIZ025mg1 B 1B 5 CTHLAL, #
WT3HHBIZ05Smg%, 4HEIZ0.75mg, SHEIZ12Smg% 1 H 1EHRES L, 6 HHEMMOHEE
AROEGZBGTS (R1BH) |

BHRMGER RO 6 AL, HLE1 AHEZHRNCSUIFERIC T A 1ERATS 2L,

#1 HEFFH B £ ol Ak

i 0 i Wi &
1 AH 0.25 mg 1x0.25 mg
2 HH 0.25 mg 1x0.25 mg
3 HH 0.5 mg 2x0.25mg T
4 HH 0.75 mg 3x0.25mg
5HH 1.25 mg 5x0.25 mg
6 HH 2 mg! 1 x 2 mgl M

LCYP2C9 *2%3 XI3*1*3 R AT 2 A OHEREHEFHEIL, 1mg (4x025mg) D1
H1mEELGETHD, 5 HEIZ025S mg Z:B8M8E LT, BEOLEMEICHIEITR
W,
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CTD16 SNEICHE T HFERAKREFICET HEH BAF312/Siponimod Fumaric Acid
MAYZENT 0.25mg 7 A /b b 3—F ¢ o 7§
4 _ R
MAYZENT 2mg 7 4 /v 53 —TF 4 7§
THrEE A1 H O R EE
IO 6 O SHIFPICHMEELZ | BRELZGAE, FH-cEEoRs 1 HEMLHE
BT A20END S,
6 H B LA DOIRIE
WL 7235808, RORTEOFRMICEET S L, TOB, 2EOAEEZEE LN &,
MEFFHEZ B G PR L2% O
MEFFFHEZ 4 B B U TG L2541, Bz ek o 52 BT 208N’ H D,
KR Ze 4R
TR
VAR =F FOBRKRRBR TIL 65 L EOBEIZEE ST, 61 E CORBERBREIN, Ein
FIZBT DEEMEROBEINEDT — 2 B4 Tldnizd, EmE I UEEREICKRETHZ L,
BREREE A H T 5 B
FEPRIRIRBR OFE R D, BHkREIE 2 H 9 5 B ok LA SRS O LB I1T 200,
[FHgRelRE 2 H 9 5 BHE
UR=F R, EEOMERERE (Child-Pugh 7 7 A C) OHDHEEIEE L IR by, 8%
JE TR E O IFRERERE E D & 5 BF I LA BRSO LEIT 20, #EBIAERCITH0ciE
BETahz L,
IR
0~18 D/ NE R ONEFEMEIZEBIT 5V R=F NOREMEEOHEIMEICET 2R BERIIEONT
BOHT, ML TR,
55k
UR=F FIFAM IR HZ ISR AKRES 5,
T4 ha—T 4 TEEIFK TR AATe Z &,
e o KFIDOHEDRS, B —F vy, KE, XTIV Thromnmicxt L CRuEL A+ 5 BE
o TUERBIEEREDOBE
o WEITHELHEMAEMMEILZZ V7 b oy b AVEBEER OBEEREN O 5 B
o JRENMEIEMIEEI OB D BRE
o  HFEDNREREREE (Child-Pugh 7 7 2 C) Db 5 HEE
o JHE6 » AT (MD) , RNEEPE, MEAET —@MMEmIE/E (TIA) , FER
BHLARE (ABRREZVLELTLH0) , XiFd=a—3—7.0EHES (NYHA) 7 T 2
II/IV O AR &% RIE L T- 8
o N—AA—F—FEELTWARWESIE, Ty VIS 2ERES (AV) Tuyr, #3
EREE7av 7, ME7 0 v 7 TR SIEGEREOMEN D 5 BE
o  CYP2CY *3 i#fn T RO KR TR (CYP2C9*3*3) DBE (K{LHTE)
o ITLhE K OGN 7 VL Al L TN W EEIR rTRE 72 ok
BRI R | BAE
O Lok | BIED Y X7
=3 SAEZE R, RMY v oERE A R — R T A ED 20~30%F THEEFICIKE TS E 5, =
XY VRO Y o R D OB EMHIT A Z LICK VAL B,
DD, VAR=F ROGRERIZHTAIERIL, BIED Y A7 2 KI5 [0EERH 5,
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BAF312/Siponimod Fumaric Acid

%%

(a]E)

%

MAYZENT 0.25mg 7 4 )V A2 —7 4 7§
Mmzmwm@74wA:~%4y7ﬁ

BeHBRMGATIC, 8% 6 » A LN XIIRTEROF L O2MERKEERE (CBC) #R&THZ L,
5 ?é)n:ﬂ;ﬁé’] CBC OFHliZAT 9 Z LR S 5, BRRRBRIZIVNT, U oSEkifasct s
<02x10%L ZR L2 BEIZH LT, YR RZEELL, 207, U RERH<0.2 x
10%L DR SN HEITE, HEZ 1mg lIZBETDHZ &, % VAR=F Flmg Z#5 LTV
D RBEFIZEBOTY Bk $5<0.2 x 1091 AR SN T5E81E, v FR=F N5 2 HriL,

06MW&KE@Lt%Kvﬁ:%F@&%ﬁ%%@ﬁ#é

HEOIGFEMEEIIED b 5 BF T, TOIERPDERT D E TAAOR GG ZIEH T2 2 &,
AHIOFEBIER CRIEIL Y BRI T SE M%) 13, &REP % b RE T 3~4 @8I
AT 2R H D720, £ OMITERIYE DR Z kT2 2 &,

BEIE, BYHEOERNED bNHEE, T ICEMCHET 2L 58S L, Kh5T
VT EGIE DR 3 FE &’)?ﬂht%%‘f , IRENCDW S RIRZAT O R b 5, BEICEE R
W”“f“#%‘éfﬁbf’ B, VAR=F FOoRGTWEEET L L,

VR=F R T U T hay b AEREEE (CM) OEFINRE SN TND, o7 Ty
1-U P (SIP) SZAMEHHEIEET, CM OREFINHE SN TWD, CM & —ET D5Etk & O %
BET5RFEICE, Hb _D/LﬁH’Juﬂaﬁ%ﬁo_é: CM BB ENDE T, VR=F FOFKG &K
9%, CM EZWran=5a0E, MURIEREGTDZ L,

VAR=E ROR T 1 7T AMIBWT, ETHESEEAEMIE (PML) OREFITXHRE SN0
7278, Moo SIP ZRMHHE S CHE ST\ b, [ERilE PML & /RE3 2 BEE R I ERE
Rk (MRD FFRICERET S 2L, PML MR ONLEEIT, PML BB ENE ETUR=
T RO EKRIET D Z &,

VR=ZFE RO T BT T AT, ~ARRATA LAY REEIRIESHIERICE DK
WRIEZ A VA [VZV] BEFRO 1 FflEETe) OEFADHRE SN TND, KEDBEERE
BliC X THER SN TWARWERE T VZV IS T 52RO T B0 RER 2 VWBRE I
1L, VAR=% FOBRSBIARIIC VZV FilAREZI1TS> 2 &

TR

PUAREME BB, v R=F FOBRSRIBRNICKE Y 7 F 2 O2BEO T HEE 21T, 0
%, TPOHERONENTIICEHND 1 » A TREGBBEEY T2 2 LR HRESNR S,

YAR=F FOEG PR OB G/# T 4 W, 5898 LAEY 7 FroffEaget s 2 L,

VR=F FOBERIZ, U7 FUBRMONRNITT D WREMS H D5, FHEIIR D 7 F o O
AT 1 A M O 4 BRNIIAAN AR ST 2 Z R SN D, V7 F ROy R=F
RO$G %2 Pk 28803, REFHMEL BRI Dtz B85 2 L,

PUREIEEEE, Sy i 8 S e B A O OF ¢ 5
PUBESE, SRS UIREMHF (avFaxTof FegTe) 13eERICT N7
EHO UV 27 B H7, AL OFRITEETDSZ &,
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CTD16 SNEICHE T HFERAKREFICET HEH BAF312/Siponimod Fumaric Acid

FH PV NE

IR T, SRERZ D UItEb A WEBREOREEE X, VA= N&5EE
(1.8%) OFNT 7 vREEEE (02%) LV bE1olz, EHOKREBIIEEGHGE 3~4 »
AMICHBL LT, 207, #58E3~4 » ABICIRBFERRAEEITH Z LRI 5, K
BEFMEOEFNT S HICEMIBZES LEBFIZHRIA L VLo, BEICIIVAR=F FOKEH
ITRRICEED HIVTRERERE S 5130, HHE2EOREORELIT S 2 LBHESEI D,
EHREOH HBEITT, FETALETYR=FE FORELZFB LAV &,

PEIRIE, 5 & Mgk, UMD MR R A OHEDOBE TN & 5 B T, FHEEEDO U 27 53
WRTDHAMEENSH D720, VA= FORGFEETLIZ L, o 0BEITE, #5684k
\CHEBREA T 2 2O OIRFHEAIRE 21T 5130, VAR =T FO&KSH G EHNICHREEZLT
)T EMNHEREIND,

HBERIED BE ~D VR =F RO GG OV TIERHIi 217 > Ty, B I HBERIE D)
BLIESHAE, YAR=F FoRGEPIENERSND, FEEDO Y R=F FORLGHEHOELRIZS
WL, Hx OBEICR T DBENRARME L fEREZ BB L TRET 27T 20 ERH D,
IRIRMEAS IR

DDA
VAR=F FOREHMGIC LY —I@BYEO DB 3BT 5720, 6 A BICHERIH BICEIET 5
WL Z N 5,

VA G4%, 1 RIS OB LG, 1 B BI3EE0 05 3~4 % IR & B+
%o Wi AR T A2 LIcL Y, ZoBbLLMAKITESIEP L, 5~6 HAIC1IHE (WX—2
FA4Y) DokbEOT D, B5%OBANOMRHOAE (BERTEE) 121 B BRICERBED L,
¥)5~641.4r (bpm) WA T 5, ZTOHROEEZDOLBEOBWNT LV /NS 25, FEEHE
BT AZ LICX 0 OHEIZ 6 B BUBRICHIN LAY, BEBIMAE 10 BUNIZ T 7 B REE# O
DR L~ L e b,

40 bpm % FEIZ DHEITIE L A EBEE SN2 o T2, BIREFEE LI- 85 I L CEAEEET
HoTe, B DBEITEEN S PEEOFREINE D F U K OFE LI EZ O REIRSF8S S vz
23, ZiH OERIE 24 R UINICEIRE CIE R Lz, SEBEIDGUT, Y R=F RTHER I
DHERAL, 7T hevtrXia Y FLF U v odERnELEIC L > THE LES,

BELE

VAR = ROEGRRMEREZ, FREMWUE T oD EgED & RO RFRIFRGE T Bt O B SRR
FERFRD BNz, BREEREDIF E A EOEFTIEE | EESE (AV) 7uv s (LERXTPR
MROIER) & L TR DO, KRR TIX, HERBIEHIEE O 1L.7%ARMICE 2 ERE T
a7 RHELIEN, @, T—Ey Y1 (TN R Thoto, BEREIE,
—IEPEDOMIEMENE T, 24 BERILINICIEA L, 5 IRTMNE R -T2,

—ERDBEAF DR BRD B D BE~DOF GBI B 5 HELE
PUFDLRENH HBEICTHONTIE, FHEE LT, VR=F FOYEHKEE 6 BRITRIRDOMEK
R OERZERTD &

o JAMEIRAR (OA%K<55bpm) OB B BE

o WIENEFE 2 [E—byVIH] BET7uv 7O EOH D HEE

o DIHEEOEEDH HHEE

o R4 (NYHA 7 X1 RO) OBEDH 5 HEE
INHOBE T, BEEIROBEHBKETRICLER (ECG) #HET DI ENHEREIND,
B G AB ITRARME R AR U B B AS R B L1235, U5 6 Fi o LB TF
QEFENLVEEDOREET v v 7 BHEHUIHBL, XL QTce 23 500 msec LA FIZIEE L7286
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%%

(a]E)

%

MAYZENT 0.25mg 7 4 )V A2 —7 4 7§
MAYZENT 2mg 7 4 )V 5 a—7 4 JE

X, EUIREBEAEBE L, R PTRNERT D E TR T 5, EYIRENSLE RS
X, —BE=FV 7 EkEL, 2 HBOEE®KL 6 FFE=41 7 %179,

B DR EIIFE LWRIRO Y 27 B35 570, UTOBRFIZIIVFR=% F2&E LRV
ze:

o JERMEBRIRUIFERMED KM OBEEN & 2 B3

o L hE—AINTWARWENIEEDH S HBE

o EHEDORIGENEIREFWIES O & 5 BE
IO D RBETIE, VAR=T FOBRSIIHG SN FEENEBENEREE ERIZ 550
HEEL, WGBABANCRERE=F Y VT HEEZRET D120, TERSEHM T HERMOB
SERDD,

Thorough QT FER TIE, #FH L WEHEMZ QT EREMIIRINT, A =% NZ QT LR IZH#
T OAREARFEIE L 220, BEFBIC LY, BEEH I OIEEA L, BRI QT MR E 2
FHT LN H D, VR=F N, ZLWVQTEE (QTc>500msec) 2 5HE, X QT
TERAEA D& 5 ERNNEE SN TV HREICBWTHRHNER TR, BRICE LWV QT EENH
LHERE, I AREIREEN M STV D QT ERIEA DS 2 HANEE STV D EEFICY
= ROBEERHFNT 2561, EEHRBANCEGRIBRFOR#ERE=42 1) 7 HEERET
2720, R EHEMETIEMOBEZRD D,

VR=ZERNE, V7A@ (F=Vr, TubA T IRE) X7 T7AN (TI4Fay, v
A —/V5E) OPIRENRIED S LB I REER D & 2 BB TR 21T o TWhig, RIkOH 5
BEA~DZF A la K7 72 M HPABEREOKERTIE, M —F F A7 FBAEHLT
Wo, VIR=F ROKEBAIC L0 DHEBRED T 5720, #BE5BARIL Zh b OZER 2 O
HLAanwZ &,

FERFRER CIEL, VAR =F FERGEFIZBWV CUAEBMER O H 2 Lo 7 5F v FAEFIER

(RFRIy, IVFTELE) UL T 5 REOH 23R (T F7P0,

AR TUE) ERETL TV RN, TS OEFEZFRE R OBRE~D L R=F RO AR
HRLN TS, VR=F NOELGBBRHCZ NS OB AT &, BEEORIRE LT v
v EBIERITEBENSD D, AR 2N ERH O RN H 5720, Zh b3
K a2 ZEEHOBFICE, BEVR=F FOESZBHBE LR, ZOX I REFTE, YA=FF
OFH T SN D B IR EAER 22 Gt % ER 258 0HRBETDHZ &,

VAR =F FOREGRHIGIHC LRLOER O 1 SOMHEEG 2 BT 25518, DB ER O 72
WIAI~DOE Y T 2, IR GRRMREOEY 2E =2 U » 7 HIEIHONT, fERGEZEM LT 5
ERI OIS 25K %,

BUEMTERDFR 5P R =F P2 Bk E45 &, RIREAEIRICST 2ERA XD HECH S
b, HEFFRO B2 B 5 OBRFIZHOWTIE, KK B 5-BRARHTIC 25 D34 TR
T5Z &, BN BIERERAELG SN TERY, LRI 50 bpm 22 25461, vR=
T ROHFEEBELTH LV, Z8ELHIEDS 50 bpm LT OEAE, N—2 T4 OO0 HEN
50 bpm ZHAZ D £ TP ERTIAZIRIK L, TOB% I R=F FOFRLEZBHLTH LV, pilElrEo
5, YR=F FZBEOMRAES CEE L-RICHB LT LW,
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MAYZENT 0.25mg 7 4 )V A2 —7 4 7§

R4 _ .
MAYZENT2mg 7 4 /v ha—7 4 > J§E

JTH&AE

VIR=F OGRS, i (T72bb, 6 # ALUWN) O T AT IF—ERUOE I LY
MEEHERT D L,

EIAERRICBWNT, 792073/ 5027 x25—F (ALT) XIITANRNTEU@T I/
N7 A7 x2Z—8 (AST) MIEHR LR (ULN) @ 3 52 L= B#F 1L, 77 eAh&b5 85T
1.5% ThHoTeDiZxt L, YR=F F2mg x5 EETILS.6% Tho7z, MAKRRTIL, BEITE
W RO 3 FA B CEA U CHSREICEET 2ERR S b i=Ee, Xt sEaBx T EE
LA 352 ik Lz, IR CTIE, 3 XTOHR IO (%R bR EOOE D%
- Lz,

FTHERERR E 2 N3 D IER DY & b b I B IR OBMA 21TV, FLWITRERRD b
HElclE, YAR=F FoRGEPIET 52 L, BEORRIE, FEFOMOFROAES, &
FH DGO M & ATHRERRE S BIE T L fEMEOfEhic & 0 Hkd2,

BEEORRBD & 5 BEIZBWT, HERERAEE LA RRET 2V AV BREL 25T L &R L
72T =230, FLWHERBOBERNS 5 EBEFICE, vR=% NEEEICERETDH L,

P i AN I

A2304 FRERTIL, LM 03 e & B O @ VB TH Y, FBRILVAR=F F2mg
BE (1.01%, 124) RO 7R (1.23%, 76) EbEBETHS EREINE, LHALYR
=F N5 RZEROH| O SIP iR 2 EHKR GO BRF BT, BAELETetho /g EME
ELRESN TS, VRS FREBRET, BETSEOARVIRETHEICES S Shiant d
WCHEBETDZ L, INOHOEFITIE, UV-B B X PUVA YU LSFEIEIC L B2 0t L
RN L,

T T & 2RSS RE PR P

fDA7 A 1-0 U (SIP) ZARFREISET, witkEt D BEREERRE (PRES) DHEH]
NENICHE SN TS, VR=F FOB¥E 17T LA TPRESITHESN TRV, ViR=
F REZGEHROBFICTHTE 2RO i GREkEE, 178024k, REMHEE
JIBESE, XIXE OO REMEOMERRER, Bk, UIBEBENTE EF 2R3 25N HEsE)
SUTAGR R RER O BAL N B S DI GEIE, B BICH R K O EAME 2 5 E L, MRI
MELEETDH L,

VR 2 B BN E R D HE S N Y TR h

OB EMEMFE N SE) 0 2 250, MR 2R MmE e 280 5 & & bis, FRBOFR
DY AT /MR A 272012, 25 DA OB R OEREF 2 BEE T2 L, YR=
F FOFRERMGATNS, RMIMY >/ BE (CBC) ZHIE L CTRIGROLEIFIER (T72bb,
MERGEAME) AHE LT Z L2l T 2 2 Lnfliian s,

UMfERICEIH SN TND T LAY X< 7 OREIHIEH OFE &R ORI NS, 7L AY X
<~ T OHE#/DYIR=F ROBGFBIIHER IR,
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%%

(a]E)

%

MAYZENT 0.25mg 7 4 )V A2 —7 4 7§
Mmzmwm@74wA:~%4y7F

SR RILEE, pA VST =0 IR TF T~ BRI PRI kA 5 = 25T
x5,

L ~0D g 2

HHNTa L b —L ENTWR W EIIFERE B TR REBR ORI RN SR L2, a2 ba—
NENTOWRWEMEERFICUVR=F 2R 5T 25803 EENBLETH D,

SPMS BBE Z Xl g & L7256 T HRBRIC B W CllE Sz s E O BBE 1L, vAh=% g5
BE (12.6%) OFNT TR EEEE (9.0%) L0 bEdrolz, YAR=F FOEHEIZLY, &
LBARATR T B IGREI R ORI =S ER-L, BE25H8 6 » A%IChmICBIEL  (IUHFEY
3mmHg, LIRS 1.2 mmHg) , ZFO®%ITLE L THER SN, Z 0RBI IR 52k 5 & i
L7,

VR=F RO FITMEEZEYHCE=F—T5 2 L,
CYP2C9 Efs ¥

VR =F FOFEEHMGATIZEE O CYP2CY OBE I ZHE L, CYP2CY DHHIZRET 5 =
Lo CYP2C9*3 DR THEATIDHEAE (CYP2C9 *3*3 : AA DK 0.3~0.4%) 21T R=F F&#
HLTERben, ZTNLOBRFICVR=F Fe&E5TsL, MFEFR= FRENELI L
9%, CYP2C9 *2*3 AT 5HBE (AAD 1.4~1.7%) KUO*1*3 2{EA+58E (AQD9
~12%) TiX, ¥V R=F NOBRBEEOHEMEEET 5720, HEEHERFARIT ImgH TH 5,

JEHR T RE 72

MRRIZU 27 BB BT, viR= %kiﬂ%&vﬁm&ﬁﬂ&%ﬁmwa@wﬂ%T%&ﬁ
Kiﬁ%f%é Be5BRMANC, R ARE R ISR IR T 2 20 U A7 12O TE L,
IRBAER RN B Th D = &%ﬁ L,&5*&0&5¢¢%mauimﬁﬁﬁﬁ%%%ﬁ
IMEND D,

VAR=F FOFE5H Ik

BWEROY NY v REeSOEBOEEOMER, tho SIP SFEFEFKOFIEZIZENICHE SN
TW5, VAR=F ROZEGEHIEBICEEOEE OMENEE T L EEEEZET L, vFR=
E ROFEGHIERICIE, BEEOMENREIT 5 ATRetE, XId@EEEEEME~O R ICBE T 51
BEZHOWTHERFEEABE L, NEICE U CHEbRRRERGET 52 L,

UAR=F FEHEEGPIER &R T 10 AFLPICEFT 5, ZOMFEPICHOIER OFE 2 Bind
5L, VR=F FICRKIREET S Z LT D,

SPMS #EDRHy (90%) Tix, U EREuIF G-Ikt 10 B LI IER&EHAICEIE L7,
UL, AR BRI FERSE O 2 DAEE, RdRG % bRET3~4 1
FIRfET 2 ATREEDS 0 5. Z OWIRINIC R IHIA 2 592 &, BRI 2 E- LT
AREMED & D720, Ik 3~4 BRIEET D 2 &

1 {5 " E R A~ D 3
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MAYZENT 0.25 mg 7 A /L —F 1 o 7k
4 _ R
MAYZENT2mg 7 4 /v ha—7 4 > J§E
VIR=F R oS~ OB 2 LTl ) SRR D S ST, VIR=F R
BHBREFEDOY VR T2y N OIRREZ T S 72 DI KM Y BRI AT A Z S IXTE
2N, RRHIL Y 2 SERE OB D=, KR MR 2 6 S BRI, EE LY LS
< DIMKEERLILL 725,
LY
AEEFNII KRG L FUoNEGEND, E—F oY T KGITK L CBRBUEEZH T 5 BEIITTR
=F FEELE LN &,
AFEANCITIFEN G TN D, TNREENEETCHDI N T 7 b —ARMHE, #7272 —EBRZIE
I va—A « BT 7 F—RARINR BIEDBEIIIAF ZHE L2 &,
szl L oo | PUEEEE, SopFgaiise, U3 erEanmiAl
FIEMEA KO
TOMOHE | R = R EHIBEE, R, IeEmiA oM S TRy, AFE Znb
1 DHEFN O PEF B -0 B OV Z S DIFN OB -4 T HECARIL, FMBR S ERO ) 227 0365

T, b QA L OGRITEE LTIT .,

7 LAY X< 7 OB ERIZEOE ST 2 EIHIEH O R K ORI N S, #x DR
BT 2 BE5OFBMENERMEZIF L EE D EEERE, TLAY AT DORGHRIZVR=
E REHESTL 2 LTRSS,

PIATENREE, QT IERAEM O & L A, LA AS B % WREED & % K]

DT MBS EF O RTREME N B D72, 7T A Ta (=Y, TabA T 3 K%
XiZ7 22M (T IA Xy, VYEo—/E) OFIREIRE, TEIREMESF O TS QT A&
EEROH 58/, DIHBIER O & D V27 LF v XNAFEHIE (RS, DLFTE
L5 SUT DB T D RO H D MMOEE] (AT TV, VAR ) BREH
DOEEIZIE, VR=F FOBREEZFB LR, ZHOHOEF LV R= &2t LzLEDT—
ZIELN TR, AFIOERERIARHC 2 S OANZ T 5 L, BEEORIRE LT 7 v
I BT D AREMEN D 5, DRI DI R ER O RREMA D B2, b D%
BHEROBEINL, BEVAR=F ROBEEZHIG LRV, VHR=F FOREZ2ZETIHEIL,
DR AMER O 72 0 BEEI~DE 0 B 2, UTTARBER O 2t =4 ) » 7220, fEER
WEHM LT HEMOBE 2RD D,

iRUALTE S

B W DG 221 TV D BEIZ Y R =F FOREGZBMGT DB, DB 51
MEZAER R o D T2 D EET 20BN 5, BEEIEIE, HRFHEDO I R=% F&z&RELTWVD
BEICEREGEZFRTE D,

HAOHEA ZEERBRIZBWT, Y R=F RO\ r 77 ) a— &S5 OBREERHER %
M L7z, AR = RoEyEhie SN EFIREOREIRE T a7 T ) a— L E2BN Lz
LHOREERMERIZ, Yur7 ) a— L o3y 3 ENERREORERE TV R=%
RZE2EM L7Z384E HR ICKTHMIAIMER) & L TENIE CBEE TR0 > GRINESTE
A
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U F R

YDV 27 S WREMENH D720, PR=F ROKEP R OGP 1ED 4 8% £ TIE, 9
FEV 7 F o OBRITRT D Z L,

VAR=F FOKRER RO EGH L0 4 WER E TIX, V7 FoEEORPEETT 5 /IRErH
Do UV F AEHERT | BH R OEERES 4 B SR =F FERE LSS, V7 F oS80T
B LRnEEZBND,

O FHA > AN = FOIKYEREIC B A KIF 9 Al

UAR=F FiE, EIZF FZ2—AP4502C9 (CYP2C9) (79.3%) °F k27 v—.A P450 3A4
(CYP3A4) (18.5%) AL TR#END, CYP2CY IIEETF LM e AT H3mREEETH
Y, CYP3A XI% CYP2CY9 DOMHENEMXILFHEIEM 4 A 3 2 A OIFE F T OEY MM AAER
(DDI) %, CYP2C9 OBEBTEIZ L > TTRT 5,

CYP2C9 M T} CYP3A4 DFHEVEM &2 A3 % 35

UAR=F FOUEREENE L HENT 570, FRED CYP2CY M2 HFFEEN iR 7172 CYP3A4

OEEAEZAET A E o AR=F FOJFRITHSR SV, 20O X5 REXIOMAGDOE L L
TIX, CYP2CY/CYP3A4 Dfi# A HFEEIZHF T 23K (Tt y —n%) |, UIHRED

CYP2CY FHENEH 2/ 7 2 Al & FREE N 58172 CYP3A4 LEEH 267 2 B0 ZA OO
HV1E5,

CYP2C9 *1*1 {23 AEEWEREIC, 7L aF > —L (CYP2CY % HFFLEE /CYP3A4 %88 7110
P29~ 2 3RA) 200 mg/ H OEFIRE TR =F N 4mg ZHEfHKEEGET 5L, vR=% KoM
HRRE-RE AR TR (AUC) 23 2 580 L7z, BB ENiE (PBPK) €7 U > 7 % {HH
U 7= 3 HAE R O RTREME DRIIIC L D &, CYP3A4 KX CYP2CY DREEM AT 25 & OfEd
DA ZHE LTS, CYP2CY *2*2 2R AT L BELIRE, HOLDLIBIETHAERET HEET
VIR=F RO AUC B RT 2N 5 L FRISILD, CYP2CO*2*2 Zrfi T % & T,
CYP2CY9/CYP3A4 # FREEIZFHET A E AT D L, AR =F FD AUC 2 2.7 {5H#mM4 25 &
THEND,

CYP2C9 K T CYP3A4 OFE/EMA 43 2 3H
VARZ=F RiX, CYP2CY9 MU CYP3A4 OFENEAEF T 513 & A EORHOIA L IR S
HAREMERH D, L, YAR=F ROBREBEENBD T ETHINDTD, VKR=F KZUT
DK L PERAZE T DHA1T, BEOZYMEROIEN RIS EEE T L
o  HEETEIIHID BT, TTOHRFIC CYPIA4 &R ICHHE T 5,/ CYP2CY % FFEE
WICHET LA (W R"~VB s 2 RE5T 554
o CYP2C9 *1*3 X|T*2*3 Z AT 5 HEIC CYP3A4 2 TFLEICHEE T 25K (247«
=) R ETDEGE

PBPK €7 U v 7 %M L= EEH O AREEDFHIZ L B &, ZRHOHRME T Ty R=
EROBBEENE LLWO T2 ENTHEND RKRKTENEI 76%K N 51%) , CY2C9*1*1
ERAETOHBRETIE, YAR=FFR2mgH% U 77 (CYP3A4 Z581IZFHEL, CYP2C9
ZPRREICEET AHAD 600 mg/H EOFAZEET 5L, VAR=F F® AUCuus K Crmaxss 23C
NZI 57%F O 45%80 LTz,

AR CREAT K
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CTD1.6 HEICHE T HERAKRRFICET HEH BAF312/Siponimod Fumaric Acid
B0 4, MAYZENT 025 mg 7 4 )V b 2—TF ¢ > 7§

MAYZENT 2mg 7 4 )V 5 a—7 4 JE

UR=F REOPABEICLY, ZF =LAz A T IF—L « LR VA A N LIVELAES 1 5BET
IEOFEWYERE K O ) FHICERR ERRE & 72 2 BT b o Te, T 072®, fEL7zfkn
BHEROA ML R =F FEED HHEE Sz,

o7 a F AR 7 EE T B N RHER 2 O AR EERRBRIIER S T ng, v
R=F MR ABHTEOGINEICEE L RITE RN EZ2 HNS,

e, AR
B ORI~
Dl

BENR AT BE 7 £/ A M D RELT

VAR =F NITARRRHEE A L TORVIEIR FTRER RIS THh 5, 207w, MEIRA
BEZR MR G- 2 BlAA T 2 RS, IIRBER RVRETH L Z L 2R T 248N H Y, KIRIC
KRRV A7 BELC D AREMEICOWTHICiil T 5 2 &, MR TR kL, v AR=F RO
Gl O 54 10 A UL RISAZREHEEZ1T 9 2 &,

AR RIIEMA T EHE 7 m 77 M bitficn T g, ZEBEICYR=F F2L5T5
AT O G-HIE, 2D OR &2 IAT L RT U R 5720,

IR Z RIS 572 VR =F ROEG2TIET 256818, KEREMEIFRT 2 etk 2 Z 84
ZD Z ko

3R/

MgaxtR e Lo AR =% FOEGIZET 7T —ZIXF L A E/ LT, EBERTIT,
VAR=F Fidt MREEETHS 1 BHE 2 mg IZIEHT 2@E L~V T, 7 RERTHXT
IE - BRIEFHNE, T v B O - JRIRET L OB UIRIRHE 2 S 25595 2 L5
ENTW5, i, o7 1Ty 1-) VIS RETIEIERO R COM ARG, (RS
WG LIZBE, BRREREFFEO U 27 BN—REMICBIT D RERLV b 2 EFE0 2 LAVR
7=,

LIz o>C, RPIISR=F ROBGIIESTH D, v R=F N, ERZ§HET25 10 BLL
EFENCHIET S 2 &, VAR = RGPS LMENEE L7541, BEE2PIELedidnbi
VN, ARFIEEICEE L TR IICERER LS ) A7 IZOWTEZNRME 21TV, BERMAE L
FEhETHZ L,

=3

UAR=F FTTOZER#Y S & FRATICBITT 0L NI AHTSH L, YAR=F FAD
ZOMREWIL, 7y PO TIIBITT S, RATII I HR=F Fekb Lo &,

MG HE

VR=F FOE FOZIRE~DEEIZOWTUIFMEEIT > TR, YR=F KX, 7v hED]
P OREO LSRR, XITT v NOZIREENRT A —Z B RIE S 2o Tz,

F B B S S
UM R RE

)
FI~D 5288

R = R E B HER & OBHERERE I B 2 D BT AL Wy, o Th I bTnTh
b5, LML, VAR=F ROBEGBAEFIZ, ZEMED T WRIFICRE TN b 5, Lizno
T, BEIFVAR=F Fo&GEY B IZIE A B) B0 EEE IR OB EEZ BT 20 ERH 5,

e

wEeEWTa 7 7 A VO

R OEIVEEOEWEIEMIL, R (15%) RUOmE (12.6%) THo,
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CTD16 SNEICHE T HFERAKREFICET HEH BAF312/Siponimod Fumaric Acid

BIEA O %

BUWEA % TN OB BIRSEN CTHE SN, HERREWLONLIEIRT, £, i
TNORIERIC KIS T A HEE OS5I, L17<0>%%BU IZHESWTRT  IEFICEHE G110)
AR (>1/100 22 5<1/10) , EAEEE (>1/1,000 2>5<1/100) , Fi (>1/10,000 7> %<Nme),
FEFITEN (<1/10,000)

K2 BIfERD—5E

RYUER X OFAE BE
R EESE
B, BEHBIUCHEARHOFEY @RBIUVRY —T280)
B | 5 794 MIERSE
Mk L NY v REE
B | U R
PR RIS
e\ E SF
A FFENED U
SRS A
ik
RREE
AR | BHEENE
DRRE S
T 1S AR
BE7uys GF1ERUE2 )
MmEREE
IR BB |
BIERE
T 1 ol
T
ERRB L OEAAREE
i | VuRR
—f - REEER X OB EBMORE
T 1S ARG V2 N
)9
BB
e 1 PR RER A fiE 157
& B iR HE R A A

BHR L 72 BIFEAH O RSl
JE%

YU
SPMSHEF & %4 & L7 SBIHRERIC 1) 5 BYYE DFBLRIL, v R=F FRGRFR VT 7€
R GBRE L LRIFRETH-7- (FNEFN49.0%, 49.1%) . LL, #HREBORERT, VK
=% FR5EE 2.5%) OFNTT7vRELEE (0.7%) L bEWERESINT, FBIHERER
DR 59— T, 7 U7 oy b AR (CM) OEFIR#E SN TS

>f>~

BBV

HRIEEORBRIL, v R=F NEREBRE (1.8%) OFNT T RELSEE (02%) Lo bEH»
STz, JEBIOKE 31T R =F RO 5BE#% 3~4 muw WCRB LN, VAR=FFRZ 6%
ABHEEG LT EETHHRE SN, —EBOBEFICERUIEIME TRRD SN0, T oMM
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MAYZENT 0.25mg 7 4 )V A2 —7 4 7§

R4 _ .
MAYZENT2mg 7 4 /v ha—7 4 > J§E

D BE T IEENE T, THNRIRBFAORE CRK Sz, SETRETEE L T, BE5Pik%ick
FETDDHERICHER LT, BRGZOFRO Y A7 IOV TIHFHMEZIT > TV,
BARMEASE AR

VARZE ROBERMBIZL Y —mEOD AL B3 H 5L 1ED, BEMEERIEE LS ArRetE
bbb, HBIKNET 7 EREEBRBED 1%KL, OR=F FEEBRED 6.2% THRESH, BE
Ta v 73T TR REERED 0.7%I2 L, YAR=F REGEED 1.7% THE Sz,

DTG 6 FERIRICIR b K& < LT,

BN @O F AR 2 DB 258D b, SmglETT T h—E&eoTz, BRIk
PEREIROESR (FET v v 7 LOVRKIE) 2fitish, BEREI I R=% FEGEEDOTRT
TEREEBELD bEhoT,

BEZ7 .y 7 FNIRIEDIZE A SIXIREAED 2mg 82 2 HE&TREL, FBEEITHEN
WARMEZER L2 7256 O AR 2 L7256 K0 bBE ISR T,

VR=F RTHERESNZOHEREDIE, 7 heer a7 v ) s> CEE LE S,

R EEMR AR

VAR=E RSO MS BEIZBNT, SR ER (I ALT #5800 23 S Tn%, SPMS
BEEZXRE L MHERR I, FERAE L OBBEHE LR =% FE5EE
(11.3%) OFRT 7R ELGEE G1%) L bE, FZF T 27 I5—F
(ALT/AST) RONGGT LR Thot-, LRDIFE A CITHRGBAE 6 » A LIRIZREER L=,
ALT L, VAR=F ROFLGFIEHK 1 5 A URNICEREIZEE L,

)£

SPMS [ Z x5 & U725 AR CIE, @M EOREMHE T R=F FEHEE (12.6%) O
FHNT T RBEHBRE (9.0%) XY LE»-oT, VIR=F ROEHIZLY, HE5GZENND
ISHEHA R OEARIAIME A EH- L, B5008 6 » ARICEKRSICEZEL HEHEL 3 mmHg, 4k
EHIES 1.2 mmHg) , FORITERE L CHERF SN, Z ORI G2k 5 &R L7z,

JEABIEAE
SPMS g &% & L7258 M ARBRICKB W C, ERRERX T 7 v R EEBFEITBNT04%, ¥
R=F FEEBEEITBWT 1.7%ICHE ST,

I S~ 0D 2

VAR=E FREBRETIHE (FEV) KUOM—B{LRFILHRE (DLCO) DMEO DT K TN
B LT, SPMS BHEE IR E L2 M AHRER TIX, v AR=F FEHCBIT 2 & 51E 5 3
B HBKR6 5 A% D FEVI DX—R T A U OB, WTIhoREES 0.1L Th
0, TTERBETIIENET R -T2, 2D OFTRIE, 1BMEREZEMEMZEE (COPD) i E5%
DIPRZEZEED S 5 VR =F REEBRED TN DT E -T2 (FEVI DR—Z T A ik
DB RITH 015 L) , BEHIFREG TIEZ 0K FISER LB E 22 FEFR L T2 5T, K
Wk SV R DR TN L 72 Do 72

RIEA 2 B DI 2 B e DB
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MAYZENT 0.25mg 7 4 )V A2 —7 4 7§
MAYZENT 2mg 7 4 )V 5 a—7 4 JE

AFEBZICEWER ORWERETHZ LITEETH S, LY, KFDOY R /T 4
v MRTG U RABRGRNCE =X V) U 7T 52 LN TE S, EFREESE, BERARGEDN DY
4, The national reporting system /I L CHET 25 Z &,

i TEFEFESRE BT, 75 mg & BRI SR IFEGEMERIRDIAE L2 Z & h, HERGREOR K
it 25 mg & RTE LTz, I OWEERE 1T/ E € 200 mg/ H A 3~4 AMIch- 0 BEREFIcik s
SN, BEREGEME ORI D b P O — @I O REM A LA ST LT,

VIR=E R 84mg x5 L7 1 GlOEE (O OWOBEHY) 12, BEDO I AT IF—E L
FADRFBLLT,

W G S YIEE G, SO B ISR A L2551, IRARD B & OVER OB A EHE
T, —MORBBELEET DL, IEEAOIMEZ EHCRE L, DERBEET S Z
L,

VIR=E NICKT DR RA R EERIT R, VAR = RIS T MM CARNNHIZE AL
FrEShueuy,




MAYZENT™ (siponimod)
0.25 mg and 2 mg Film-coated tablets

Core Data Sheet (CDS)
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
MAYZENT safely and effectively. Seefull prescribing information for
MAYZENT.

MAYZENT® (siponimod) tablets, for oral use
Initial U.S. Approval: 2019
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MAYZENT is a sphingosine 1-phosphate receptor modulator indicated for the

treatment of relapsing forms of multiple sclerosis (MS), to include clinically
isolated syndrome, relapsing-remitting disease,and active secondary
progressive disease, in adults. (1)

cereemeemeneneeen- DOSAGE  AND ADMINIS TRATION---commsmeaem e e

. Assessments are required prior to initiating MAYZENT (2.1)

. Titration is required for treatment initiation (2.2, 2.3)

. The recommended maintenance dosageis 2 mg (2.2)

. The recommended maintenance dosage in patients with a CYP2C9
*1/*3 or *2/*3 genotypeis 1 mg (2.3)

. First-dose monitoring is recommended for patients with sinus
bradycardia, first- or second-degree [Mobitz type I] atrioventricular
(AV) block, ora history of myocardial infarction or heart failure (2.4)

cerermere e ee---DOSAGE FORMS AND STRENGTHS-------mmmmmomemmm

Tablets: 0.25 mg and 2 mg (3)

e mee e eee oo oo CCONTRAIND ICAT IONS - o= == e mmm e oo oo e

. Patients with a CYP2C9*3/*3 genotype (4)

. In the last 6 months, experienced myocardial infarction, unstable angina,

stroke, TIA, decompensated heart failure requiring hospitalization, or
Class 1I/1V heart failure (4)
. Presence of Mobitz type Il second-degree, third-degree AV block, or
sick sinus syndrome, unless patient has a functioning pacemaker (4)
rmememeeeee e\ WARNINGS  AND PRECAUTIONS ----nnmmmmm oo ceoen

o Infections: MAYZENT may increase the risk. Obtain a complete blood
count (CBC) before initiating treatment. Monitor for infection during
treatment. Do notstartin patients with active infection. (5.1)

o Macular Edema: Anophthalmic evaluation is recommended before starting
treatment and if there is any change in vision while taking MAYZENT.
Diabetes mellitus and uveitis increase therisk. (5.2)

o Bradyarrhythmia and Atrioventricular Conduction Delays: MAYZENT
may result in a transient decrease in heart rate; titration is required for
treatment initiation. Consider resting heart rate with concomitant beta-
blocker use; obtain cardiologist consultation before concomitant use with
other drugs that decrease heart rate (5.3, 7.2, 7.3)

o Respiratory Effects: May cause a decline in pulmonary function. Assess
pulmonary function (e.g., spirometry) if clinically indicated. (5.4).

e Liver Injury: Obtain liver enzyme results before initiation. Closely monitor
patients with severe hepatic impairment. Discontinue if significant liver
injury occurs. (5.5)

o Increased Blood Pressure (BP): Monitor BP during treatment. (5.6)

o Fetal Risk: Women of childbearing potential should use effective
contraception during and for 10 days after stopping MAYZENT. (5.7)

SN 5 \V/ = =3 = =1 =Y og (0] V- S —

Most common adverse reactions (incidence greater than 10%) are headache,
hypertension, and transaminase increases. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Novartis
Pharmaceuticals Corporation at 1-888-669-6682 or FDA at 1-800-FDA-
1088 or www.fda.gov/ medwatch.
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e Vaccines: Avoid live attenuated vaccines during and for up to 4 weeks after
treatment with MAYZENT (7.4)

e CYP2C9 and CYP3A4 Inhibitors: Increase in siponimod exposure;
concomitant use of MAYZENT with moderate CYP2C9 and moderate or
strong CYP3A4 inhibitors is not recommended (7.5)

o CYP2C9 and CYP3A4 Inducers: Decrease in siponimod exposure;
concomitant use of MAYZENT with moderate CYP2C9 and strong
CYP3A4 inducers is notrecommended (7.6)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised: 3/2019
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

MAYZENT is indicated for the treatment of relapsing forms of multiple sclerosis (MS), to include clinically isolated
syndrome, relapsing-remitting disease, and active secondary progressive disease, in adults.

2 DOSAGE AND ADMINISTRATION

2.1 Assessments Prior to First Dose of MAYZENT

Before initiation of treatment with MAYZENT, assess the following:

CYP2C9 Genotype Determination

Test patients for CYP2C9 variants to determine CYP2C9 genotype [see Dosage and Administration (2.2, 2.3),
Contraindications (4), and Use in Specific Populations (8.6)]. An FDA-cleared or -approved test for the detection of
CYP2C9 variants to direct the use of siponimod is not currently available.

Complete Blood Count

Review results of a recent complete blood count (CBC) [see Warnings and Precautions (5.1)].

Ophthalmic Evaluation

Obtain an evaluation of the fundus, including the macula [see Warnings and Precautions (5.2)].

Cardiac_Evaluation

Obtain an electrocardiogram (ECG) to determine whether preexisting conduction abnormalities are present. In patients
with certain preexisting conditions, advice from a cardiologist and first-dose monitoring is recommended [see Dosage and
Administration (2.4) and Warnings and Precautions (5.3)].

Determine whether patients are taking drugs that could slow heart rate or atrioventricular (AV) conduction [see Drug
Interactions (7.2, 7.3)].

Current or Prior Medications

If patients are taking antineoplastic, immunosuppressive, or immune-modulating therapies, or if there is a history of prior
use of these drugs, consider possible unintended additive immunosuppressive effects before initiating treatment with
MAYZENT [see Warnings and Precautions (5.1) and Drug Interactions (7.1)].

Vaccinations

Test patients for antibodies to varicella zoster virus (VZV) before initiating MAYZENT; VZV vaccination of antibody-
negative patients is recommended prior to commencing treatment with MAYZENT [see Warnings and Precautions

(5.1)].

Liver Function Tests

Obtain recent (i.e., within last 6 months) transaminase and bilirubin levels [see Warnings and Precautions (5.5)].
2.2 Recommended Dosage in Patients With CYP2C9 Genotypes *1/*1, *1/*2, or *2/*2

Maintenance Dosage

After treatment titration (see Treatment Initiation), the recommended maintenance dosage of MAYZENT is 2 mg taken
orally once daily starting on Day 6. Dosage adjustment is required in patients with a CYP2C9 *1/*3 or *2/*3 genotype
[see Dosage and Administration (2.3)].

Treatment Initiation

Initiate MAYZENT with a 5-day titration, as shown in Table 1 [see Warnings and Precautions (5.3)]. A starter pack
should be used for patients who will be titrated to the 2-mg maintenance dosage [see How Supplied/Storage and Handling
(16.1, 16.2)].
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Table 1 Dose Titration Regimen to Reach MAYZENT 2 mg Maintenance Dosage

Titration Titration Dose Titration Regimen
Day 1 0.25mg 1x0.25mg
Day 2 0.25mg 1x0.25mg
Day 3 0.50mg 2x0.25mg
Day 4 0.75mg 3x0.25mg
Day 5 1.25mg 5x0.25mg

If one titration dose is missed for more than 24 hours, treatment needs to be reinitiated with Day 1 of the titration regimen.
2.3 Recommended Dosage in Patients With CYP2C9 Genotypes *1/*3 or *2/*3

Maintenance Dosage

In patients with a CYP2C9 *1/*3 or *2/*3 genotype, after treatment titration (see Treatment Initiation), the recommended
maintenance dosage of MAYZENT is 1 mg taken orally once daily starting on Day 5.

Treatment Initiation

Initiate MAYZENT with a 4-day titration, as shown in Table 2 [see Warnings and Precautions (5.3) and Use in Specific
Populations (8.6)]. Do not use the starter pack for patients who will be titrated to the 1-mg maintenance dosage.

Table 2 Dose Titration Regimen to Reach MAYZENT 1 mg Maintenance Dosage
Titration Titration Dose Titration Regimen
Day 1 0.25mg 1x0.25mg
Day 2 0.25mg 1x0.25mg
Day 3 0.50mg 2x0.25mg
Day 4 0.75mg 3x0.25mg

If one titration dose is missed for more than 24 hours, treatment needs to be reinitiated with Day 1 of the titration regimen.
2.4 First Dose Monitoring in Patients With Certain Preexisting Cardiac Conditions

Because initiation of MAYZENT treatment results in a decrease in heart rate (HR), first-dose 6 hour monitoring is
recommended for patients with sinus bradycardia [HR less than 55 beats per minute (bpm)], first- or second-degree
[Mobitz type I] AV block, or a history of myocardial infarction or heart failure [see Warnings and Precautions (5.3) and
Clinical Pharmacology (12.2)].

First Dose 6-Hour Monitoring

Administer the first dose of MAYZENT in a setting where resources to appropriately manage symptomatic bradycardia
are available. Monitor patients for 6 hours after the first dose for signs and symptoms of bradycardia with hourly pulse
and blood pressure measurement. Obtain an ECG in these patients at the end of the Day 1 observation period.

Additional Monitoring After 6-Hour Monitoring

If any of the following abnormalities are present after 6 hours (even in the absence of symptoms), continue monitoring
until the abnormality resolves:
e The heart rate 6 hours postdose is less than 45 bpm
e The heart rate 6 hours postdose is at the lowest value postdose, suggesting that the maximum pharmacodynamic
effect on the heart may not have occurred
e The ECG 6 hours postdose shows new onset second-degree or higher AV block.

If postdose symptomatic bradycardia, bradyarrhythmia, or conduction related symptoms occur, or if ECG 6 hours post-
dose shows new onset second degree or higher AV block or QTc greater than or equal to 500 msec, initiate appropriate
management, begin continuous ECG monitoring, and continue monitoring until the symptoms have resolved if no
pharmacological treatment is required. If pharmacological treatment is required, continue monitoring overnight and repeat
6-hour monitoring after the second dose.

Advice from a cardiologist should be sought to determine the most appropriate monitoring strategy (which may include
overnight monitoring) during treatment initiation, if treatment with MAYZENT is considered in patients:
e with some preexisting heart and cerebrovascular conditions [see Warnings and Precautions (5.3)]
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e with a prolonged QTc interval before dosing or during the 6-hour observation, or at additional risk for QT
prolongation, or on concurrent therapy with QT prolonging drugs with a known risk of torsades de pointes [see
Warnings and Precautions (5.3) and Drug Interactions (7.2)]

e receiving concurrent therapy with drugs that slow heart rate or AV conduction [see Drug Interactions (7.2, 7.3)].

2.5 Reinitiation of MAYZENT After Treatment Interruption

After the initial titration is complete, if MAYZENT treatment is interrupted for 4 or more consecutive daily doses,
reinitiate treatment with Day 1 of the titration regimen [see Dosage and Administration (2.2, 2.3)]; also complete first-
dose monitoring in patients for whom it is recommended [see Dosage and Administration (2.4)].

3 DOSAGE FORMS AND STRENGTHS

0.25 mg tablet: Pale red, unscored, round biconvex film-coated tablet with beveled edges, debossed with { on one side &
‘T’ on other side.

2 mg tablet: Pale yellow, unscored, round biconvex film-coated tablet with beveled edges, debossed with 0 on one side
& ‘I on other side.

4 CONTRAINDICATIONS
MAYZENT is contraindicated in patients who have:
e A CYP2C9*3/*3 genotype [see Use in Specific Populations (8.6) and Clinical Pharmacology (12.5)]

e Inthe last 6 months experienced myocardial infarction, unstable angina, stroke, TIA, decompensated heart failure
requiring hospitalization, or Class 111 or IV heart failure

e Presence of Mobitz type Il second-degree, third-degree AV block, or sick sinus syndrome, unless patient has a
functioning pacemaker [see Warnings and Precautions (5.3)]

5 WARNINGS AND PRECAUTIONS
5.1 Infections

Risk of Infections

MAYZENT causes a dose-dependent reduction in peripheral lymphocyte count to 20%-30% of baseline values because of
reversible sequestration of lymphocytes in lymphoid tissues. MAYZENT may therefore increase the risk of infections,
some serious in nature [see Clinical Pharmacology (12.2)]. Life-threatening and rare fatal infections have occurred in
association with MAYZENT.

In Study 1 [see Clinical Studies (14)], the overall rate of infections was comparable between the MAYZENT -treated
patients and those on placebo (49.0% vs. 49.1% respectively). However, herpes zoster, herpes infection, bronchitis,
sinusitis, upper respiratory infection, and fungal skin infection were more common in MAYZENT -treated patients. In
Study 1, serious infections occurred at a rate of 2.9% in MAYZENT -treated patients compared to 2.5% of patients
receiving placebo.

Before initiating treatment with MAYZENT, results from a recent complete blood count (i.e., within 6 months or after
discontinuation of prior therapy) should be reviewed.

Initiation of treatment with MAYZENT should be delayed in patients with severe active infection until resolution.
Because residual pharmacodynamic effects, such as lowering effects on peripheral lymphocyte count, may persist for up
to 3-4 weeks after discontinuation of MAYZENT, vigilance for infection should be continued throughout this period [see
Warnings and Precautions (5.11)].

Effective diagnostic and therapeutic strategies should be employed in patients with symptoms of infection while on
therapy. Suspension of treatment with MAYZENT should be considered if a patient develops a serious infection.

Cryptococcal Infections

Cases of fatal cryptococcal meningitis (CM) and disseminated cryptococcal infections have been reported with another
sphingosine 1-phosphate (S1P) receptor modulator. Rare cases of CM have also occurred with MAYZENT. Physicians
should be vigilant for clinical symptoms or signs of CM. Patients with symptoms or signs consistent with a cryptococcal
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infection should undergo prompt diagnostic evaluation and treatment. MAYZENT treatment should be suspended until a
cryptococcal infection has been excluded. If CM is diagnosed, appropriate treatment should be initiated.

Herpes Viral Infections

Cases of herpes viral infection, including one case of reactivation of VZV infection leading to varicella zoster meningitis,
have been reported in the development program of MAYZENT. In Study 1, the rate of herpetic infections was 4.6% in
MAYZENT -treated patients compared to 3.0% of patients receiving placebo. In Study 1, an increase in the rate of herpes
zoster infections was reported in 2.5% of MAYZENT -treated patients compared to 0.7% of patients receiving placebo.
Patients without a healthcare professional confirmed history of varicella (chickenpox) or without documentation of a full
course of vaccination against VZV should be tested for antibodies to VZV before initiating MAYZENT (see Vaccinations
below).

Progressive Multifocal Leukoencephalopathy

Progressive multifocal leukoencephalopathy (PML) is an opportunistic viral infection of the brain caused by the JC virus
(JCV) that typically only occurs in patients who are immunocompromised, and that usually leads to death or severe
disability. Typical symptoms associated with PML are diverse, progress over days to weeks, and include progressive
weakness on one side of the body or clumsiness of limbs, disturbance of vision, and changes in thinking, memory, and
orientation leading to confusion and personality changes.

No cases of PML have been reported in MAYZENT -treated patients in the development program; however, PML has
been reported in patients treated with a S1P receptor modulator and other multiple sclerosis (MS) therapies and has been
associated with some risk factors (e.g., immunocompromised patients, polytherapy with immunosuppressants). Physicians
should be vigilant for clinical symptoms or MRI findings that may be suggestive of PML. MRI findings may be apparent
before clinical signs or symptoms. If PML is suspected, treatment with MAYZENT should be suspended until PML has
been excluded.

Prior and Concomitant Treatment with Antineoplastic, Immune-Modulating, or Immunosuppressive Therapies

Anti-neoplastic, immune-modulating, or immunosuppressive therapies (including corticosteroids) should be
coadministered with caution because of the risk of additive immune system effects during such therapy [see Drug
Interactions (7.1)].

Vaccinations

Patients without a healthcare professional confirmed history of chickenpox or without documentation of a full course of
vaccination against VZV should be tested for antibodies to VZV before initiating MAYZENT treatment. A full course of
vaccination for antibody-negative patients with varicella vaccine is recommended prior to commencing treatment with
MAYZENT, following which initiation of treatment with MAYZENT should be postponed for 4 weeks to allow the full
effect of vaccination to occur.

The use of live attenuated vaccines should be avoided while patients are taking MAYZENT and for 4 weeks after
stopping treatment [see Drug Interactions (7.1)].

Vaccinations may be less effective if administered during MAYZENT treatment. MAYZENT treatment discontinuation 1
week prior to and until 4 weeks after a planned vaccination is recommended.

5.2 Macular Edema

Macular edema was reported in 1.8% of MAYZENT -treated patients compared to 0.2% of patients receiving placebo. The
majority of cases occurred within the first four months of therapy.

An ophthalmic evaluation of the fundus, including the macula, is recommended in all patients before starting treatment
and at any time if there is any change in vision while taking MAYZENT.

Continuation of MAYZENT therapy in patients with macular edema has not been evaluated. A decision on whether or not
MAYZENT should be discontinued needs to take into account the potential benefits and risks for the individual patient.

Macular Edema in Patients with a History of Uveitis or Diabetes Mellitus

Patients with a history of uveitis and patients with diabetes mellitus are at increased risk of macular edema during
MAYZENT therapy. The incidence of macular edema is also increased in MS patients with a history of uveitis. In the
clinical trial experience in adult patients with all doses of MAYZENT, the rate of macular edema was approximately 10%
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in MS patients with a history of uveitis or diabetes mellitus versus 2% in those without a history of these diseases. In
addition to the examination of the fundus, including the macula, prior to treatment, MS patients with diabetes mellitus or a
history of uveitis should have regular follow-up examinations.

5.3 Bradyarrhythmia and Atrioventricular Conduction Delays
Since initiation of MAYZENT treatment results in a transient decrease in heart rate and atrioventricular conduction

delays, an up-titration scheme should be used to reach the maintenance dosage of MAYZENT [see Dosage and
Administration (2.2, 2.3) and Clinical Pharmacology (12.2)].

MAYZENT was not studied in patients who had:

e In the last 6 months experienced myocardial infarction, unstable angina, stroke, TIA, or decompensated heart
failure requiring hospitalization

e New York Heart Association Class I1-1V heart failure

e Cardiac conduction or rhythm disorders, including complete left bundle branch block, sinus arrest or sino-atrial
block, symptomatic bradycardia, sick sinus syndrome, Mobitz Type Il second degree AV-block or higher grade
AV-block (either history or observed at screening), unless patient has a functioning pacemaker

e Significant QT prolongation (QTc greater than 500 msec)
e Arrhythmias requiring treatment with Class la or Class I1l anti-arrhythmic drugs [see Drug Interactions (7.2)].

Reduction in Heart Rate

After the first titration dose of MAYZENT, the heart rate decrease starts within an hour, and the Day 1 decline is maximal
at approximately 3-4 hours. With continued up-titration, further heart rate decreases are seen on subsequent days, with
maximal decrease from Day 1-baseline reached on Day 5-6. The highest daily post-dose decrease in absolute hourly mean
heart rate is observed on Day 1, with the pulse declining on average 5-6 bpm. Post-dose declines on the following days are
less pronounced. With continued dosing, heart rate starts increasing after Day 6 and reaches placebo levels within 10 days
after treatment initiation.

In Study 1, bradycardia occurred in 4.4% of MAYZENT -treated patients compared to 2.9% of patients receiving placebo.
Patients who experienced bradycardia were generally asymptomatic. Few patients experienced symptoms, including
dizziness or fatigue, and these symptoms resolved within 24 hours without intervention [see Adverse Reactions (6.1)].
Heart rates below 40 bpm were rarely observed.

Atrioventricular Conduction Delays

Initiation of MAYZENT treatment has been associated with transient atrioventricular conduction delays that follow a
similar temporal pattern as the observed decrease in heart rate during dose titration. The AV conduction delays manifested
in most of the cases as first-degree AV block (prolonged PR interval on ECG), which occurred in 5.1% of MAYZENT -
treated patients and in 1.9 % of patients receiving placebo in Study 1. Second-degree AV blocks, usually Mobitz type |
(Wenckebach), have been observed at the time of treatment initiation with MAYZENT in less than 1.7% of patients in
clinical trials. The conduction abnormalities typically were transient, asymptomatic, resolved within 24 hours, rarely
required treatment with atropine, and did not require discontinuation of MAYZENT treatment.

If treatment with MAYZENT s considered, advice from a cardiologist should be sought:
e In patients with significant QT prolongation (QTc greater than 500 msec),

e In patients with arrhythmias requiring treatment with Class la or Class |1l anti-arrhythmic drugs [see Drug
Interactions (7.2)].

e In patients with ischemic heart disease, heart failure, history of cardiac arrest or myocardial infarction,
cerebrovascular disease, and uncontrolled hypertension

e In patients with a history of with second-degree Mobitz type Il or higher AV block, sick-sinus syndrome, or sino-
atrial heart block [see Contraindications (4)].

Treatment-Initiation Recommendations

e Obtain an ECG in all patients to determine whether preexisting conduction abnormalities are present.
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e Inall patients, a dose titration is recommended for initiation of MAYZENT treatment to help reduce cardiac
effects [see Dosage and Administration (2.2, 2.3)].

e In patients with sinus bradycardia (HR less than 55 bpm), first- or second-degree [Mobitz type I] AV block, or a
history of myocardial infarction or heart failure with onset > 6 months prior to initiation, ECG testing and first-
dose monitoring is recommended [see Dosage and Administration (2.1, 2.4)].

e Since significant bradycardia may be poorly tolerated in patients with history of cardiac arrest, cerebrovascular
disease, uncontrolled hypertension, or severe untreated sleep apnea, MAYZENT is not recommended in these
patients. If treatment is considered, advice from a cardiologist should be sought prior to initiation of treatment in
order to determine the most appropriate monitoring strategy.

e Use of MAYZENT in patients with a history of recurrent syncope or symptomatic bradycardia should be based on
an overall benefit-risk assessment. If treatment is considered, advice from a cardiologist should be sought prior to
initiation of treatment in order to determine the most appropriate monitoring.

e Experience with MAYZENT is limited in patients receiving concurrent therapy with drugs that decrease heart-rate
(e.g., beta-blockers, calcium channel blockers - diltiazem and verapamil, and other drugs that may decrease heart
rate, such as ivabradine and digoxin). Concomitant use of these drugs during MAYZENT initiation may be
associated with severe bradycardia and heart block.

o For patients receiving a stable dose of a beta-blocker, the resting heart rate should be considered before
introducing MAYZENT treatment. If the resting heart rate is greater than 50 bpm under chronic beta-
blocker treatment, MAYZENT can be introduced. If resting heart rate is less than or equal to 50 bpm,
beta-blocker treatment should be interrupted until the baseline heart-rate is greater than 50 bpm.
Treatment with MAYZENT can then be initiated and treatment with a beta-blocker can be reinitiated after
MAYZENT has been up-titrated to the target maintenance dosage [see Drug Interactions (7.3)].

o For patients taking other drugs that decrease heart rate, treatment with MAYZENT should generally not
be initiated without consultation from a cardiologist because of the potential additive effect on heart rate
[see Dosage and Administration (2.4) and Drug Interactions (7.2)].

Missed Dose During Treatment Initiation and Reinitiation of Therapy Following Interruption

If a titration dose is missed or if 4 or more consecutive daily doses are missed during maintenance treatment, reinitiate
Day 1 of the dose titration and follow titration monitoring recommendations [see Dosage and Administration (2.2), (2.3)].

5.4 Respiratory Effects

Dose-dependent reductions in absolute forced expiratory volume over 1 second (FEV1) were observed in MAYZENT -
treated patients as early as 3 months after treatment initiation. In a placebo-controlled trial in adult patients, the decline in
absolute FEV1 from baseline compared to placebo was 88 mL [95% confidence interval (CI): 139, 37] at 2 years. The
mean difference between MAYZENT -treated patients and patients receiving placebo in percent predicted FEV: at 2 years
was 2.8% (95% Cl: -4.5, -1.0). There is insufficient information to determine the reversibility of the decrease in FEV1
after drug discontinuation. In Study 1, five patients discontinued MAYZENT because of decreases in pulmonary function
testing. MAYZENT has been tested in MS patients with mild to moderate asthma and chronic obstructive pulmonary
disease. The changes in FEV1 were similar in this subgroup compared with the overall population. Spirometric evaluation
of respiratory function should be performed during therapy with MAYZENT if clinically indicated.

5.5 Liver Injury

Elevations of transaminases may occur in MAYZENT -treated patients. Recent (i.e., within last 6 months) transaminase
and bilirubin levels should be reviewed before initiation of MAYZENT therapy.

In Study 1, elevations in transaminases and bilirubin were observed in 10.1% of MAYZENT -treated patients compared to
3.7% of patients receiving placebo, mainly because of transaminase [alanine aminotransferase/aspartate
aminotransferase/gamma-glutamy ltransferase (ALT/AST/GGT)] elevations.

In Study 1, ALT or AST increased to three and five times the upper limit of normal (ULN) in 5.6% and 1.4% of
MAYZENT -treated patients, respectively, compared to 1.5% and 0.5% of patients receiving placebo, respectively. ALT
or AST increased eight and ten times ULN in MAYZENT -treated patients (0.5% and 0.2%, respectively) compared to no
patients receiving placebo. The majority of elevations occurred within 6 months of starting treatment. ALT levels returned
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to normal within approximately 1 month after discontinuation of MAYZENT. In clinical trials, MAYZENT was
discontinued if the elevation exceeded a 3-fold increase and the patient showed symptoms related to hepatic dysfunction.

Patients who develop symptoms suggestive of hepatic dysfunction, such as unexplained nausea, vomiting, abdominal
pain, fatigue, anorexia, rash with eosinophilia, or jaundice and/or dark urine during treatment, should have liver enzymes
checked. MAYZENT should be discontinued if significant liver injury is confirmed.

Although there are no data to establish that patients with preexisting liver disease are at increased risk to develop elevated
liver function test values when taking MAYZENT, caution should be exercised when using MAYZENT in patients with a
history of significant liver disease.

5.6 Increased Blood Pressure

In Study 1, MAYZENT -treated patients had an average increase over placebo of approximately 3 mmHg in systolic
pressure and 1.2 mmHg in diastolic pressure, which was first detected after approximately 1 month of treatment initiation
and persisted with continued treatment. Hypertension was reported as an adverse reaction in 12.5% of MAYZENT -treated
patients and in 9.2% of patients receiving placebo. Blood pressure should be monitored during treatment with MAYZENT
and managed appropriately.

5.7 Fetal Risk

Based on animal studies, MAYZENT may cause fetal harm [see Use in Specific Populations (8.1)]. Because it takes
approximately 10 days to eliminate MAYZENT from the body, women of childbearing potential should use effective
contraception to avoid pregnancy during and for 10 days after stopping MAYZENT treatment.

5.8 Posterior Reversible Encephalopathy Syndrome

Rare cases of posterior reversible encephalopathy syndrome (PRES) have been reported in patients receiving a
sphingosine 1-phosphate (S1P) receptor modulator. Such events have not been reported for MAYZENT -treated patients in
the development program. However, should a MAYZENT -treated patient develop any unexpected neurological or
psychiatric symptoms/signs (e.g., cognitive deficits, behavioral changes, cortical visual disturbances, or any other
neurological cortical symptoms/signs), any symptom/sign suggestive of an increase of intracranial pressure, or accelerated
neurological deterioration, the physician should promptly schedule a complete physical and neurological examination and
should consider a MRI. Symptoms of PRES are usually reversible but may evolve into ischemic stroke or cerebral
hemorrhage. Delay in diagnosis and treatment may lead to permanent neurological sequelae. If PRES is suspected,
MAYZENT should be discontinued.

5.9 Unintended Additive Immunosuppressive Effects From Prior Treatment With Immunosuppressive or
Immune-Modulating Therapies

When switching from drugs with prolonged immune effects, the half-life and mode of action of these drugs must be
considered to avoid unintended additive immunosuppressive effects while at the same time minimizing risk of disease
reactivation, when initiating MAYZENT.

Initiating treatment with MAYZENT after treatment with alemtuzumab is not recommended [see Drug Interactions
(7.1)].
5.10  Severe Increase in Disability After Stopping MAYZENT

Severe exacerbation of disease, including disease rebound, has been rarely reported after discontinuation of a S1P receptor
modulator. The possibility of severe exacerbation of disease should be considered after stopping MAYZENT treatment.
Patients should be observed for a severe increase in disability upon MAYZENT discontinuation and appropriate treatment
should be instituted, as required.

511  Immune System Effects After Stopping MAYZENT

After stopping MAYZENT therapy, siponimod remains in the blood for up to 10 days. Starting other therapies during this
interval will result in concomitant exposure to siponimod.

Lymphocyte counts returned to the normal range in 90% of patients within 10 days of stopping therapy [see Clinical
Pharmacology (12.2)]. However, residual pharmacodynamics effects, such as lowering effects on peripheral lymphocyte
count, may persist for up to 3-4 weeks after the last dose. Use of immunosuppressants within this period may lead to an
additive effect on the immune system, and therefore caution should be applied 3-4 weeks after the last dose of
MAYZENT [see Drug Interactions (7.1)].
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6 ADVERSE REACTIONS

The following serious adverse reactions are described elsewhere in labeling:
e Infections [see Warnings and Precautions (5.1)]
e Macular Edema [see Warnings and Precautions (5.2)]
e Bradyarrhytmia and Atrioventricular (AV) Conduction Delays [see Warnings and Precautions (5.3)]
e Respiratory Effects [see Warnings and Precautions (5.4)]
e Liver Injury [see Warnings and Precautions (5.5)]
e Increased Blood Pressure [see Warnings and Precautions (5.6)]
e Fetal Risk [see Warnings and Precautions (5.7)]
e Posterior Reversible Encephalopathy Syndrome [see Warnings and Precautions (5.8)]
e Unintended Additive Immunosuppressive Effects From Prior Treatment With Immunosuppressive or Immune-
Modulating Therapies [see Warnings and Precautions (5.9)]
e Severe Increase in Disability After Stopping MAYZENT [see Warnings and Precautions (5.10)]
e Immune System Effects After Stopping MAYZENT [see Warnings and Precautions (5.11)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reactions rates observed in the clinical
trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates
observed in practice.

A total of 1737 MS patients have received MAYZENT at doses of at least 2 mg daily. These patients were included in
Study 1 [see Clinical Studies (14)] and in a Phase 2 placebo-controlled study in patients with MS. In Study 1, 67% of
MAYZENT -treated patients completed the double-blind part of the study, compared to 59.0% of patients receiving
placebo. Adverse events led to discontinuation of treatment in 8.5% of MAYZENT -treated patients, compared to 5.1% of
patients receiving placebo. The most common adverse reactions (incidence at least 10%) in MAYZENT -treated patients
in Study 1 were headache, hypertension, and transaminase increases.

Table 3 lists adverse reactions that occurred in at least 5% of MAYZENT -treated patients and at a rate at least 1% higher
than in patients receiving placebo.
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Table 3 Adverse Reactions Reported in Study 1 (Occurring in at Least 5% of MAYZENT-Treated Patients
and at a Rate at Least 1% Higher Than in Patients Receiving Placebo)

MAYZENT 2 mg Placebo
(N = 1099) (N = 546)
Adverse Reaction % %
Headache? 15 14
Hypertension® 13 9
Transaminase increased® 11 3
Falls 11 10
Edema peripherald 8 4
Nausea 7 4
Dizziness 7 5
Diarrhea 6 4
Bradycardia® 6 3
Pain in extremity’ 6 4

Terms were combined as follows:

#headache, tension headache, sinus headache, cervicogenic headache, drug withdrawal headache,and procedural headache

®hypertension, blood pressure increased, blood pressure systolic increased, essential hypertension, blood pressure diastolic increased
¢alanine aminotransferase increased, gamma-glutamyltransferase increased, hepatic enzyme increased, aspartate aminotransferase increased,
blood alkaline phosphatase increased, liver function test increased, hepatic function abnormal, liver function test abnormal, transaminases
increased

dedema peripheral, joint swelling, fluid retention, swelling face

¢ bradycardia, sinus bradycardia, heart rate decreased

fpain in extremity and limb discomfort

The following adverse reactions have occurred in less than 5% of MAYZENT -treated patients but at a rate at least 1%
higher than in patients receiving placebo: herpes zoster, lymphopenia, seizure, tremor, macular edema, AV block (1stand
2nd degree), asthenia, and pulmonary function test decreased [see Warnings and Precautions (5.1, 5.2, 5.3, 5.4)].

Seizures

In Study 1, cases of seizures were reported in 1.7% of MAYZENT -treated patients, compared to 0.4% in patients
receiving placebo. It is not known whether these events were related to the effects of MS, to MAYZENT, or to a
combination of both.

Respiratory Effects

Dose-dependent reductions in forced expiratory volume over 1 second (FEV1) were observed in patients treated with
MAYZENT [see Warnings and Precautions (5.4)].

Vascular Events

Vascular events, including ischemic strokes, pulmonary embolisms, and myocardial infarctions, were reported in 3.0% of
MAYZENT -treated patients compared to 2.6% of patients receiving placebo. Some of these events were fatal. Physicians
and patients should remain alert for the development of vascular events throughout treatment, even in the absence of
previous vascular symptoms. Patients should be informed about the symptoms of cardiac or cerebral ischemia caused by
vascular events and the steps to take if they occur.

Malignancies

Malignancies such as malignant melanoma in situ and seminoma were reported in MAYZENT -treated patients in Study 1.
An increased risk of cutaneous malignancies has been reported in association with another S1P modulator.

7 DRUG INTERACTIONS

7.1 Anti-Neoplastic, Immune-Modulating, or Immunosuppressive Therapies

MAYZENT has not been studied in combination with anti-neoplastic, immune-modulating, or immunosuppressive
therapies. Caution should be used during concomitant administration because of the risk of additive immune effects
during such therapy and in the weeks following administration [see Warnings and Precautions (5.1)].
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When switching from drugs with prolonged immune effects, the half-life and mode of action of these drugs must be
considered in order to avoid unintended additive immunosuppressive effects [see Warnings and Precautions (5.9)].

Because of the characteristics and duration of alemtuzumab immune suppressive effects, initiating treatment with
MAYZENT after alemtuzumab is not recommended.

MAYZENT can generally be started immediately after discontinuation of beta interferon or glatiramer acetate.
7.2 Anti-Arrhythmic Drugs, QT Prolonging Drugs, Drugs That may Decrease Heart Rate
MAYZENT has not been studied in patients taking QT prolonging drugs.

Class la (e.g., quinidine, procainamide) and Class Il (e.g., amiodarone, sotalol) anti-arrhythmic drugs have been
associated with cases of Torsades de Pointes in patients with bradycardia. If treatment with MAYZENT is considered,
advice from a cardiologist should be sought.

Because of the potential additive effects on heart rate, treatment with MAYZENT should generally not be initiated in
patients who are concurrently treated with QT prolonging drugs with known arrhythmogenic properties, heart rate
lowering calcium channel blockers (e.g., verapamil, diltiazem), or other drugs that may decrease heart rate (e.g.,
ivabradine, digoxin) [see Warnings and Precautions (5.3) and Drug Interactions (7.3)]. If treatment with MAYZENT is
considered, advice from a cardiologist should be sought regarding the switch to non-heart-rate lowering drugs or
appropriate monitoring for treatment initiation.

7.3 Beta-Blockers

Caution should be applied when MAYZENT is initiated in patients receiving treatment with a beta-blocker because of the
additive effects on lowering heart rate; temporary interruption of the beta-blocker treatment may be needed prior to
initiation of MAYZENT [see Warnings and Precautions (5.3)]. Beta-blocker treatment can be initiated in patients
receiving stable doses of MAYZENT [see Clinical Pharmacology (12.2)].

7.4 Vaccination

During and for up to one month after discontinuation of treatment with MAYZENT, vaccinations may be less effective;
therefore MAYZENT treatment should be paused 1 week prior and for 4 weeks after vaccination [see Warnings and
Precautions (5.1)].

The use of live attenuated vaccines may carry the risk of infection and should therefore be avoided during MAYZENT
treatment and for up to 4 weeks after discontinuation of treatment with MAYZENT [see Warnings and Precautions

(5.1)].
7.5 CYP2C9 and CYP3A4 Inhibitors

Because of a significant increase in exposure to siponimod, concomitant use of MAYZENT and drugs that cause
moderate CYP2C9 and moderate or strong CYP3A4 inhibition is not recommended. This concomitant drug regimen can
consist of a moderate CYP2C9/CYP3A4 dual inhibitor (e.g., fluconazole) or a moderate CYP2C9 inhibitor in
combination with a separate - moderate or strong CYP3A4 inhibitor.

Caution should be exercised for concomitant use of MAYZENT with moderate CYP2C9 inhibitors.
7.6 CYP2C9 and CYP3A4 Inducers

Because of a significant decrease in siponimod exposure, concomitant use of MAYZENT and drugs that cause moderate
CYP2C9 and strong CYP3A4 induction is not recommended for all patients. This concomitant drug regimen can consist
of moderate CYP2C9/strong CYP3A4 dual inducer (e.g., rifampin or carbamazepine) or a moderate CYP2C9 inducer in
combination with a separate strong CYP3A4 inducer.

Caution should be exercised for concomitant use of MAYZENT with moderate CYP2C9 inducers.

Concomitant use of MAYZENT and moderate (e.g., modafinil, efavirenz) or strong CYP3A4 inducers is not
recommended for patients with CYP2C9*1/*3 and*2/*3 genotype [see Clinical Pharmacology (12.3)].
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8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

There are no adequate data on the developmental risk associated with the use of MAYZENT in pregnant women. Based
on animal data and its mechanism of action, MAYZENT can cause fetal harm when administered to a pregnant woman
(see Data). Reproductive and developmental studies in pregnant rats and rabbits have demonstrated MAYZENT -induced
embryotoxicity and fetotoxicity in rats and rabbits and teratogenicity in rats. Increased incidences of post-implantation
loss and fetal abnormalities (external, urogenital and skeletal) in rat and of embryofetal deaths, abortions and fetal
variations (skeletal and visceral) in rabbit were observed following prenatal exposure to siponimod starting at a dose 2
times the exposure in humans at the highest recommended dose of 2 mg/day.

In the US general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2%-4% and 15%-20%, respectively. The background risk of major birth defects and
miscarriage for the indicated population is unknown.

Data
Animal Data

When siponimod (0, 1, 5, or 40 mg/kg) was orally administered to pregnant rats during the period of organogenesis, post
implantation loss and fetal malformations (visceral and skeletal) were increased at the lowest dose tested, the only dose
with fetuses available for evaluation. A no-effect dose for adverse effects on embryofetal development in rats was not
identified. Plasma exposure AUC at the lowest dose tested was approximately 18 times that in humans at the
recommended human dose (RHD) of 2 mg/day.

When siponimod (0, 0.1, 1, or 5 mg/kg) was orally administered to pregnant rabbits during the period of organogenesis,
embryolethality and increased incidences of fetal skeletal variations were observed at all but the lowest dose tested.
Plasma exposure (AUC) at the no-effect dose (0.1 mg/kg) for adverse effects on embryofetal development in rabbits is
less that than in humans at the RHD.

When siponimod (0, 0.05, 0.15, or 0.5 mg/kg) was orally administered to female rats throughout pregnancy and lactation,
increased mortality, decreased body weight, and delayed sexual maturation were observed in the offspring at all but the
lowest dose tested. An increase in malformations was observed at all doses. A no-effect dose for adverse effects on pre-
and postnatal development in rats was not identified. The lowest dose tested (0.05 mg/kg) is less than the RHD, on a
mg/m?2 basis.

8.2 Lactation

Risk Summary

There are no data on the presence of siponimod in human milk, the effects of MAYZENT on the breastfed infant, or the
effects of the drug on milk production. A study in lactating rats has shown excretion of siponimod and/or its metabolites
in milk. The developmental and health benefits of breastfeeding should be considered along with the mother’s clinical
need for MAYZENT and any potential adverse effects on the breastfed infant from MAYZENT or from the underlying
maternal condition.

8.3 Females and Males of Reproductive Potential
Contraception
Females

Before initiation of MAYZENT treatment, women of childbearing potential should be counselled on the potential for a
serious risk to the fetus and the need for effective contraception during treatment with MAYZENT [see Use in Specific
Populations (8.1)]. Since it takes approximately 10 days to eliminate the compound from the body after stopping
treatment, the potential risk to the fetus may persist and women should use effective contraception during this period [see
Warnings and Precautions (5.7)].

8.4 Pediatric Use

Safety and effectiveness in pediatric patients have not been established.
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8.5 Geriatric Use

Clinical studies of MAYZENT did not include sufficient numbers of subjects aged 65 and over to determine whether they
respond differently from younger subjects. Other reported clinical experience has not identified differences in responses
between the elderly and younger patients. In general, dose selection for an elderly patient should be cautious, reflecting
the greater frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy.

8.6 CYP2C9 Genotype

Before initiation of treatment with MAYZENT, test patients to determine CYP2C9 genotype. MAYZENT is
contraindicated in patients homozygous for CYP2C9*3 (i.e., CYP2C9*3/*3 genotype), which is approximately 0.4%-
0.5% of Caucasians and less in others, because of substantially elevated siponimod plasma levels. MAYZENT dosage
adjustment is recommended in patients with CYP2C9 *1/*3 or *2/*3 genotype because of an increase in exposure to
siponimod [see Dosage and Administration (2.3) and Clinical Pharmacology (12.5)].

10 OVERDOSAGE

In patients with overdosage of MAYZENT, it is important to observe for signs and symptoms of bradycardia, which may
include overnight monitoring. Regular measurements of pulse rate and blood pressure are required, and ECGs should be
performed [see Warnings and Precautions (5.3, 5.6) and Clinical Pharmacology (12.2)].

There is no specific antidote to siponimod available. Neither dialysis nor plasma exchange would result in meaningful
removal of siponimod from the body. The decrease in heart rate induced by MAYZENT can be reversed by atropine or
isoprenaline.

11 DESCRIPTION

MAYZENT tablets contains siponimod, a sphingosine 1-phosphate receptor modulator, as 2:1 co-crystal of siponimod
and fumaric acid and has the following chemical name:
1-[[4-[(1E)-1-[[[4-CyclohexyI-3-(trifluoromethyl) phenyl] methoxy]imino]ethyl]-2-ethyIphenylJmethyl]-3-
azetidinecarboxylic acid (2E)-2-butenedioate (2:1). Its molecular formula is C4H4QO4. 2C29H3s5F3sN203, and its molecular
weight is 1149.29 g/mol.

Its structure is shown below:

(o]

E O—N
HO \ on . 2 \E
N

o]

OH

It is a white to almost white powder.

MAYZENT is provided as 0.25 mg and 2 mg film-coated tablets for oral use. Each tablet contains 0.25 mg or 2 mg
siponimod, equivalent to 0.28 mg or 2.22 mg as 2:1 co-crystal of siponimod and fumaric acid, respectively.

MAYZENT tablets contain the following inactive ingredients: colloidal silicon dioxide, crospovidone, glyceryl behenate,
lactose monohydrate, microcrystalline cellulose, with a film coating containing iron oxides (black and red iron oxides for
the 0.25 mg strength and red and yellow iron oxides for the 2 mg strength), lecithin (soy), polyvinyl alcohol, talc, titanium
dioxide, and xanthan gum.

12 CLINICAL PHARMACOLOGY

12.1  Mechanism of Action

Siponimod is a sphingosine-1-phosphate (S1P) receptor modulator. Siponimod binds with high affinity to S1P receptors 1
and 5. Siponimod blocks the capacity of lymphocytes to egress from lymph nodes, reducing the number of lymphocytes in
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peripheral blood. The mechanism by which siponimod exerts therapeutic effects in multiple sclerosis is unknown, but may
involve reduction of lymphocyte migration into the central nervous system.

12.2  Pharmacodynamics

Immune System

MAYZENT induces a dose-dependent reduction of the peripheral blood lymphocyte count within 6 hours of the first dose,
caused by the reversible sequestration of lymphocytes in lymphoid tissues.

With continued daily dosing, the lymphocyte count continues to decrease, reaching a nadir median (90% CI) lymphocyte
count of approximately 0.560 (0.271-1.08) cells/nL in a typical CYP2C9*1/*1 or *1/*2, non-Japanese patient,
corresponding to 20% to 30% of baseline. Low lymphocyte counts are maintained with chronic daily dosing [see
Warnings and Precautions (5.1)].

Lymphocyte counts returned to the normal range in 90% of patients within 10 days of stopping therapy. After stopping
MAYZENT treatment, residual lowering effects on peripheral lymphocyte count may persist for up to 3-4 weeks after the
last dose [see Warnings and Precautions (5.1)].

Heart Rate and Rhythm

MAYZENT causes a transient reduction in heart rate and atrioventricular conduction upon treatment initiation [see
Warnings and Precautions (5.3)]. The maximum decline in heart rate is seen in the first 6 hours post dose. Autonomic
responses of the heart, including diurnal variation of heart rate and response to exercise, are not affected by siponimod
treatment.

A transient, dose-dependent decrease in heart rate was observed during the initial dosing phase of MAYZENT, which
plateaued at doses greater than or equal to 5 mg, and bradyarrhythmic events (AV blocks and sinus pauses) were detected
at a higher incidence under MAYZENT treatment, compared to placebo.

No second-degree AV blocks of Mobitz type Il or higher degree were observed. Most AV blocks and sinus pauses
occurred above the recommended dose of 2 mg, with notably higher incidence under non-titrated conditions compared to
dose titration conditions [see Dosage and Administration (2.2, 2.3)].

The decrease in heart rate induced by MAYZENT can be reversed by atropine or isoprenaline.
Beta-Blockers

The negative chronotropic effect of coadministration of siponimod and propranolol was evaluated in a dedicated
pharmacodynamics (PD)/safety study. The addition of propranolol on top of siponimod at steady-state had less
pronounced negative chronotropic effects (less than additive effect) than the addition of siponimod to propranolol at
steady state (additive HR effect) [see Drug Interactions (7.3)].

Cardiac Electrophysiology

In a thorough QT study with doses of 2 mg (recommended dose) and 10 mg (five times the recommended dose)
siponimod at steady-state, siponimod treatment resulted in a prolongation of QTc, with the maximum mean (upper bound
of the two-sided 90% CI) of 7.8 (9.93) ms at 2 mg dose and 7.2 (9.72) ms at 10 mg dose. There was an absence of dose-
and exposure-response relationship for QTc effects with the 5-fold dose and exposures achieved by the supratherapeutic

dose. No subject had absolute QTcF greater than 480 ms or AQT cF greater than 60 ms for siponimod treatment.

Pulmonary Function

Dose-dependent reductions in absolute forced expiratory volume over 1 second were observed in MAYZENT -treated
patients and were greater than in patients taking placebo [see Warnings and Precautions (5.4)].

12.3  Pharmacokinetics

Siponimod concentration increases in an apparent dose-proportional manner after multiple once-daily doses of siponimod
0.3 mg to 20 mg. Steady-state plasma concentrations are reached after approximately 6 days of once-daily dosing, and
steady-state levels are approximately 2-3-fold greater than the initial dose. An up-titration regimen is used to reach the
clinical therapeutic dose of siponimod of 2 mg after 6 days, and 4 additional days of dosing are required to reach the
steady-state-plasma concentrations.
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Absorption

The time (Tmax) to reach maximum plasma concentrations (Cmax) after oral administration of immediate release oral
dosage forms of siponimod was about 4 hours (range 3 - 8 hours). Siponimod absorption is extensive (greater than or
equal to 70%, based on the amount of radioactivity excreted in urine and the amount of metabolites in feces extrapolated
to infinity). The absolute oral bioavailability of siponimod is approximately 84%. After administration of siponimod 2 mg
once-daily over 10 days, a mean Cmax 0f 30.4 ng/mL and mean area under plasma concentration-time curve over dosing
interval (AUCtau) of 558 h*ng/mL were observed on day 10. Steady-state was reached after approximately 6 days of once-
daily administration of siponimod.

Food Effect

Food intake resulted in delayed absorption (the median Tmax increased by approximately 2-3 hours). Food intake had no
effect on the systemic exposure of siponimod (Cmax and AUC). Therefore, MAYZENT may be taken without regard to
meals.

Distribution

Siponimod distributes to body tissues with a moderate mean volume of distribution of 124 L. Siponimod fraction found in
plasma is 68% in humans. Animal studies show that siponimod readily crosses the blood-brain-barrier. Protein binding of
siponimod is greater than 99.9% in healthy subjects and in hepatic and renal impaired patients.

Elimination
Metabolism

Siponimod is extensively metabolized, mainly via CYP2C9 (79.3%), followed by CYP3A4 (18.5%). The pharmacological
activity of the main metabolites M3 and M17 is not expected to contribute to the clinical effect and the safety of
siponimod in humans.

Excretion

An apparent systemic clearance (CL/F) of 3.11 L/h was estimated in MS patients. The apparent elimination half-life is
approximately 30 hours.

Siponimod is eliminated from the systemic circulation mainly due to metabolism, and subsequent biliary/fecal excretion.
Unchanged siponimod was not detected in urine.

Specific Populations

Male and Female Patients
Gender has no influence on siponimod pharmacokinetics (PK).
Racial or Ethnic Groups

The single-dose PK parameters were not different between Japanese and Caucasians healthy subjects, indicating absence
of ethnic sensitivity on the PK of siponimod.

Patients with Renal Impairment

No dose adjustments are needed in patients with renal impairment. Mean siponimod half-life and Cmax (total and unbound)
were comparable between subjects with severe renal impairment and healthy subjects. Unbound AUCs were only slightly
increased (by 33%), compared to healthy subjects, and it is not expected to be clinically significant. The effects of end-
stage renal disease or hemodialysis on the PK of siponimod has not been studied. Due to the high plasma protein binding
(greater than 99.9%) of siponimod, hemodialysis is not expected to alter the total and unbound siponimod concentration
and no dose adjustments are anticipated based on these considerations.

Patients with Hepatic Impairment

No dose adjustments for siponimod are needed in patients with hepatic impairment. The unbound siponimod AUC
parameters are 15% and 50% higher in subjects with moderate and severe hepatic impairment, respectively, in comparison
with healthy subjects for the 0.25 mg single dose studied. The increased unbound siponimod AUC in subjects with
moderate and severe hepatic impairment is not expected to be clinically significant. The mean half-life of siponimod was
unchanged in hepatic impairment.
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Drug Interaction Studies

Siponimod (and Metabolites M3, M17) as a Causative Agent of Interaction

In vitro investigations indicated that siponimod and its major systemic metabolites M3 and M17 do not show any
clinically relevant drug-drug interaction potential at the therapeutic dose of 2 mg once-daily for all investigated CYP
enzymes and transporters.

Siponimod as an Object of Interaction

CYP2C9 is polymorphic and the genotype influences the fractional contributions of the two oxidative metabolism
pathways to overall elimination. Physiologically based PK modeling indicates a differential CYP2C9 genotype-dependent
inhibition and induction of CYP3A4 pathways. With decreased CYP2C9 metabolic activity in the respective genotypes, a
larger effect of the CYP3A4 perpetrators on siponimod exposure is anticipated.

Coadministration of Siponimod with CYP2C9 and CYP3A4 Inhibitors

The coadministration of fluconazole (moderate CYP2C9 and CYP3A4 dual inhibitor) 200 mg daily at steady-state and a
single dose of siponimod 4 mg in CYP2C9*1/*1 healthy volunteers led to a 2-fold increase in the AUC of siponimod.
Mean siponimod terminal half-life was increased by 50%. Fluconazole led to a 2-to 4-fold increase in the AUCtau,ss Of
siponimod across different CYP2C9 genotypes, according to in silico evaluation [see Drug Interactions (7.5)].

Coadministration of Siponimod with CYP2C9 and CYP3A4 Inducers

The coadministration of siponimod 2 mg daily in the presence of 600 mg daily doses of rifampin (strong CYP3A4 and
moderate CYP2C9 dual inducer) decreased siponimod AUCtauss and Cmaxss by 57% and 45%, respectively in CY2C9*1/*1
subjects. Rifampin and efavirenz (moderate CYP3A4 inducer) reduced the AUCtauss0f siponimod by up to 78% and up to
52%, respectively, across CYP2C9 genotypes, according to in silico evaluation [see Drug Interactions (7.6)].

Oral Contraceptives

The effects of coadministration of siponimod 2 mg and 4 mg (twice the recommended dosage) once daily with a
monophasic oral contraceptive (OC) containing 30 mcg ethinyl estradiol and 150 mcg levonorgestrel were assessed in 24
healthy female subjects (18 to 40 years of age; CYP2C9*1/*1 genotype). There were no clinically relevant effects on the
PK or PD of the OC. No interaction studies have been performed with OCs containing other progestagens; however, an
effect of siponimod on their exposure is not expected.

12,5 Pharmacogenomics

The CYP2C9 genotype has a significant impact on siponimod metabolism. After a single dose of 0.25 mg siponimod,
AUCins and AUCiest was approximately 2- and 4-fold higher in subjects with the CYP2C9*2/*3 and CYP2C9*3/*3
genotypes, respectively, while there was only a minor increase of Cmax by 21% and 16%, respectively, compared to
extensive metabolizers (CYP2C9*1/*1). Mean half-life is prolonged in CYP2C9*2/*3 and CYP2C9*3/*3 carriers (51
hours and 126 hours, respectively).

An apparent systemic clearance (CL/F) of about 3.11 L/h was estimated in CYP2C9 extensive metabolizer

(CYP2C9*1/*1 and CYP2C9*1/*2) MS patients after multiple oral administrations of siponimod. CI/F is 2.5, 1.9, 1.6, and
0.9 L/h in subjects with the CYP2C9*2/*2, CYP2C9*1/*3, CYP2C9*2/*3, and CYP2C9*3/*3 genotypes respectively.
The resultant increase in siponimod AUC was approximatively 25, 61, 91, and 285% higher in CYP2C9*2/*2,
CYP2C9*1/*3, CYP2C9*2/*3, and CYP2C9*3/*3 subjects, respectively, as compared to CYP2C9*1/*1 subjects [see
Dosage and Administration (2.1, 2.3) and Contraindications (4)]. As the apparent clearance estimated for CYP2C9*1*2
subjects is comparable to that of CYP2C9*1/*1 subjects, similar siponimod exposure is expected for both genotypes.

13 NONCLINICAL TOXICOLOGY
13.1  Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Oral carcinogenicity studies of spinomod were conducted in mice and rats. In mice administered siponimod (0, 2, 8, or 25
mg/kg/day) for up to 104 weeks, there was an increase in malignant lymphoma in females at all doses and in
hemangiosarcoma and combined hemangioma and hemangiosarcoma at all doses in males and females. The lowest dose
tested is approximately 5 times the recommended human dose (RHD) of 2 mg/day, on a body surface area (mg/m?2) basis.
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In rats, administration of siponimod (0, 10, 30, or 90 mg/kg/day in males; 0, 3, 10, or 30 mg/kg/day in females) for up to
104 weeks, there was an increase in thyroid follicular cell adenoma and combined thyroid follicular cell adenoma and
carcinoma in males at the highest dose tested. These findings are considered secondary to liver enzyme induction in rats
and are not considered relevant to humans. Plasma siponimod exposure (AUC) at the highest dose tested is approximately
200 times that in humans at the RHD.

Mutagenesis

Siponimod was negative in a battery of invitro (Ames, chromosomal aberration in mammalian cells) and in vivo
(micronucleus in mouse and rat) assays.

Impairment of Fertility

When siponimod was administered orally (0, 2, 20, or 200 mg/kg) to male rats (mated with untreated females) prior to and
throughout the mating period, there was a dose-related increase in precoital interval at all doses. A decrease in
implantation sites, an increase in preimplantation loss, and a decrease in the number of viable fetuses were observed at the
highest dose tested. The higher no-effect dose for adverse effects on fertility (20 mg/kg) is approximately 100 times the
RHD on a mg/m? basis.

When siponimod was administered orally (0, 0.1, 0.3, or 1 mg/kg) to female rats (mated with untreated males) prior to and
during mating, and continuing to Day 6 of gestation, no effects on fertility were observed up to the highest dose tested (1
mg/kg). Plasma siponimod exposure (AUC) at the highest dose tested is approximately 16 times that in humans at the
RHD.

14 CLINICAL STUDIES

The efficacy of MAYZENT was demonstrated in Study 1, a randomized, double-blind, parallel-group, placebo-controlled,
time-to-event study in patients with secondary progressive multiple sclerosis (SPMS) who had evidence of disability
progression in the prior 2 years, no evidence of relapse in 3 months prior to study enrollment, and an Expanded Disability
Status Scale (EDSS) score of 3.0-6.5 at study entry (NCT 01665144).

Patients were randomized to receive either once daily MAYZENT 2 mg or placebo, beginning with a dose titration [see
Dosage and Administration (2.2)]. Evaluations were performed at screening, every 3 months during the study, and at the
time of a suspected relapse. MRI evaluations were performed at screening and every 12 months.

The primary endpoint of the study was the time to 3-month confirmed disability progression (CDP), defined as at least a
1-point increase from baseline in EDSS (0.5-point increase for patients with baseline EDSS of 5.5 or higher) sustained for
3 months. A prespecified hierarchical analysis consisted of the primary endpoint and 2 secondary endpoints, the time to 3-
month confirmed worsening of at least 20% from baseline on the timed 25-foot walk test and the change from baseline in
T2 lesion volume. Additional endpoints included annualized relapse rate (relapses/year) and MRI measures of
inflammatory disease activity.

Study duration was variable for individual patients (median study duration was 21 months, range 1 day-37 months).

Study 1 randomized 1651 patients to either MAYZENT 2 mg (N = 1105) or placebo (N =546); 82% of MAYZENT -
treated patients and 78% of placebo-treated patients completed the study. Median age was 49.0 years, 95% of patients
were white, and 60% female. The median disease duration was 16.0 years, and median EDSS score at baseline was 6.0
(56% of patients had > 6.0 EDSS at baseline); 36% of patients had one or more relapses in the 2 years prior to study entry;
22% of those patients with available imaging had one or more gadolinium-enhancing lesions on their baseline MRI scan;
78% of patients had been previously treated with an MS therapy.

Results are presented in Table 4. MAYZENT was superior to placebo in reducing the risk of confirmed disability
progression, based on a time-to-event analysis (hazard ratio 0.79, p < 0.0134; see Figure 1). MAYZENT did not
significantly delay the time to 20% deterioration in the timed 25-foot walk, compared to placebo. Patients treated with
MAYZENT had a 55% relative reduction in annualized relapse rate, compared to patients on placebo (nominal p-value <
0.0001). The absolute reduction in the annualized relapse rate was 0.089. Although MAYZENT had a significant effect on
disability progression compared to placebo in patients with active SPMS (e.g., SPMS patients with an MS relapse in the 2
years prior to the study), the effect of MAYZENT in patients with non-active SPMS was not statistically significant (see
Figure 2).

Reference ID: 4409346



Table 4 Clinical and MRI Results From Study 1

MAYZENT PLACEBO
Clinical Outcomes
Proportion of patients with confirmed 26% 32%
disability progression!
Relative risk reduction 21% (p = 0.0134)*
Absolute risk Reduction 6%
Proportion of patients with confirmed 40% 41%
worsening in timed 25-foot walk
p =NS
Annualized relapse rate? 0.071 0.160
Relative reduction (%) 55% (p < 0.01)"
Absolute reduction 0.089
p <0.01"
MRI Endpoints
Change from baseline in T2 lesion 184 879
volume (mm3) (95% CI)3 (54; 314) (712;1047)
p <0.01"
All analyses are based on the full analysis set (FAS), which includes all randomized subjects who took at least one dose of study medication. p-values

are two-sided.

(1) Defined as an increase of 1.0 point or more from the baseline Expanded Disability Status Scale (EDSS) score for patients with baseline score of
5.5 or less, or 0.5 or more when the baseline score is greater than 5.5. Progression confirmed at 3 months. Cox proportional hazard model

(2) Defined as the average number of confirmed relapses per year (estimated from negative binomial regression model for recurrent events)
(3) Adjusted mean averaged over Months 12 and 24

*  Statistically significant

NS Not statistically significant

A Nominal p value, not corrected for multiple comparisons
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Figure 1 Time to Confirmed Disability Progression Based on EDSS (Study 1)
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- Yes | , | 131 SU113@EY) S1M02(0.0 080053 119
Sex |
- Male I L B 400 1290435 (29.7) 79223 (33.6) 0.81 (0,60, 1.07
- Female }—-l— 600 159/ 664 (239) 98323 (30.3) 077 (0,60, 1.00)
Number of Gd-enhancing T1 lesions at baseline |
I
-0 1 156 219828 (264) 128415 (208) 0.82(0.66, 1.02)
-zl I 1 | 21.3 B1/ 236 (258) 40114 (36.1) 0.64 (042, 095
Baseline age* I
- 20 years } | { 061 (031, 1.21)
- 40 years I — 0,74 (0,57, 0.95)
- 60 years b : i 0.89(0.62 1.27)
EDSS at baseline* |
- A0 } | 0,64 (041, 1.01)
- 40 p——t— 0.70(0.52. 0.95)
- 5.0 —+— 0.76(0.63, 0.93)
- 6.0 p—t—r 0.83(0.67, 1.04)
T T 11 L
0.4 06 08 1 1214
MAYZENT better Placebo better

*HR and 95% CI presented are model-based estimates for a range of values of age and EDSS.
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16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 HOW SUPPLIED

MAYZENT film-coated tablets are supplied as follows:

0.25 mg tablet: Pale red, unscored, round biconvex film-coated tablet with beveled edges, debossed with { on one side
and ‘T’ on other side.

Starter Pack™ — blister card of twelve 0.25 mg tablets in a calendarized blister wallet............... NDC 0078-0979-12
*This starter pack is only intended for patients who will receive the 2 mg maintenance dosage.
Bottle 0f 28 tAbIBLS........cooiii e s NDC 0078-0979-50

2 mg tablet: Pale yellow, unscored, round biconvex film-coated tablet with beveled edges, debossed with (& on one side
and ‘I on other side.

Bottle 0f 30 tADIELS. .......coiiiiiiie e e . NDC 0078-0986-15
16.2 STORAGE AND HANDLING

Unopened Containers

Store unopened containers of MAYZENT 0.25 mg and 2 mg film-coated tablets in a refrigerator between 2°C to 8°C
(36°F to 46°F).

Opened Containers

Store opened containers of MAYZENT as follows:
Starter Pack/Blister Card

MAYZENT 0.25 mg film-coated tablets in the Starter Pack may be stored at 20°C to 25°C (68°F to 77°F) [see USP
Controlled Room Temperature] for up to 1 week after opening the blister. Store in original container.

Bottles

MAYZENT 0.25 mg and 2 mg film-coated tablets in bottles may be stored at 20°C to 25°C (68°F to 77°F) [see USP
Controlled Room Temperature] for up to 1 month after opening the bottles.

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Tell patients not to discontinue MAYZENT without first discussing this with the prescribing physician. Advise patients to
contact their physician if they accidently take more MAYZENT than prescribed.

Risk of Infections

Inform patients that they may have an increased risk of infections, some of which could be life-threatening, when taking
MAYZENT, and that they should contact their physician if they develop symptoms of infection [see Warnings and
Precautions (5.1)]. Advise patients that the use of some vaccines containing live virus (live attenuated vaccines) should be
avoided during treatment with MAYZENT and MAYZENT should be paused 1 week prior and until 4 weeks after a
planned vaccination. Recommend that patients postpone treatment with MAYZENT for at least 1 month after VZV
vaccination. Inform patients that prior or concomitant use of drugs that suppress the immune system may increase the risk
of infection.

Macular Edema

Advise patients that MAYZENT may cause macular edema, and that they should contact their physician if they
experience any changes in their vision while taking MAYZENT [see Warnings and Precautions (5.2)]. Inform patients
with diabetes mellitus or a history of uveitis that their risk of macular edema is increased.

Cardiac Effects
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Advise patients that initiation of MAYZENT treatment results in transient decrease in heart rate [see Warnings and
Precautions (5.3)]. Inform patients that to reduce this effect, dosage titration is required. Advise patients that dosage
titration is also required if a dose is missed for more than 24 hours during the titration or if 4 or more consecutive daily
maintenance doses are missed [see Dosage and Administration (2.2, 2.3, 2.5) and Warnings and Precautions (5.3)].
Inform certain patients with certain pre-existing cardiac conditions that they will need to be observed in the doctor's office
or other facility for at least 6 hours after the first dose and after reinitiation if treatment is interrupted or discontinued for
certain periods [see Dosage and Administration (2.4)].

Respiratory Effects

Advise patients that they should contact their physician if they experience new onset or worsening of dyspnea [see
Warnings and Precautions (5.4)].

Liver Injury

Inform patients that MAYZENT may increase liver enzymes. Advise patient that they should contact their physician if
they experience any unexplained nausea, vomiting, abdominal pain, fatigue, anorexia, or jaundice and/or dark urine
during treatment [see Warnings and Precautions (5.5)].

Pregnancy and Fetal Risk

Inform patients that, based on animal studies MAYZENT may cause fetal harm [see Warnings and Precautions (5.7)].
Discuss with women of childbearing age whether they are pregnant, might be pregnant, or are trying to become pregnant.
Advise women of childbearing potential of the need for effective contraception during treatment with MAYZENT and for
10 days after stopping MAYZENT. Advise a female patient to immediately inform that prescriber if she is pregnant or
planning to become pregnant [see Warnings and Precautions (5.7) and Use in Specific Populations (8.1, 8.3)].

Posterior Reversible Encephalopathy Syndrome

Advise patients to immediately report to their healthcare provider any symptoms involving sudden onset of severe
headache, altered mental status, visual disturbances, or seizure. Inform patients that delayed treatment could lead to
permanent neurological sequelae [see Warnings and Precautions (5.8)].

Severe Increase in Disability After Stopping MAYZENT

Inform patients that severe increase in disability has been reported after discontinuation of another sphingosine 1-
phosphate (S1P) receptor modulator like MAYZENT. Advise patients to contact their physician if they develop worsening
symptoms of MS following discontinuation of MAYZENT [see Warnings and Precautions (5.10)].

Immune System Effects After Stopping MAYZENT

Advise patients that MAYZENT continues to have effects, such as lowering effects on peripheral lymphocyte count, for
up to 3-4 weeks after the last dose [see Warnings and Precautions (5.11)].

Storage and Handling

Instruct patients to store any unopened containers of MAYZENT in a refrigerator. Inform patients that opened starter
packs may be stored at room temperature for 1 week and opened bottles may be stored at room temperature for 1 month
[see How Supplied/Storage and Handling (16.2)].

Distributed by:
Novartis Pharmaceuticals Corporation
East Hanover, New Jersey 07936

MAYZENT is a trademark of Novartis AG
© Novartis
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MEDICATION GUIDE
MAYZENT (Ma'zént)
(siponimod)
tablets, for oral use

What is the most important information | should know about MAYZENT?

1. MAYZENT may cause serious side effects, including: Slow heart rate (bradycardia or bradyarrhythmia) when
you start taking MAYZENT. MAYZENT can cause your heart rate to slow down, especially after you take your first
dose. You should have a test to check the electrical activity of your heart called an electrocardiogram (ECG) before you
take your first dose of MAYZENT.

During the initial updosing period (4 days for the 1 mg daily dose or 5 days for the 2 mg daily dose), if you miss 1 or
more doses of MAYZENT, you need to restart the updosing. Call your healthcare provider if you miss a dose of
MAYZENT. See “How should | take MAYZENT?”

2. Infections. MAYZENT can increase your risk of serious infections that can be life-threatening and cause death.
MAYZENT lowers the number of white blood cells (lymphocytes) in your blood. This will usually go back to normal
within 3 to 4 weeks of stopping treatment. Your healthcare provider should review a recent blood test of your white
blood cells before you start taking MAYZENT.

Call your healthcare provider right away if you have any of these symptoms of an infection during treatment with
MAYZENT and for 3 to 4 weeks after your last dose of MAYZENT:

o fever e vomiting

e tiredness e headache with fever, neck stiffness, sensitivity to light,
e body aches nausea, confusion (these may be symptoms of

e chills meningitis, an infection of the lining around your brain
e nausea and spine)

3. A problem with your vision called macular edema. Macular edema can cause some of the same vision symptoms as a
multiple sclerosis (MS) attack (optic neuritis). You may not notice any symptoms with macular edema. If macular
edema happens, it usually starts in the first 1 to 4 months after your start taking MAYZENT. Your healthcare provider
should test your vision before you start taking MAYZENT and any time you notice vision changes during treatment with
MAYZENT. Your risk of macular edema is higher if you have diabetes or have had an inflammation of your eye called
uveitis.

Call your healthcare provider right away if you have any of the following:

e blurriness or shadows in the center of your vision e sensitivity to light
e ablind spot inthe center of your vision e unusually colored (tinted) vision

See "What are possible side effects of MAYZENT?" for more information about side effects.

What is MAYZENT?

MAYZENT is a prescription medicine that is used to treat relapsing forms of multiple sclerosis, to include clinically isolated
syndrome, relapsing-remitting disease, and active secondary progressive disease, in adults.

Itis not known if MAYZENT is safe and effective in children.

Who should not take MAYZENT?
Do not take MAYZENT if you:

e have a CYP2C9 *3*3 genotype. Before starting treatment with MAYZENT, your CYP2C9 genotype should be
determined by your healthcare provider. Ask your healthcare provider if you are not sure.

e have had a heart attack, chest pain called unstable angina, stroke or mini-stroke (transient ischemic attack or TIA), or
certain types of heart failure in the last 6 months

o have certain types of heart block or irregular or abnormal heartbeat (arrhythmia), unless you have a pacemaker

What should | tell my healthcare provider before taking MAYZENT?

Before taking MAYZENT, tell your healthcare provider about all of your medical conditions, including if you:
e have an irregular or abnormal heartbeat

e a history of stroke or other diseases related to blood vessels in the brain

e breathing problems, including during your sleep

o afever orinfection, or you are unable to fight infections due to a disease or taking medicines that lower your immune
system. Tell your healthcare provider if you have had chicken pox or have received the vaccine for chicken pox. Your
healthcare provider may do a blood test for chicken pox virus. You may need to get the full course of vaccine for
chicken pox and then wait 1 month before you start taking MAYZENT.

Reference ID: 4409346



¢ have slow heart rate

e have liver problems

e have diabetes

e have eye problems, especially an inflammation of the eye called uveitis
¢ have high blood pressure

taking MAYZENT.

with MAYZENT and for at least 10 days after you stop taking MAYZENT.

e are breastfeeding or plan to breastfeed. It is not known if MAYZENT passes into your breast milk. Talk to your
healthcare provider about the best way to feed your baby if you take MAYZENT.

medicines, vitamins, and herbal supplements. Especially tell your healthcare provider if you:

(such as calcium channel blockers or beta-blockers)

o take medicines that affect your immune system, such as beta-interferon or glatiramer acetate, or any of these
medicines that you took in the past

e have recently received a live vaccine. You should avoid receiving live vaccines during treatment with MAYZENT.
MAYZENT should be stopped 1 week before and for 4 weeks after receiving a live vaccine. If you receive a live
vaccine, you may get the infection the vaccine was meant to prevent. Vaccines may not work as well when given
during treatment with MAYZENT.

when you get a new medicine.
Using MAYZENT and other medicines together may affect each other causing serious side effects.

e are pregnant or plan to become pregnant. MAYZENT may harm your unborn baby. Talk to your healthcare provider
right away if you become pregnant while taking MAYZENT or if you become pregnant within 10 days after you stop

o Ifyouare a woman who can become pregnant, you should use effective birth control during your treatment

Tell your healthcare provider about all the medicines you take, including prescription medicines, over-the-counter

e take medicines to control your heart rhythm (antiarrhythmics), or blood pressure (antihypertensives), or heart beat

Know the medicines you take. Keep a list of your medicines with you to show your healthcare provider and pharmacist

How should | take MAYZENT?

The daily maintenance dose of MAYZENT is either 1 mg or 2 mg, depending on your CYP2C9 genotype. Ask your
healthcare provider if you are not sure about your daily maintenance dose.

Start your treatment with MAYZENT using the following titration schedule:

For the 1 mg daily maintenance dose: Tablets a day
Day 1 1 x 0.25 mg tablet
Day 2 1 x 0.25 mg tablet
Day 3 2 x 0.25 mg tablets
Day 4 3 x 0.25 mg tablets
Day 5 and every day after 4 x 0.25 mg tablets
For the 2 mg daily maintenance dose, Tablets a day
use the starter pack:

Day 1 1 x 0.25 mg tablet
Day 2 1 x 0.25 mg tablet
Day 3 2 x 0.25 mg tablets
Day 4 3 x 0.25 mg tablets
Day 5 5 x 0.25 mg tablets
Day 6 and every day after 1 x 2 mg tablet
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o Take MAYZENT exactly as your healthcare provider tells you. Do not change your dose or stop taking MAYZENT
unless your healthcare provider tells you to.

e Take MAYZENT 1 time each day.

o Take MAYZENT with or without food.

e |fyoumiss 1 or more doses of MAYZENT during the initial dose titration, you need to restart the medication.
o Ifyoumiss a dose of MAYZENT after the initial dose-titration, take it as soon as you remember.

o If MAYZENT treatment is stopped for 4 days in a row, treatment has to be restarted with the titration.

¢ Do not stop taking MAYZENT without talking with your healthcare provider first.

What are the possible side effects of MAYZENT?
MAYZENT may cause serious side effects, including:
e See "What is the most important information | should know about MAYZENT?"

e increased blood pressure. Your healthcare provider should check your blood pressure during treatment with
MAYZENT.

e liver problems. MAYZENT may cause liver problems. Your healthcare provider should do blood tests to check your
liver before you start taking MAYZENT. Call your healthcare provider right away if you have any of the following
symptoms of liver problems:

o hausea o loss of appetite

o vomiting o your skin or the whites of your eyes turn yellow
o stomach pain o dark urine

o tiredness

e breathing problems. Some people who take MAYZENT have shortness of breath. Call your healthcare provider right
away if you have new or worsening breathing problems.
¢ swelling and narrowing of the blood vessels in your brain. A condition called PRES (Posterior Reversible
Encephalopathy Syndrome) has happened with drugs in the same class. Symptoms of PRES usually get better when
you stop taking MAYZENT. However, if left untreated, it may lead to a stroke. Call your healthcare provider right away
if you have any of the following symptoms:
o sudden severe headache o sudden loss of vision or other changes in your vision
o sudden confusion o seizure
e severe worsening of multiple sclerosis after stopping MAYZENT. When MAYZENT is stopped, symptoms of MS
may return and become worse compared to before or during treatment. Always talk to your doctor before you stop
taking MAYZENT for any reason. Tell your healthcare provider if you have worsening symptoms of MS after stopping
MAYZENT.
The most common side effects of MAYZENT include:
e headache
e high blood pressure (hypertension)
e abnormal liver tests
Tell your healthcare provider if you have any side effects that bother you or that do not go away.
These are not all of the possible side effects of MAYZENT. For more information, ask your healthcare provider or
pharmacist. Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should | store MAYZENT?

Before opening:
e MAYZENT 0.25 mg and 2 mg tablets should be stored in a refrigerator between 36°F to 46°F (2°C to 8°C).

After opening:
o MAYZENT 0.25 mg tablets in the Starter Pack may be stored at room temperature, 68°F to 77°F (20°C to 25°C), for
up to 1 week after opening.

e MAYZENT 0.25 and 2 mg tablets in bottles may be stored at room temperature, 68°F to 77°F (20°C to 25°C), for up
to 1 month after opening.
Keep MAYZENT and all medicines out of the reach of children.

General information about the safe and effective use of MAYZENT

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use MAYZENT for
a condition for which itwas not prescribed. Do not give MAYZENT to other people, even if they have the same symptoms
you have. It may harm them. You can ask your pharmacist or healthcare provider for more information about MAYZENT
that is written for health professionals.
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What are the ingredients in MAYZENT?
Active ingredient: siponimod
Inactive ingredients: colloidal silicon dioxide, crospovidone, glyceryl behenate, lactose monohydrate, microcrystalline

cellulose, with a film coating containing iron oxides (black and red iron oxides for the 0.25 mg strength and red and yellow
iron oxides for the 2 mg strength), lecithin (soy), polyvinyl alcohol, talc, titanium dioxide, and xanthan gum.

Distributed by: Novartis Pharmaceuticals Corporation, East Hanover, New Jersey07936
For more information, go to www.pharma.us.novartis.com or call 1-888-669-6682.

This Medication Guide has beenapproved bythe U.S. Food and Drug Administration Issued: 3/2019
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Mayzent 0.25 mg film-coated tablets
Mayzent 2 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Mayzent 0.25 mg film-coated tablets

Each film-coated tablet contains siponimod fumaric acid equivalent to 0.25 mg siponimod.

Excipient with known effect
Each tablet contains 59.1 mg lactose (as monohydrate) and 0.092 mg soya lecithin.

Mayzent 2 mg film-coated tablets

Each film-coated tablet contains siponimod fumaric acid equivalent to 2 mg siponimod.

Excipient with known effect
Each tablet contains 57.3 mg lactose (as monohydrate) and 0.092 mg soya lecithin.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet

Mayzent 0.25 mg film-coated tablets

Pale red, round, biconvex, bevelled-edged film-coated tablet of approximately 6.1 mm diameter with
company logo on one side and “T” on the other side.

Mayzent 2 mg film-coated tablets

Pale yellow, round, biconvex, bevelled-edged film-coated tablet of approximately 6.1 mm diameter
with company logo on one side and “II” on the other side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Mayzent is indicated for the treatment of adult patients with secondary progressive multiple sclerosis
(SPMS) with active disease evidenced by relapses or imaging features of inflammatory activity (see
section 5.1).

4.2 Posology and method of administration

Treatment with siponimod should be initiated and supervised by a physician experienced in the
management of multiple sclerosis.



Before initiation of treatment, patients must be genotyped for CYP2C9 to determine their CYP2C9
metaboliser status (see sections 4.4, 4.5 and 5.2).

In patients with a CYP2C9*3*3 genotype, siponimod should not be used (see sections 4.3, 4.4 and
5.2).

In patients with a CYP2C9*2*3 or *1*3 genotype, the recommended maintenance dose is 1 mg taken
once daily (four tablets of 0.25 mg) (see sections 4.4 and 5.2).

The recommended maintenance dose of siponimod in all other CYP2C9 genotype patients is 2 mg.

Mayzent is taken once daily.

Posology

Treatment initiation

Treatment has to be started with a titration pack that lasts for 5 days. Treatment starts with 0.25 mg
once daily on days 1 and 2, followed by once-daily doses of 0.5 mg on day 3, 0.75 mg on day 4, and
1.25 mg on day 5, to reach the patient’s prescribed maintenance dose of siponimod starting on day 6
(see Table 1).

During the first 6 days of treatment initiation the recommended daily dose should be taken once daily
in the morning with or without food.

Table 1 Dose titration regimen to reach maintenance dosage

Titration Titration dose Titration regimen Dose

Day 1 0.25 mg 1 x0.25 mg

Day 2 0.25 mg 1 x0.25 mg

Day 3 0.5 mg 2x0.25 mg TITRATION
Day 4 0.75 mg 3x0.25 mg

Day 5 1.25 mg 5x0.25 mg

Day 6 2 mg' 1 x 2 mg' MAINTENANCE

! In patients with CYP2C9*2*3 or *1*3 genotype, the recommended maintenance dose is 1 mg

taken once daily (4 x 0.25 mg) (see above and sections 4.4 and 5.2). Additional exposure of
0.25 mg on day 5 does not compromise patient safety.

Missed dose(s) during treatment initiation
During the first 6 days of treatment, if a titration dose is missed on one day treatment needs to be
re-initiated with a new titration pack.

Missed dose after day 6
If a dose is missed, the prescribed dose should be taken at the next scheduled time; the next dose
should not be doubled.

Re-initiation of maintenance therapy after treatment interruption
If maintenance treatment is interrupted for 4 or more consecutive daily doses, siponimod needs to be
re-initiated with a new titration pack.

Special populations

Elderly

Siponimod has not been studied in patients aged 65 years and above. Clinical studies included patients
up to the age of 61 years. Siponimod should be used with caution in the elderly due to insufficient data
on safety and efficacy (see section 5.2).




Renal impairment
Based on clinical pharmacology studies, no dose adjustment is needed in patients with renal
impairment (see section 5.2).

Hepatic impairment

Siponimod must not be used in patients with severe hepatic impairment (Child-Pugh class C) (see
section 4.3). Although no dose adjustment is needed in patients with mild or moderate hepatic
impairment, caution should be exercised when initiating treatment in these patients (see sections 4.4
and 5.2).

Paediatric population
The safety and efficacy of siponimod in children and adolescents aged 0 to 18 years have not yet been
established. No data are available.

Method of administration

Oral use. Siponimod is taken with or without food.

The film-coated tablets should be swallowed whole with water.
4.3 Contraindications

- Hypersensitivity to the active substance, or to peanut, soya or any of the excipients listed in
section 6.1.

- Immunodeficiency syndrome.

- History of progressive multifocal leukoencephalopathy or cryptococcal meningitis.

- Active malignancies.

- Severe liver impairment (Child-Pugh class C).

- Patients who in the previous 6 months had a myocardial infarction (MI), unstable angina
pectoris, stroke/transient ischaemic attack (TIA), decompensated heart failure (requiring
inpatient treatment), or New York Heart Association (NYHA) class III/IV heart failure (see
section 4.4).

- Patients with a history of second-degree Mobitz type II atrioventricular (AV) block,
third-degree AV block, sino-atrial heart block or sick-sinus syndrome, if they do not wear a
pacemaker (see section 4.4).

- Patients homozygous for CYP2C9*3 (CYP2C9*3*3) genotype (poor metaboliser).

- During pregnancy and in women of childbearing potential not using effective contraception (see
sections 4.4 and 4.6).

4.4 Special warnings and precautions for use

Infections

Risk of infections

A core pharmacodynamic effect of siponimod is a dose-dependent reduction of the peripheral
lymphocyte count to 20-30% of baseline values. This is due to the reversible sequestration of
lymphocytes in lymphoid tissues (see section 5.1).

The immune system effects of siponimod may increase the risk of infections (see section 4.8).

Before initiating treatment, a recent complete blood count (CBC) (i.e. within last 6 months or after
discontinuation of prior therapy) should be available. Assessments of CBC are also recommended
periodically during treatment. Absolute lymphocyte counts <0.2 x 10%/1, if confirmed, should lead to
dose reduction to 1 mg, because in clinical studies siponimod dose was reduced in patients with
absolute lymphocyte counts <0.2 x 10%/1. Confirmed absolute lymphocyte counts <0.2 x 10°/1 in a
patient already receiving siponimod 1 mg should lead to interruption of siponimod therapy until the
level reaches 0.6 x 10%/1 when re-initiation of siponimod can be considered.



Initiation of treatment should be delayed in patients with severe active infection until resolution.
Because residual pharmacodynamic effects, such as lowering effects on peripheral lymphocyte count,
may persist for up to 3 to 4 weeks after discontinuation, vigilance for infection should be continued
throughout this period (see below section “Stopping siponimod therapy”).

Patients should be instructed to report symptoms of infection to their physician promptly. Effective
diagnostic and therapeutic strategies should be employed in patients with symptoms of infection while
on therapy. Suspension of treatment with siponimod should be considered if a patient develops a
serious infection.

A case of cryptococcal meningitis (CM) has been reported for siponimod. Cases of CM have been
reported for another sphingosine 1-phosphate (S1P) receptor modulator. Patients with symptoms and
signs consistent with CM should undergo prompt diagnostic evaluation. Siponimod treatment should
be suspended until CM has been excluded. If CM is diagnosed, appropriate treatment should be
initiated.

No cases of progressive multifocal leukoencephalopathy (PML) have been reported for siponimod in
the development programme; however, they have been reported for another S1P receptor modulator.
Physicians should be vigilant for clinical symptoms or magnetic resonance imaging (MRI) findings
that may be suggestive of PML. If PML is suspected, siponimod treatment should be suspended until
PML has been excluded.

Cases of herpes viral infection (including one case of reactivation of varicella zoster virus [VZV]
infection leading to varicella zoster meningitis) have been reported in the siponimod development
programme. Patients without a physician-confirmed history of varicella or without documentation of a
full course of vaccination against VZV should be tested for antibodies to VZV before starting
siponimod (see below section “Vaccination™).

Vaccination

A full course of vaccination with varicella vaccine is recommended for antibody-negative patients
prior to commencing treatment with siponimod, following which initiation of treatment should be
postponed for 1 month to allow the full effect of vaccination to occur (see section 4.8).

The use of live attenuated vaccines should be avoided while patients are taking siponimod and for
4 weeks after stopping treatment (see section 4.5).

Vaccinations may be less effective if administered during siponimod treatment. Discontinuation of
treatment 1 week prior to planned vaccination until 4 weeks after is recommended. When stopping
siponimod therapy for vaccination, the possible return of disease activity should be considered (see
below section “Stopping siponimod therapy”).

Concomitant treatment with anti-neoplastic, immune-modulating or immunosuppressive therapies
Anti-neoplastic, immune-modulating or immunosuppressive therapies (including corticosteroids)
should be co-administered with caution due to the risk of additive immune system effects during such
therapy (see section 4.5).

Macular oedema

Macular oedema with or without visual symptoms was more frequently reported on siponimod (1.8%)
than on placebo (0.2%) in the phase III clinical study (see section 4.8). The majority of cases occurred
within the first 3-4 months of therapy. An ophthalmological evaluation is therefore recommended

3-4 months after treatment initiation. As cases of macular oedema have also occurred on longer-term
treatment, patients should report visual disturbances at any time while on siponimod therapy and an
evaluation of the fundus, including the macula, is recommended.

Siponimod therapy should not be initiated in patients with macular oedema until resolution.



Siponimod should be used with caution in patients with a history of diabetes mellitus, uveitis or
underlying/co-existing retinal disease due to a potential increase in the risk of macular oedema (see
section 4.8). It is recommended that these patients should undergo an ophthalmological evaluation
prior to initiating therapy and regularly while receiving siponimod therapy to detect macular oedema.

Continuation of siponimod therapy in patients with macular oedema has not been evaluated. It is
recommended that siponimod be discontinued if a patient develops macular oedema. A decision on
whether or not siponimod should be re-initiated after resolution needs to take into account the
potential benefits and risks for the individual patient.

Bradyarrhythmia

Reduction in heart rate

Initiation of siponimod treatment results in a transient decrease in heart rate (see sections 4.8 and 5.1),
and a titration scheme to reach the maintenance dose on day 6 is therefore applied at the start of
treatment (see section 4.2).

After the first titration dose, the heart rate decrease starts within one hour and the day 1 decline is
maximal at approximately 3 to 4 hours. With continued up-titration, further heart rate decreases are
seen on subsequent days, with maximal decrease from day 1 (baseline) reached on day 5 to 6. The
highest daily post-dose decrease in absolute hourly mean heart rate is observed on day 1, with the
pulse declining on average 5 to 6 beats per minute (bpm). Post-dose declines on the following days are
less pronounced. With continued dosing heart rate starts increasing after day 6 and reaches placebo
levels within 10 days after treatment initiation.

Heart rates below 40 bpm were rarely observed. Patients who experienced bradycardia were generally
asymptomatic. A few patients experienced mild to moderate symptoms including dizziness and
non-cardiac chest pain, which resolved within 24 hours without intervention (see section 4.8). If
necessary, the decrease in heart rate induced by siponimod can be reversed by parenteral doses of
atropine or isoprenaline.

Atrioventricular conduction

Initiation of siponimod treatment has been associated with transient atrioventricular conduction delays
that follow a similar temporal pattern to the observed decrease in heart rate during dose titration. The
atrioventricular conduction delays manifested in most of the cases as first-degree atrioventricular (AV)
blocks (prolonged PR interval on electrocardiogram). In clinical studies, second-degree AV blocks,
usually Mobitz type I (Wenckebach), have been observed in less than 1.7% of patients at the time of
treatment initiation. The conduction abnormalities typically were transient, asymptomatic, resolved
within 24 hours and did not require discontinuation of treatment.

Treatment initiation recommendation in patients with certain pre-existing cardiac conditions

As a precautionary measure, patients with the following cardiac conditions should be observed for a
period of 6 hours after the first dose of siponimod for signs and symptoms of bradycardia (see also
section 4.3):

- sinus bradycardia (heart rate <55 bpm),

- history of first- or second-degree [Mobitz type I] AV block,

- history of myocardial infarction, or

- history of heart failure (patients with NYHA class I and II).

In these patients, it is recommended that an electrocardiogram (ECG) is obtained prior to dosing and at
the end of the observation period. If post-dose bradyarrhythmia or conduction-related symptoms occur
or if ECG 6 hours post-dose shows new onset second-degree or higher AV block or QTc¢ >500 msec,
appropriate management should be initiated and observation continued until the symptoms/findings
have resolved. If pharmacological treatment is required, monitoring should be continued overnight and
6-hour monitoring should be repeated after the second dose.




Due to the risk of serious cardiac rhythm disturbances or significant bradycardia, siponimod should
not be used in patients with:

- history of symptomatic bradycardia or recurrent syncope,

- uncontrolled hypertension, or

- severe untreated sleep apnoea.

In such patients, treatment with siponimod should be considered only if the anticipated benefits
outweigh the potential risks, and advice from a cardiologist should be sought prior to initiation of
treatment in order to determine the most appropriate monitoring strategy.

A thorough QT study demonstrated no significant direct QT-prolonging effect and siponimod is not
associated with an arrhythmogenic potential related to QT prolongation. Initiation of treatment may
result in decreased heart rate and indirect prolongation of the QT interval during the titration phase.
Siponimod was not studied in patients with significant QT prolongation (QTc >500 msec) or who
were treated with QT-prolonging medicinal products. If treatment with siponimod is considered in
patients with pre-existing significant QT prolongation or who are already being treated with
QT-prolonging medicinal products with known arrhythmogenic properties, advice from a cardiologist
should be sought prior to initiation of treatment in order to determine the most appropriate monitoring
strategy during treatment initiation.

Siponimod has not been studied in patients with arrhythmias requiring treatment with class Ia (e.g.
quinidine, procainamide) or class III (e.g. amiodarone, sotalol) antiarrhythmic medicinal products.
Class Ia and class III antiarrhythmic medicinal products have been associated with cases of torsades de
pointes in patients with bradycardia. Since initiation of treatment results in decreased heart rate,
siponimod should not be used concomitantly with these medicinal products during treatment initiation.

Experience is limited in patients receiving concurrent therapy with heart-rate-lowering calcium
channel blockers (such as verapamil or diltiazem) or other substances that may decrease heart rate
(e.g. ivabradine or digoxin) as these medicinal products were not studied in patients receiving
siponimod in clinical studies. Concomitant use of these substances during treatment initiation may be
associated with severe bradycardia and heart block. Because of the potential additive effect on heart
rate, treatment with siponimod should generally not be initiated in patients who are concurrently
treated with these substances (see section 4.5). In such patients, treatment with siponimod should be
considered only if the anticipated benefits outweigh the potential risks.

If concomitant treatment with one of the above substances is considered during initiation of treatment
with siponimod, advice from a cardiologist should be sought regarding the switch to a
non-heart-rate-lowering medicinal product or appropriate monitoring for treatment initiation.

Bradyarrhythmic effects are more pronounced when siponimod is added to beta-blocker therapy. For
patients receiving a stable dose of beta blocker, the resting heart rate should be considered before
introducing treatment. If the resting heart rate is >50 bpm under chronic beta-blocker treatment,
siponimod can be introduced. If resting heart rate is <50 bpm, then beta-blocker treatment should be
interrupted until the baseline heart rate is >50 bpm. Treatment with siponimod can then be initiated
and treatment with beta blocker can be re-initiated after siponimod has been up-titrated to the target
maintenance dose (see section 4.5).

Liver function

Recent (i.e. within last 6 months) transaminase and bilirubin levels should be available before
initiation of treatment with siponimod.

In the phase III clinical study, alanine aminotransferase (ALT) or aspartate aminotransferase (AST)
three times the upper limit of normal (ULN) was observed in 5.6% of patients treated with siponimod
2 mg compared to 1.5% of patients who received placebo (see section 4.8). In clinical studies
treatment was discontinued if the elevation exceeded a 3-fold increase and the patient showed
symptoms related to hepatic function or if the elevation exceeded a 5-fold increase. In the phase II1
clinical study, 1% of all discontinuations met one of these criteria.



Patients who develop symptoms suggestive of hepatic dysfunction should have liver enzymes checked
and siponimod should be discontinued if significant liver injury is confirmed. Resumption of therapy
will be dependent on whether or not another cause of liver injury is determined and on the benefits to
the patient of resuming therapy versus the risks of recurrence of liver dysfunction.

Although there are no data to establish that patients with pre-existing liver disease are at increased risk
of developing elevated liver function test values when taking siponimod, caution should be exercised

in patients with a history of significant liver disease.

Cutaneous neoplasms

In study A2304, basal cell carcinoma was the most common neoplasm and was reported with a
similiar incidence in the siponimod 2 mg (1.01%, 12 patients) and placebo (1.23%, 7 patients) groups.
However, other skin malignancies, including melanoma, have also been reported in patients treated
with siponimod and in patients on long-term therapy with another S1P modulator. Patients treated with
siponimod should be cautioned against exposure to sunlight without protection. These patients should
not receive concomitant phototherapy with UV-B radiation or PUVA-photochemotherapy.

Unexpected neurological or psychiatric symptoms/signs

Rare cases of posterior reversible encephalopathy syndrome (PRES) have been reported for another
sphingosine 1-phosphate (S1P) receptor modulator. Such events have not been reported for siponimod
in the development programme. However, should a patient on siponimod treatment develop any
unexpected neurological or psychiatric symptoms/signs (e.g. cognitive deficits, behavioural changes,
cortical visual disturbances or any other neurological cortical symptoms/signs or any symptom/sign
suggestive of an increase in intracranial pressure) or accelerated neurological deterioration, a complete
physical and neurological examination should promptly be scheduled and MRI should be considered.

Prior treatment with immunosuppressive or immune-modulating therapies

When switching from other disease-modifying therapies, the half-life and mode of action of the other
therapy must be considered to avoid an additive immune effect whilst at the same time minimising the
risk of disease reactivation. A peripheral lymphocyte count (CBC) is recommended prior to initiating
siponimod to ensure that immune effects of the previous therapy (i.e. cytopenia) have resolved.

Due to the characteristics and duration of alemtuzumab immune suppressive effects described in its
product information, initiating treatment with siponimod after alemtuzumab is not recommended.

Siponimod can generally be started immediately after discontinuation of beta interferon or glatiramer
acetate.

Blood pressure effects

Patients with hypertension uncontrolled by medication were excluded from participation in clinical
studies and special care is indicated if patients with uncontrolled hypertension are treated with
siponimod.

Hypertension was more frequently reported in patients on siponimod (12.6%) than in those given
placebo (9.0%) in the phase III clinical study in patients with SPMS. Treatment with siponimod
resulted in an increase of systolic and diastolic blood pressure starting early after treatment initiation,
reaching maximum effect after approximately 6 months of treatment (systolic 3 mmHg, diastolic

1.2 mmHg) and staying stable thereafter. The effect persisted with continued treatment.

Blood pressure should be regularly monitored during treatment with siponimod.



CYP2C9 genotype

Before initiation of treatment with siponimod, patients should be genotyped for CYP2C9 to determine
their CYP2C9 metaboliser status (see section 4.2). Patients homozygous for CYP2C9*3
(CYP2C9*3*3 genotype: approximately 0.3 to 0.4% of the population) should not be treated with
siponimod. Use of siponimod in these patients results in substantially elevated siponimod plasma
levels. The recommended maintenance dose is 1 mg daily in patients with a CYP2C9*2*3 genotype
(1.4-1.7% of the population) and in patients with a *1*3 genotype (9-12% of the population) to avoid
increased exposure to siponimod (see sections 4.2 and 5.2).

Women of childbearing potential

Due to risk for the foetus, siponimod is contraindicated during pregnancy and in women of
childbearing potential not using effective contraception. Before initiation of treatment, women of
childbearing potential must be informed of this risk to the foetus, must have a negative pregnancy test
and must use effective contraception during treatment and for at least 10 days after treatment
discontinuation (see sections 4.3 and 4.6).

Stopping siponimod therapy

Severe exacerbation of disease, including disease rebound, has been rarely reported after
discontinuation of another S1P receptor modulator. The possibility of severe exacerbation of disease
after stopping siponimod treatment should be considered. Patients should be observed for relevant
signs of possible severe exacerbation or return of high disease activity upon siponimod discontinuation
and appropriate treatment should be instituted as required.

After siponimod therapy has been stopped, siponimod remains in the blood for up to 10 days. Starting
other therapies during this interval will result in concomitant exposure to siponimod.

In the vast majority (90%) of SPMS patients, lymphocyte counts return to the normal range within

10 days of stopping therapy. However, residual pharmacodynamic effects, such as lowering effects on
peripheral lymphocyte count, may persist for up to 3-4 weeks after the last dose. Use of
immunosuppressants within this period may lead to an additive effect on the immune system and
therefore caution should be exercised for 3 to 4 weeks after the last dose.

Interference with haematological testing

Since siponimod reduces blood lymphocyte counts via re-distribution in secondary lymphoid organs,
peripheral blood lymphocyte counts cannot be utilised to evaluate the lymphocyte subset status of a
patient treated with siponimod. Laboratory tests involving the use of circulating mononuclear cells
require larger blood volumes due to reduction in the number of circulating lymphocytes.

Excipients

The tablets contain soya lecithin. Patients who are hypersensitive to peanut or soya should not take
siponimod (see section 4.3).

The tablets contain lactose. Patients with rare hereditary problems of galactose intolerance, total
lactase deficiency or glucose-galactose malabsorption should not take this medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Antineoplastic, immune-modulating or immunosuppressive therapies

Siponimod has not been studied in combination with antineoplastic, immune-modulating or
immunosuppressive therapies. Caution should be exercised during concomitant administration due to
the risk of additive immune effects during such therapy and in the weeks after administration of any of



these medicinal products is stopped (see section 4.4).

Due to the characteristics and duration of alemtuzumab immune suppressive effects described in its
product information, initiating treatment with siponimod after alemtuzmab is not recommended unless
the benefits of treatment clearly outweigh the risks for the individual patient (see section 4.4).

Anti-arrhythmic medicinal products, QT-prolonging medicinal products, medicinal products that may

decrease heart rate

During treatment initiation siponimod should not be concomitantly used in patients receiving class la
(e.g. quinidine, procainamide) or class III (e.g. amiodarone, sotalol) anti-arrhythmic medicinal
products, QT-prolonging medicinal products with known arrhythmogenic properties,
heart-rate-lowering calcium channel blockers (such as verapamil or diltiazem) or other substances that
may decrease heart rate (e.g. ivabradine or digoxin) because of the potential additive effects on heart
rate (see section 4.4). No data are available for concomitant use of these medicinal products with
siponimod. Concomitant use of these substances during treatment initiation may be associated with
severe bradycardia and heart block. Because of the potential additive effect on heart rate, treatment
with siponimod should generally not be initiated in patients who are concurrently treated with these
substances (see section 4.4). If treatment with siponimod is considered, advice from a cardiologist
should be sought regarding the switch to non-heart-rate-lowering medicinal products or appropriate
monitoring for treatment initiation.

Beta blockers

Caution should be exercised when siponimod is initiated in patients receiving beta blockers due to the
additive effects on lowering heart rate (see section 4.4). Beta-blocker treatment can be initiated in
patients receiving stable doses of siponimod.

The negative chronotropic effect of co-administration of siponimod and propranolol was evaluated in
a dedicated pharmacodynamic/safety study. The addition of propranolol on top of siponimod
pharmacokinetic/pharmacodynamic steady state had less pronounced negative chronotropic effects
(less than additive) in comparison to addition of siponimod on top of propranolol
pharmacokinetic/pharmacodynamic steady state (additive HR effect).

Vaccination

The use of live attenuated vaccines may carry the risk of infection and should therefore be avoided
during siponimod treatment and for up to 4 weeks after treatment (see section 4.4).

During and for up to 4 weeks after treatment with siponimod vaccinations may be less effective. The
efficacy of vaccination is not considered to be compromised if siponimod treatment is paused 1 week

prior to vaccination until 4 weeks after (see section 4.4).

Potential of other medicinal products to affect siponimod pharmacokinetics

Siponimod is metabolised primarily by cytochrome P450 2C9 (CYP2C9) (79.3%) and to a lesser
extent by cytochrome P450 3A4 (CYP3A4) (18.5%). CYP2C9 is a polymorphic enzyme and the
drug-drug interaction (DDI) effect in the presence of CYP3A or CYP2C9 perpetrator drugs is
predicted to be dependent on the CYP2C9 genotype.

CYP2C9 and CYP3A4 inhibitors

Because of a significant increase in exposure to siponimod, concomitant use of siponimod and
medicinal products that cause moderate CYP2C9 and moderate or strong CYP3A4 inhibition is not
recommended. This concomitant drug regimen can consist of a moderate CYP2C9/CYP3A4 dual
inhibitor (e.g. fluconazole) or a moderate CYP2C9 inhibitor in combination with a separate moderate
or strong CYP3A4 inhibitor.




The co-administration of fluconazole (moderate CYP2C9/strong CYP3A4 inhibitor) 200 mg daily at
steady state and a single dose of siponimod 4 mg in healthy volunteers with a CYP2C9*1*1 genotype
led to a 2-fold increase in the area under the curve (AUC) of siponimod. According to evaluation of
the drug interaction potential using physiologically based pharmacokinetic (PBPK) modelling, a
maximum of a 2-fold increase in the AUC of siponimod is predicted across genotypes with any type of
CYP3A4 and CYP2C9 inhibitors except for patients with a CYP2C9*2*2 genotype. In CYP2C9*2*2
patients, a 2.7-fold increase in the AUC of siponimod is expected in the presence of moderate
CYP2C9/CYP3A4 inhibitors.

CYP2C9 and CYP3A4 inducers

Siponimod may be combined with most types of CYP2C9 and CYP3A4 inducers. However, because

of an expected reduction in siponimod exposure, the appropriateness and possible benefit of the

treatment should be considered when siponimod is combined:

- with strong CYP3 A4/moderate CYP2C9 inducers (e.g. carbamazepine) in all patients regardless
of genotype

- with moderate CYP3A4 inducers (e.g. modafinil) in patients with a CYP2C9*1*3 or *2*3
genotype.

A significant reduction of siponimod exposure (by up to 76% and 51%, respectively) is expected
under these conditions according to evaluation of the drug interaction potential using PBPK
modelling. The co-administration of siponimod 2 mg daily in the presence of 600 mg daily doses of
rifampin (strong CYP3A4 and moderate CYP2C9 inducer) decreased siponimod AUC ay,ss and Crax,ss
by 57% and 45%, respectively, in CY2C9*1*1 subjects.

Oral contraceptives

Co-administration with siponimod did not reveal clinically relevant effects on the pharmacokinetics
and pharmacodynamics of the combined ethinylestradiol and levonorgestrel oral contraceptive.
Therefore the efficacy of the investigated oral contraceptive was maintained under siponimod
treatment.

No interaction studies have been performed with oral contraceptives containing other progestagens,
however an effect of siponimod on the efficacy of oral contraceptives is not expected.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in females

Siponimod is contraindicated in women of childbearing potential not using effective contraception
(see section 4.3). Therefore, before initiation of treatment in women of childbearing potential a
negative pregnancy test result must be available and counselling should be provided regarding serious
risk to the foetus. Women of childbearing potential must use effective contraception during treatment
and for at least ten days following the last dose of siponimod (see section 4.4).

Specific measures are also included in the Physician Education Pack. These measures must be
implemented before siponimod is prescribed to female patients and during treatment.

When stopping siponimod therapy for planning a pregnancy, the possible return of disease activity
should be considered (see section 4.4).

Pregnancy

There are no or limited amount of data available from the use of siponimod in pregnant women.
Animal studies have demonstrated siponimod-induced embryotoxicity and foetotoxicity in rats and
rabbits and teratogenicity in rats, including embryo-foetal deaths and skeletal or visceral
malformations at exposure levels comparable to the human exposure at the daily dose of 2 mg (see
section 5.3). In addition, clinical experience with another sphingosine-1-phosphate receptor modulator
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indicated a 2-fold higher risk of major congenital malformations when administered during pregnancy
compared with the rate observed in the general population.

Consequently, siponimod is contraindicated during pregnancy (see section 4.3). Siponimod should be
stopped at least 10 days before a pregnancy is planned (see section 4.4). If a woman becomes pregnant
while on treatment, siponimod must be discontinued. Medical advice should be given regarding the

risk of harmful effects to the foetus associated with treatment and ultrasonography examinations
should be performed.

Breast-feeding

It is unknown whether siponimod or its major metabolites are excreted in human milk. Siponimod and
its metabolites are excreted in the milk of rats. Siponimod should not be used during breast-feeding.

Fertility

The effect of siponimod on human fertility has not been evaluated. Siponimod had no effect on male
reproductive organs in rats and monkeys or on fertility parameters in rats.

4.7 Effects on ability to drive and use machines

Siponimod has no or negligible influence on the ability to drive and use machines. However, dizziness
may occasionally occur when initiating therapy with siponimod. Therefore, patients should not drive
or use machines during the first day of treatment initiation with siponimod (see section 4.4).

4.8 Undesirable effects

Summary of the safety profile

The most common adverse drug reactions are headache (15%) and hypertension (12.6%).

Tabulated list of adverse reactions

Within each system organ class, the adverse drug reactions are ranked by frequency, with the most
frequent reactions first. In addition, the corresponding frequency category for each adverse drug
reaction is based on the following convention: very common (>1/10); common (>1/100 to <1/10);
uncommon (>1/1,000 to <1/100); rare (>1/10,000 to <1/1,000); very rare (<1/10,000).

Table 2 Tabulated list of adverse reactions

Infections and infestations
Common | Herpes zoster
Neoplasms benign, malignant and unspecified (incl. cysts and polyps)
Common | Melanocytic naevus
Blood and lymphatic system disorders
Common | Lymphopenia
Nervous system disorders
Very common Headache
Common Dizziness
Seizure
Tremor
Eye disorders
Common | Macular oedema
Cardiac disorders
Common Bradycardia
Atrioventricular block (first and second degree)




Vascular disorders
Very common | Hypertension
Gastrointestinal disorders
Common Nausea
Diarrhoea
Musculoskeletal and connective tissue disorders
Common | Pain in extremity
General disorders and administration site conditions
Common Oedema peripheral
Asthenia
Investigations
Very common Liver function test increased
Common Pulmonary function test decreased

Description of selected adverse reactions

Infections

In the phase I1I clinical study in patients with SPMS the overall rate of infections was comparable
between the patients on siponimod and those on placebo (49.0% versus 49.1%, respectively).
However, an increase in the rate of herpes zoster infections was reported on siponimod (2.5%)
compared to placebo (0.7%). In the extension part of the phase III clinical study, a case of
cryptococcal meningitis (CM) has been reported (see section 4.4).

Macular oedema

Macular oedema was more frequently reported in patients receiving siponimod (1.8%) than in those
given placebo (0.2%). Although the majority of cases occurred within 3 to 4 months of commencing
siponimod, cases were also reported in patients treated with siponimod for more than 6 months (see
section 4.4). Some patients presented with blurred vision or decreased visual acuity, but others were
asymptomatic and diagnosed on routine ophthalmological examination. The macular oedema
generally improved or resolved spontaneously after discontinuation of treatment. The risk of
recurrence after re-challenge has not been evaluated.

Bradyarrhythmia
Initiation of siponimod treatment results in a transient decrease in heart rate and may also be

associated with atrioventricular conduction delays (see section 4.4). Bradycardia was reported in 6.2%
of patients treated with siponimod compared to 3.1% on placebo and AV block in 1.7% of patients
treated with siponimod compared to 0.7% on placebo (see section 4.4).

The maximum decline in heart rate is seen in the first 6 hours post-dose.

A transient, dose-dependent decrease in heart rate was observed during the initial dosing phase and
plateaued at doses >5 mg. Bradyarrhythmic events (AV blocks and sinus pauses) were detected with a
higher incidence under siponimod treatment compared to placebo.

Most AV blocks and sinus pauses occurred above the therapeutic dose of 2 mg, with notably higher
incidence under non-titrated conditions compared to dose titration conditions.

The decrease in heart rate induced by siponimod can be reversed by atropine or isoprenaline.

Liver function tests

Increased hepatic enzymes (mostly ALT elevation) have been reported in MS patients treated with
siponimod. In the phase III study in patients with SPMS, liver function test increases were more
frequently observed in patients on siponimod (11.3%) than in those on placebo (3.1%), mainly due to
liver transaminase (ALT/AST) and GGT elevations. The majority of elevations occurred within

6 months of starting treatment. ALT levels returned to normal within approximately 1 month after
discontinuation of siponimod (see section 4.4).




Blood pressure
Hypertension was more frequently reported in patients on siponimod (12.6%) than in those given

placebo (9.0%) in the phase III clinical study in patients with SPMS. Treatment with siponimod
resulted in an increase of systolic and diastolic blood pressure starting early after treatment initiation,
reaching maximum effect after approximately 6 months of treatment (systolic 3 mmHg, diastolic

1.2 mmHg) and staying stable thereafter. The effect persisted with continued treatment.

Seizures
Seizures were reported in 1.7% of patients treated with siponimod compared to 0.4% on placebo in the
phase III clinical study in patients with SPMS.

Respiratory effects

Minor reductions in forced expiratory volume in 1 second (FEV) and in the diffusing capacity of the
lung for carbon monoxide (DLCO) values were observed with siponimod treatment. At months 3 and
6 of treatment in the phase 111 clinical study in patients with SPMS, mean changes from baseline in
FEV in the siponimod group were -0.1 L at each time point, with no change in the placebo group.
These observations were slightly higher (approximately 0.15 L mean change from baseline in FEV) in
patients with respiratory disorders such as chronic obstructive pulmonary disease (COPD) or asthma
treated with siponimod. On chronic treatment, this reduction did not translate into clinically significant
adverse events and was not associated with an increase in reports of cough or dyspnoea (see

section 5.1).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

In healthy subjects, the single maximum tolerated dose was determined to be 25 mg based upon the
occurrence of symptomatic bradycardia after single doses of 75 mg. A few subjects received
unintended doses of up to 200 mg daily for 3 to 4 days and experienced asymptomatic mild to
moderate transient elevations of liver function tests.

One patient (with a history of depression) who took 84 mg siponimod experienced a slight elevation in
liver transaminases.

If the overdose constitutes first exposure to siponimod or occurs during the dose titration phase of
siponimod it is important to observe for signs and symptoms of bradycardia, which could include
overnight monitoring. Regular measurements of pulse rate and blood pressure are required and
electrocardiograms should be performed (see sections 4.2 and 4.4).

There is no specific antidote to siponimod available. Neither dialysis nor plasma exchange would
result in meaningful removal of siponimod from the body.



5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Immunosuppressants, selective immunosuppressants, ATC code:
L04AA42

Mechanism of action

Siponimod is a sphingosine-1-phosphate (S1P) receptor modulator. Siponimod binds selectively to
two out of five G-protein-coupled receptors (GPCRs) for S1P, namely S1P1 and S1P5. By acting as a
functional antagonist on S1P1 receptors on lymphocytes, siponimod prevents egress from lymph
nodes. This reduces the recirculation of T cells into the central nervous system (CNS) to limit central
inflammation.

Pharmacodynamic effects

Reduction of the peripheral blood lymphocytes
Siponimod induces a dose-dependent reduction of the peripheral blood lymphocyte count within
6 hours of the first dose, due to the reversible sequestration of lymphocytes in lymphoid tissues.

With continued daily dosing, the lymphocyte count continues to decrease, reaching a nadir median
(90% CI) lymphocyte count of approximately 0.560 (0.271-1.08) cells/nL in a typical CYP2C9*1*1 or
*1*2 non-Japanese SPMS patient, corresponding to 20-30% of baseline. Low lymphocyte counts are
maintained with daily dosing.

In the vast majority (90%) of SPMS patients, lymphocyte counts return to the normal range within
10 days of stopping therapy. After stopping siponimod treatment residual lowering effects on
peripheral lymphocyte count may persist for up to 3-4 weeks after the last dose.

Heart rate and rhythm

Siponimod causes a transient reduction in heart rate and atrioventricular conduction on treatment
initiation (see sections 4.4 and 4.8), which is mechanistically related to the activation of
G-protein-coupled inwardly rectifying potassium (GIRK) channels via S1P1 receptor stimulation
leading to cellular hyperpolarisation and reduced excitability. Due to its functional antagonism at S1P1
receptors, initial titration of siponimod successively desensitises GIRK channels until the maintenance
dose is reached.

Potential to prolong the OT interval

The effects of therapeutic (2 mg) and supratherapeutic (10 mg) doses of siponimod on cardiac
repolarisation were investigated in a thorough QT study. The results did not suggest an
arrhythmogenic potential related to QT prolongation with siponimod. Siponimod increased the
placebo-corrected baseline-adjusted mean QTcF (AAQTcF) by more than 5 ms, with a maximum
mean effect of 7.8 ms (2 mg) and 7.2 ms (10 mg), respectively, at 3 h post-dose. The upper bound of
the one-sided 95% CI for the AAQTCF at all time points remained below 10 ms. Categorical analysis
revealed no treatment-emergent QTc values above 480 ms, no QTc increases from baseline of more
than 60 ms and no corrected or uncorrected QT/QTc value exceeded 500 ms.

Pulmonary function

Siponimod treatment with single or multiple doses for 28 days is not associated with clinically
relevant increases in airway resistance as measured by forced expiratory volume in 1 second (FEV})
and forced expiratory flow (FEF) during expiration of 25 to 75% of the forced vital capacity
(FEF2s.75%). A slight trend of reduced FEV| was detected at non-therapeutic single doses (>10 mg).
Multiple doses of siponimod were associated with mild to moderate changes in FEV and FEF25.75,
which were not dose- and daytime-dependent and were not associated with any clinical signs of
increased airway resistance.




Clinical efficacy and safety

The efficacy of siponimod has been investigated in a phase III study evaluating once-daily doses of
2 mg in patients with SPMS.

Study A2304 (EXPAND) in SPMS

Study A2304 was a randomised, double-blind, placebo-controlled, event and follow-up duration
driven, phase III study in patients with SPMS who had documented evidence of progression in the
prior 2 years in the absence or independent of relapses, no evidence of relapse in the 3 months prior to
study enrolment and with a median Expanded Disability Status Scale (EDSS) score of 3.0 to 6.5 at
study entry. The median EDSS was 6.0 at baseline. Patients above 61 years of age were not included.
With regard to disease activity, features characteristic of inflammatory activity in SPMS can be
relapse- or imaging-related (i.e. Gd-enhancing T1 lesions or active [new or enlarging] T2 lesions).

Patients were randomised 2:1 to receive either once-daily siponimod 2 mg or placebo. Clinical
evaluations were performed at screening and every 3 months and at the time of relapse. MRI
evaluations were performed at screening and every 12 months.

The primary endpoint of the study was the time to 3-month confirmed disability progression (CDP)
determined as at least a 1-point increase from baseline in EDSS (0.5 point increase for patients with
baseline EDSS of 5.5 or more) sustained for 3 months. Key secondary endpoints were time to 3-month
confirmed worsening of at least 20% from baseline in the timed 25-foot walk test (T25W) and change
from baseline in T2 lesion volume. Additional secondary endpoints included time to 6-month CDP,
percent brain volume change and measures of inflammatory disease activity (annualised relapse rate,
MRI lesions). Change in cognitive processing speed on Symbol Digit Modality Test score was an
exploratory endpoint.

Study duration was variable for individual patients (median study duration was 21 months,
range: 1 day to 37 months).

The study involved randomisation of 1,651 patients to either siponimod 2 mg (N=1,105) or placebo
(N=546); 82% of patients treated with siponimod and 78% of placebo-treated patients completed the
study. Median age was 49 years, median disease duration was 16 years and median EDSS score was
6.0 at baseline. 64% of patients had no relapses in the 2 years prior to study entry and 76% had no
gadolinium (Gd)-enhancing lesions on their baseline MRI scan. 78% of patients had been previously
treated with a therapy for their MS.

Time to onset of 3-month and 6-month CDP was significantly delayed for siponimod, with reduction
in risk of 3-month CDP by 21% compared to placebo (hazard ratio [HR] 0.79, p=0.0134) and
reduction in risk of 6-month CDP by 26% compared to placebo (HR 0.74, p=0.0058).



Figure 1

analysis set, study A2304)

Time to 3-month CDP versus placebo
(Primary endpoint)

50 -

40 -

30 -

20 -

Percentage of subjects with 3-month CDP

o il

0.95); risk reduction: 21%

g Hazard ratio: 0.79, p=0.0134; (95% Cl: 0.65,

0

Number of patients at risk

Siponimod 1099
Placebo 546

6

947
463

12 18 24 30 36

Study month

781 499 289 101 4
352 223 124 35 0

et Siponimod (N=1099)

a2

Percentage of subjects with 6-month CDP

0 Siponimod
Placebo

Patients with 3- and 6-month CDP based on EDSS-Kaplan-Meier curves (full

Time to 6-month CDP versus placebo

50 -
40 -
30 -

20 -

10 -
Hazard ratio: 0.74, p=0.0058; (95%
Cl: 0.60, 0.92); risk reduction: 26%

T T

0 6 12 18 24 30 36 42

Number of patients at risk

Study month
1099 960 811 525 306 106 5 0
546 473 361 230 128 37 1 0

et Placebo (N=546)



Table 3 Clinical and MRI results of study A2304

Endpoints A2304 (EXPAND)

Siponimod 2 mg Placebo
(n=1,099) (n=546)

Clinical endpoints

Primary efficacy endpoint: 26.3% 31.7%
Proportion of patients with 3-month confirmed
disability progression (primary endpoint)

Risk reduction’ 21% (p=0.0134)

Proportion of patients with 3-month confirmed 39.7% 41.4%
20% increase in timed 25-foot walk test

Risk reduction’ 6% (p=0.4398)

Proportion of patients with 6-month confirmed 19.9% 25.5%
disability progression

Risk reduction’ 26% [(p=0.0058)]°

Annualised relapse rate (ARR) 0.071 | 0.152

Rate reduction’ 55% [(p<0.0001)]°

MRI endpoints

Change from baseline in T2 lesion volume +184 mm’ +879 mm’
(mm’*)’

Difference in T2 lesion volume change -695 mm’ (p<0.0001)’

Percentage brain volume change relative to -0.497% -0.649%
baseline (95% CI)’

Difference in percentage brain volume change 0.152% [(p=0.0002)]°

Average cumulative number of Gd-enhancing T1 0.081 0.596
weighted lesions (95% CI)*

Rate reduction 86% [(p<0.0001)]°

Proportion of patients with 4-point worsening in 16.0% 20.9%
Symbol Digit Modality Test

Risk reduction’ 25% [(p=0.0163)]°

From Cox modelling for time to progression

From a model for recurrent events

Average over month 12 and month 24

Up to month 24

Confirmed at 6 months

[Nominal p-value for endpoints not included in the hierarchical testing and not adjusted for
multiplicity]

Non-confirmatory p-value; hierarchical testing procedure terminated before reaching endpoint

[ L A

Results from the study showed a variable but consistent risk reduction in the time to 3- and 6-month
CDP with siponimod compared to placebo in subgroups defined based on gender, age, pre-study
relapse activity, baseline MRI disease activity, disease duration and disability levels at baseline.

In the subgroup of patients (n=779) with active disease (defined as patients with relapse in the 2 years
prior to the study and/or presence of Gd-enhancing T1 lesions at baseline) the baseline characteristics
were similar to the overall population. Median age was 47 years, median disease duration was 15 years
and median EDSS score at baseline was 6.0.

Time to onset of 3-month and 6-month CDP was significantly delayed in siponimod-treated patients
with active disease, by 31% compared to placebo (hazard ratio [HR] 0.69; 95% CI: 0.53, 0.91) and by
37% compared to placebo (HR 0.63; 95% CI: 0.47, 0.86), respectively. The ARR (confirmed relapses)
was reduced by 46% (ARR ratio 0.54; 95% CI: 0.39, 0.77) compared to placebo. The relative rate
reduction of cumulative number of Gd-enhancing T1 weighted lesions over 24 months was 85% (rate
ratio 0.155; 95% CI: 0.104, 0.231) compared to placebo. The differences in T2 lesion volume change
and in percentage of brain volume change (average over months 12 and 24) compared to placebo
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were -1163 mm?® (95% CI: -1484, -843 mm?®) and 0.141% (95% CI: 0.020, 0.261%), respectively.

o
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In the subgroup of patients (n=827) without signs and symptoms of disease activity (defined as
patients without relapse in the 2 years prior to the study and without presence of Gd-enhancing T1
lesions at baseline), effects on 3-month and 6-month CDP were small (risk reductions were 7% and
13%, respectively).

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
siponimod in one or more subsets of the paediatric population in the treatment of multiple sclerosis
(see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption

The time (Tmax) to reach maximum plasma concentrations (Cmax) after multiple oral administration of
siponimod is about 4 hours (range: 2 to 12 hours). Siponimod absorption is extensive (=70%, based on
the amount of radioactivity excreted in urine and the amount of metabolites in faeces extrapolated to
infinity). The absolute oral bioavailability of siponimod is approximately 84%. For 2 mg siponimod
given once daily over 10 days, a mean Cmax of 30.4 ng/ml and mean AUCra of 558 h*ng/ml were
observed on day 10. Steady state was reached after approximately 6 days of multiple once-daily
administration of siponimod.

Despite a delay in Tmax to 8 hours after a single dose, food intake had no effect on the systemic
exposure of siponimod (Cmax and AUC), therefore siponimod may be taken without regard to meals
(see section 4.2).



Distribution

Siponimod is distributed to body tissues with a moderate mean volume of distribution of 124 litres.
The siponimod fraction found in plasma is 68% in humans. Siponimod readily crosses the blood-brain
barrier. Protein binding of siponimod is >99.9% in healthy subjects and in patients with hepatic or
renal impairment.

Biotransformation

Siponimod is extensively metabolised, mainly by cytochrome P450 2C9 (CYP2C9) (79.3%), and to a
lesser extent by cytochrome P450 3A4 (CYP3A4) (18.5%).

The pharmacological activity of the main metabolites M3 and M17 is not expected to contribute to the
clinical effect and the safety of siponimod in humans.

In vitro investigations indicated that siponimod and its major systemic metabolites M3 and M17 do
not show any clinically relevant drug-drug interaction potential at the therapeutic dose of 2 mg once
daily for all investigated CYP enzymes and transporters, and do not necessitate clinical investigation.

CYP2C9 is polymorphic and the genotype influences the fractional contributions of the two oxidative
metabolism pathways to overall elimination. PBPK modelling indicates a differential CYP2C9
genotype-dependent inhibition and induction of CYP3A4 pathways. With decreased CYP2C9
metabolic activity in the respective genotypes, a larger effect of the CYP3A4 perpetrators on
siponimod exposure is anticipated (see section 4.5).

Elimination

An apparent systemic clearance (CL/F) of 3.11 I/h was estimated in MS patients. The apparent
elimination half-life of siponimod is approximately 30 hours.

Siponimod is eliminated from the systemic circulation mainly due to metabolism and subsequent
biliary/faecal excretion. Unchanged siponimod was not detected in urine.

Linearity

Siponimod concentration increases in an apparent dose proportional manner after multiple once-daily
doses of siponimod 0.3 mg to 20 mg.

Steady-state plasma concentrations are reached after approximately 6 days of once-daily dosing and
steady-state levels are approximately 2- to 3-fold greater than after the initial dose. An up-titration
regimen is used to reach the clinically therapeutic dose of 2 mg siponimod after 6 days and

4 additional days of dosing are required to reach the steady-state plasma concentrations.

Characteristics in specific groups or special populations

CYP2C9 genotype

The CYP2C9 genotype influences siponimod CL/F. Two population pharmacokinetic analyses
indicated that CYP2C9*1*1 and *1*2 subjects behave as extensive metabolisers, *2*2 and *1*3
subjects as intermediate metabolisers and *2*3 and *3*3 subjects as poor metabolisers. Compared to
CYP2C9*1*1 subjects, individuals with the CYP2C9*2*2, *1*3, *2*3 and *3*3 genotypes have 20%,
35-38%, 45-48% and 74% smaller CL/F values, respectively. Siponimod exposure is therefore
approximately 25%, 61%, 91% and 284% higher in CYP2C9*2*2, *1*3, *2*3 and *3*3 subjects,
respectively, as compared to *1*1 subjects (see Table 4) (see sections 4.2 and 4.4).
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Table 4 CYP2C9 genotype effect on siponimod CL/F and systemic exposure

0, 0,
CYP2C9 Frequency in | Estimated CL/F CYP;’C‘;f*I*l o c/‘; et
genotype Caucasians (L/h) CL/F CYP2C9%1+1
Extensive metabolisers
CYP2C9*1*1 62-65 3.1-3.3 100 -
CYP2C9*1*2 20-24 3.1-3.3 99-100 -
Intermediate metabolisers
CYP2C9*2*2 1-2 2.5-2.6 80 25
CYP2C9*1*3 9-12 1.9-2.1 62-65 61
Poor metabolisers
CYP2C9*2*3 1.4-1.7 1.6-1.8 52-55 91
CYP2C9*3*3 0.3-04 0.9 26 284
Elderly

Results from population pharmacokinetics suggest that dose adjustment is not necessary in elderly
patients (age 65 years and above). No patients over 61 years of age were enrolled in clinical studies.
Siponimod should be used with caution in the elderly (see section 4.2).

Gender
Results from population pharmacokinetics suggest that gender-based dose adjustment is not necessary.

Race/Ethnicity
The single-dose pharmacokinetic parameters were not different between Japanese and Caucasian

healthy subjects, indicating absence of ethnic sensitivity on the pharmacokinetics of siponimod.

Renal impairment

No siponimod dose adjustments are needed in patients with mild, moderate or severe renal
impairment. Mean siponimod half-life and Cnax (total and unbound) were comparable between
subjects with severe renal impairment and healthy subjects. Total and unbound AUCs were only
slightly increased (by 23 to 33%) compared to healthy subjects. The effects of end-stage renal disease
or haemodialysis on the pharmacokinetics of siponimod have not been studied. Due to the high plasma
protein binding (>99.9%) of siponimod, haemodialysis is not expected to alter the total and unbound
siponimod concentration and no dose adjustments are anticipated based on these considerations.

Hepatic impairment

Siponimod must not be used in patients with severe hepatic impairment (see section 4.3). No dose
adjustments for siponimod are needed in patients with mild or moderate hepatic impairment. The
unbound siponimod pharmacokinetics AUC is 15% and 50% higher in subjects with moderate and
severe hepatic impairment, respectively, in comparison with healthy subjects for the 0.25 mg single
dose studied. The mean half-life of siponimod was unchanged in hepatic impairment.

5.3 Preclinical safety data

In repeat-dose toxicity studies in mice, rats and monkeys, siponimod markedly affected the lymphoid
system (lymphopenia, lymphoid atrophy and reduced antibody response), which is consistent with its
primary pharmacological activity at SIP1 receptors (see section 5.1).

Dose-limiting toxicities in animal species were nephrotoxicity in mice, body weight development in
rats and adverse CNS and gastrointestinal effects in monkeys. The main target organs of toxicity in
rodents included the lung, liver, thyroid, kidney and uterus/vagina. In monkeys, effects on muscle and
skin were additionally observed. These toxicities developed at more than 30-fold higher systemic
siponimod levels than the AUC-based human exposure at the maintenance dose of 2 mg/day.

Siponimod did not exert any phototoxic or dependence potential and was not genotoxic in vitro and in
vivo.
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Carcinogenicity

In carcinogenicity investigations, siponimod induced lymphoma, haemangioma and
haemangiosarcoma in mice, whereas follicular adenoma and carcinoma of the thyroid gland were
identified in male rats. These tumour findings were either regarded as mouse-specific or attributable to
metabolic liver adaptations in the particularly sensitive rat species and are of questionable human
relevance.

Fertility and reproductive toxicity

Siponimod did not affect male and female fertility in rats up to the highest dose tested, representing an
approximate 19-fold safety margin based on human systemic exposure (AUC) at a daily dose of 2 mg.

The receptor affected by siponimod (sphinosine-1-phosphate receptor) is known to be involved in
vascular formation during embryogenesis.

In embryofoetal development studies conducted in rats and rabbits, siponimod induced embryotoxic
effects in the absence of maternal toxicity. In both species, prenatal mortality was increased. While in
rats a higher number of foetuses with external, skeletal and visceral malformations (e.g. cleft palate
and misshapen clavicles, cardiomegaly and oedema) were noted, in rabbit foetuses skeletal and
visceral variations were predominantly observed.

In the prenatal and postnatal development study performed in rats, there was in increased number of
dead (stillborn or found dead before postnatal day 4) and malformed pups (male pups with urogenital
malformations and/or decreased anogenital distance; pups of both sexes with oedema, swollen soft
cranium, or flexed hindlimbs).

The exposure levels (AUC) at the respective NOAELSs for embryofoetal (rats and rabbits) and
pre/postnatal (rats) development were below the human systemic exposure (AUC) at a daily dose of
2 mg and consequently no safety margin exists.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Mayzent 0.25 mg film-coated tablets

Tablet core

Lactose monohydrate
Microcrystalline cellulose
Crospovidone

Glycerol dibehenate
Colloidal anhydrous silica

Tablet coating

Polyvinyl alcohol
Titanium dioxide (E171)
Red iron oxide (E172)
Black iron oxide (E172)
Talc

Soya lecithin

Xanthan gum
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Mayzent 2 mg film-coated tablets

Tablet core

Lactose monohydrate
Microcrystalline cellulose
Crospovidone

Glycerol dibehenate
Colloidal anhydrous silica

Tablet coating

Polyvinyl alcohol
Titanium dioxide (E171)
Yellow iron oxide (E172)
Red iron oxide (E172)
Talc

Soya lecithin

Xanthan gum

6.2 Incompatibilities
Not applicable.

6.3  Shelf life

2 years

6.4 Special precautions for storage
Do not store above 25°C.

6.5 Nature and contents of container

Mayzent 0.25 mg film-coated tablets

Titration packs of 12 film-coated tablets in PA/alu/PVC/alu blister in wallet.
Packs of 120 film-coated tablets in PA/alu/PVC/alu blisters.

Mayzent 2 mg film-coated tablets

Packs of 28 film-coated tablets in PA/alu/PVC/alu blisters.
6.6  Special precautions for disposal

No special requirements for disposal.

7. MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Ireland
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8. MARKETING AUTHORISATION NUMBER(S)

Mayzent 0.25 mg film-coated tablets

EU/1/19/1414/001-002

Mayzent 2 mg film-coated tablets

EU/1/19/1414/003

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

13 January 2020

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX IT

MANUFACTURER(S) RESPONSIBLE FOR BATCH
RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A. MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) responsible for batch release

Novartis Pharma GmbH
Roonstrasse 25
D-90429 Nuremberg
Germany

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic safety update reports (PSURs)

The requirements for submission of PSURs for this medicinal product are set out in the list of
Union reference dates (EURD list) provided for under Article 107¢c(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within
6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance
activities and interventions detailed in the agreed RMP presented in Module 1.8.2 of the
marketing authorisation and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:

. At the request of the European Medicines Agency;

. Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

° Additional risk minimisation measures

Prior to launch of Mayzent in each Member State the Marketing Authorisation Holder (MAH) must
agree about the content and format of the educational programme, including communication media,

distribution modalities, and any other aspects of the programme, with the National Competent
Authority (NCA).

The MAH shall ensure that in each Member State (MS) where Mayzent is marketed, all physicians
who intend to prescribe Mayzent are provided with an updated Physician Education Pack, including:
. Summary of Product Characteristics;

. Physician’s Checklist to consider prior to prescribing Mayzent;

. Patient/Caregiver Guide to be provided to all patients;

. Pregnancy Reminder Card for women of childbearing potential.
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Physician’s Checklist:

The Physician’s Checklist shall contain the following key messages:

° Potential long-term safety implications in CYP2C9 poor metabolisers:

Perform genotyping for CYP2C9 before treatment initiation to determine the siponimod
maintenance dose. Test requires a DNA sample obtained via blood or saliva (buccal
swab). The test identifies two variant alleles for CYP2C9: CYP2C9*2 (rs1799853,
¢.430C>T) and CYP2C9*3 (rs1057910, c.1075A>C). Both are single nucleotide
polymorphisms. This genotyping can be done using a Sanger sequencing method or
PCR-based assay methods. For further clarifications please refer to your local laboratory.
Do not prescribe siponimod in patients homozygous for CYP2C9*3*3.

Adjust the maintenance dose to 1 mg in patients with CYP2C9*2*3 or *1*3 genotypes.

° Bradyarrhythmia (including conduction defects) during treatment initiation:

Initiate treatment with a titration pack that lasts for 5 days. Start treatment with 0.25 mg
on day 1, up-titrated to the maintenance dose of 2 mg or 1 mg on day 6 based on the
CYP2C9 metaboliser status.

If a titration dose is missed on one day during the first 6 days of treatment, treatment must

be re-initiated with a new titration pack.

If the maintenance dose is interrupted for 4 or more consecutive daily doses, treatment

must be re-initiated with a new titration pack.

Monitoring requirements at treatment initiation:

Prior to initiating treatment:

o Perform vitals and baseline ECG prior to the first dose of siponimod in patients
with sinus bradycardia (heart rate [HR] <55 bpm), history of first- or
second-degree [Mobitz type I] AV block, or a history of myocardial infarction or
heart failure (patients with NYHA class I and II).

Until 6 hours after first dose:

o Observe patients with sinus bradycardia (heart rate <55 bpm), history of first- or
second-degree [Mobitz type I] AV block or a history of myocardial infarction or
heart failure (patients with NYHA class I and II) for a period of 6 hours after the
first dose of siponimod for signs and symptoms of bradycardia and obtain an ECG
at the end of the 6-hour monitoring period.

o If necessary, the decrease in heart rate induced by siponimod can be reversed by
parenteral doses of atropine or isoprenaline.

Extended observation (>6 hours after first dose):

o If, at the 6-hour time point, the heart rate is at the lowest value following the first
dose, extend heart rate monitoring for at least 2 more hours and until the heart rate
increases again.

o Extend heart rate monitoring for at least overnight in a medical facility and until
resolution of findings in patients requiring pharmacological intervention during
monitoring at treatment initiation/re-initiation. Repeat the first-dose monitoring
after the second dose of siponimod.

o Appropriate management should be initiated and observation continued until the
symptoms/findings have resolved if the following events are observed:

a. New onset third-degree AV block occurring at any time

b. Where at the 6-hour time point the ECG shows: New onset second-degree or
higher AV block, or QTc interval >500 msec

If pharmacological treatment is required, monitoring should be continued overnight

and 6-hour monitoring should be repeated after the second dose.

Mayzent is contraindicated in:

. Patients who, in the previous 6 months, had a myocardial infarction, unstable
angina pectoris, stroke/transient ischaemic attack (TIA), decompensated heart
failure (requiring in-patient treatment), or New York Heart Association (NYHA)
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class III/IV heart failure.

. Patients with a history of second-degree Mobitz type II atrioventricular (AV)
block, third-degree AV block, sino-atrial heart block or sick sinus syndrome, if
they do not wear a pacemaker.

Mayzent is not recommended in:

o Patients with the below conditions. Siponimod treatment should be considered in
these patients only if the anticipated benefits outweigh the potential risks and a
cardiologist must be consulted to determine appropriate monitoring. At least
overnight extended monitoring is recommended.

QTc prolongation >500 msec

Severe untreated sleep apnoea

History of symptomatic bradycardia

History of recurrent syncope

Uncontrolled hypertension

Concomitant treatment with class Ia (e.g. quinidine, procainamide) or

class III anti-arrhythmic medications, calcium channel blockers (such as

verapamil, diltiazem) and other medications (e.g. ivabradine or digoxin)
which are known to decrease the heart rate

O 0O 0O 0O O O

Infections, including varicella zoster reactivation, reactivation of the other viral infections, PML

and other rare opportunistic infections:

There is an increased risk of infections including serious infections, in patients treated

with siponimod.

Before initiating treatment, a recent complete blood count (CBC) (i.e. within 6 months or

after discontinuation of prior therapy) should be available. Assessments of CBC are also

recommended periodically during treatment.

Before starting siponimod, test for antibodies to varicella zoster virus (VZV) in patients

without a physician-confirmed history of varicella or without documentation of a full

course of vaccination against VZV. If tested negative, vaccination is recommended and
treatment with siponimod should be postponed for 1 month to allow the full effect of
vaccination to occur.

Siponimod is contraindicated in patients with immunodeficiency syndrome.

Siponimod is contraindicated in patients with history of progressive multifocal

leukoencephalopathy or cryptococcal meningitis.

Do not initiate siponimod treatment in patients with severe active infection until infection

is resolved.

Exercise caution when administering concomitant treatment with anti-neoplastic,

immune-modulating or immunosuppressive therapies (including corticosteroids) due to

the risk of additive immune system effects.

Patients should be instructed to report signs and symptoms of infections immediately to

their prescriber during and for up to one month after treatment with siponimod.

Monitor patients carefully for signs and symptoms of infections during and after

treatment with siponimod:

. A case of cryptococcal meningitis (CM) has been reported for siponimod. Prompt
diagnostic evaluation should be performed in patients with symptoms and signs
consistent with cryptococcal meningitis; appropriate treatment, if diagnosed,
should be initiated. Siponimod treatment should be suspended until CM has been
excluded.

o Cases of progressive multifocal leukoencephalopathy (PML) have been reported
with another sphingosine 1-phosphate (S1P) receptor modulator. Physicians should
be vigilant for clinical symptoms or MRI findings suggestive of PML. If PML is
suspected, treatment should be suspended until PML has been excluded.

Macular oedema:

Arrange an ophthalmological evaluation prior to initiating therapy and follow-up
evaluations while receiving therapy in patients with a history of diabetes mellitus, uveitis
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or underlying/co-existing retinal disease.
An ophthalmological evaluation 3-4 months after treatment initiation with siponimod is
recommended.

Instruct the patient to report visual disturbances at any time while on siponimod therapy.
Do not initiate siponimod treatment in patients with macular oedema until resolution.

Reproductive toxicity:

Siponimod is contraindicated during pregnancy and in women of childbearing potential
not using effective contraception. Advise women of potential serious risks to the foetus if
siponimod is used during pregnancy or if the patient becomes pregnant while taking it.
A negative pregnancy test result is required prior to initiation of treatment in women of
childbearing potential.

Women of childbearing potential should be counselled before treatment initiation and
regularly thereafter about the serious risks of siponimod to the foetus, facilitated by the
pregnancy-specific patient reminder card.

Women of childbearing potential must use effective contraception during treatment and
for at least 10 days following discontinuation of treatment with siponimod.

Siponimod should be stopped at least 10 days before a pregnancy is planned. When
stopping siponimod for planning a pregnancy the possible return of disease activity
should be considered.

Counsel the patient in case of inadvertent pregnancy.

If a woman becomes pregnant while on treatment with siponimod, treatment must be
discontinued. Pregnant women should be advised of potential serious risks to the foetus,
and ultrasonography examinations should be performed.

Should a pregnancy occur during treatment or within 10 days following discontinuation
of treatment with siponimod, please report it to Novartis by calling [insert local number]
or visiting [insert URL], irrespective of adverse outcomes observed.

Novartis has put in place a PRegnancy outcomes Intensive Monitoring (PRIM)
programme, which is a registry based on enhanced follow-up mechanisms to collect
information about pregnancy in patients exposed to siponimod immediately before or
during pregnancy and on infant outcomes 12 months post-delivery.

Other reminders:

Perform liver function tests prior to initiating siponimod treatment. If patients develop
symptoms suggestive of hepatic dysfunction during treatment with siponimod, request a
liver enzymes check. Discontinue treatment if significant liver injury is confirmed.
Siponimod is contraindicated in patients with severe liver impairment (Child-Pugh

class C).

Be vigilant for skin malignancies while on treatment with siponimod. Patients treated
with siponimod should be cautioned against exposure to sunlight without protection.
These patients should not receive concomitant phototherapy with UV-B radiation or
PUVA-photochemotherapy. Siponimod is contraindicated in patients with active
malignancies.

Should a patient develop any unexpected neurological or psychiatric symptoms/signs or
accelerated neurological deterioration, a complete physical and neurological examination
should promptly be scheduled and MRI should be considered.

Caution should be exercised in elderly patients with multiple co-morbidities, or advanced
disease/disability (due to possible increased risks of, for example, infections,
bradyarrhythmic events during treatment initiation).

If siponimod is discontinued, the possibility of recurrence of high disease activity should
be considered.

Provide patients with the Patient/Caregiver Guide and Pregnancy Reminder Card for
women of childbearing potential.

Be familiar with the Mayzent Prescribing Information.
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Patient/Caregiver Guide:
The Patient/Caregiver Guide shall contain the following key messages:

. What Mayzent is and how it works.

. What multiple sclerosis is.
Patients should read the package leaflet thoroughly before starting treatment and should keep
the package leaflet in case they need to refer to it again during treatment.
The importance of reporting adverse reactions.

. Before starting treatment, a DNA sample via blood or saliva (buccal swab) is taken to determine
the CYP2C9 genotype to help determine appropriate dosing of siponimod. In certain cases the
patient may not receive treatment with siponimod due to specific CYP2C9 genotype status.

. Patients need to have chickenpox vaccination 1 month before starting siponimod treatment, if
the patient is not protected against the virus.
. Siponimod is not recommended in patients with cardiac disease or taking concomitant

medicines known to decrease heart rate. Patients should tell any doctor they see that they are
being treated with siponimod.

. For patients with certain heart problems, an ECG before initiating treatment with siponimod
will be needed. The need for observation (including an ECG monitoring) for 6 hours in a clinic
after the first dose of siponimod on day 1, if the patient has heart problems. Information that the
monitoring may need to extend overnight, if the patient experiences symptoms during the first

6 hours.
. Patients should report immediately symptoms indicating low heart rate (such as dizziness,
vertigo, nausea or palpitations) after the first dose of siponimod and during the titration period.
. Before starting treatment patients should provide a recent complete blood count.

The signs and symptoms of infection during, and up to one month after treatment with
siponimod need to be reported immediately to the prescriber.

. Patients should report any symptoms of visual impairment immediately to the prescriber during
and for up to one month after the end of treatment with siponimod.
. Patients should call the doctor if a dose is missed during the first 6 days of treatment or for 4 or

more consecutive days after initiating treatment with siponimod. Treatment needs to be
reinitiated with a new titration pack.

. Liver function tests should be performed before starting treatment and repeated if there are
symptoms suggestive of hepatic dysfunction.
. Patients should report any unexpected neurological or psychiatric symptoms/signs (such as

sudden onset of severe headache, confusion, seizures and vision changes) or accelerated

neurological deterioration to their doctors.

. Due to the potential teratogenic risk of siponimod women of childbearing potential should:

o Be informed before treatment initiation and regularly thereafter by their physician about
siponimod serious risks to the foetus and about the contraindication in pregnant women
and in women of childbearing potential not using effective contraception, facilitated by
the Pregnancy Reminder Card.

o Have a negative pregnancy test before starting siponimod, which should be repeated at
suitable intervals.
. Be using effective contraception during treatment and for at least 10 days after stopping
treatment to avoid pregnancy due to the potential risk of harm to the unborn baby.
. Report immediately to the prescribing physician any (intended or unintended) pregnancy,
during treatment and up to 10 days following discontinuation of siponimod treatment.
. Patients should be informed about the risk of skin malignancies while on treatment with

siponimod and should be cautioned against exposure to sunlight without protection. Also, these
patients should not receive concomitant phototherapy with UV-B radiation or
PUVA-photochemotherapy.

. After stopping treatment with Mayzent, patients should inform their doctor immediately if their
disease symptoms are getting worse (e.g. weakness or visual changes) or if they notice any new
symptoms.

. Contact details of the siponimod prescriber.
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Pregnancy Reminder Card for women of childbearing potential:

The pregnancy-specific patient reminder card shall contain the following key messages:

. Siponimod is contraindicated during pregnancy and in women of childbearing potential not
using effective contraception.

. Doctors will provide counselling before treatment initiation and regularly thereafter regarding
the potential teratogenic risk of siponimod and required actions to minimise this risk.

. Patients will be informed by their doctor of the need for effective contraception while on
treatment and for 10 days after discontinuation.

. A pregnancy test must be carried out and negative results verified by the doctor before starting
treatment. It must be repeated at suitable intervals.

. Patients must use effective contraception during the treatment with siponimod.

[ While on treatment, women must not become pregnant. If a woman becomes pregnant or wants

to become pregnant, siponimod should be discontinued. Effective contraception should be
maintained for at least 10 days following discontinuation of treatment with siponimod.

. Doctors will provide counselling in the event of pregnancy and evaluation of the outcome of
any pregnancy.

. Patients should inform their doctor straight away if there is worsening of multiple sclerosis after
stopping treatment with siponimod.

. Women exposed to siponimod during pregnancy are encouraged to join the pregnancy exposure
programme (PRegnancy outcomes Intensive Monitoring, PRIM) that monitors outcomes of
pregnancy.

. Should a pregnancy occur during treatment or within 10 days following discontinuation of

treatment with siponimod, it should be immediately reported to the doctor or to Novartis by
calling [insert local number] or visiting [insert URL], irrespective of adverse outcomes
observed.
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ANNEX ITI

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON OF UNIT PACK

1. NAME OF THE MEDICINAL PRODUCT

Mayzent 0.25 mg film-coated tablets
siponimod

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 0.25 mg siponimod (as fumaric acid).

3. LIST OF EXCIPIENTS

Contains lactose and soya lecithin. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

Titration pack
12 film-coated tablets
120 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1414/001 Titration pack of 12 film-coated tablets
EU/1/19/1414/002 120 film-coated tablets

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Mayzent 0.25 mg

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE INNER PACKAGING

WALLET CONTAINING BLISTER (titration pack of 12 film-coated tablets of 0.25 mg)

1.

NAME OF THE MEDICINAL PRODUCT

Mayzent 0.25 mg film-coated tablets
siponimod

2.

STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 0.25 mg siponimod (as fumaric acid).

3.

LIST OF EXCIPIENTS

Contains lactose and soya lecithin. See leaflet for further information.

4.

PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

Titration pack
12 film-coated tablets

5.

METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use
Take tablet(s) at the same time every day.

Start

Day 1
Day 2
Day 3
Day 4
Day 5

6.

SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

7.

OTHER SPECIAL WARNING(S), IF NECESSARY

8.

EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1414/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

| 17. UNIQUE IDENTIFIER - 2D BARCODE

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS (pack of 120 film-coated tablets of 0.25 mg)

1. NAME OF THE MEDICINAL PRODUCT

Mayzent 0.25 mg film-coated tablets
siponimod

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON OF UNIT PACK

1. NAME OF THE MEDICINAL PRODUCT

Mayzent 2 mg film-coated tablets
siponimod

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 2 mg siponimod (as fumaric acid).

3. LIST OF EXCIPIENTS

Contains lactose and soya lecithin. See leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

28 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1414/003

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

‘ 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Mayzent 2 mg

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

Mayzent 2 mg film-coated tablets
siponimod

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER

Mon.
Tue.
Wed.
Thu.
Fri.
Sat.
Sun.
Mon.
Tue.
Wed.
Thu.
Fri.
Sat.
Sun.
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Mayzent 0.25 mg film-coated tablets
Mayzent 2 mg film-coated tablets
siponimod

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor or pharmacist. This includes any possible side
effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Mayzent is and what it is used for

2. What you need to know before you take Mayzent
3. How to take Mayzent

4. Possible side effects

5. How to store Mayzent

6. Contents of the pack and other information

1. What Mayzent is and what it is used for

What Mayzent is
Mayzent contains the active substance siponimod. Siponimod belongs to a group of medicines called
sphingosine-1-phosphate (S1P) receptor modulators.

‘What Mayzent is used for

Mayzent is used to treat adults with secondary progressive multiple sclerosis (SPMS) with active
disease. Active disease in SPMS is when there are still relapses or when MRI (magnetic resonance
imaging) results show signs of inflammation.

How Mayzent works

Mayzent helps to protect the central nervous system (CNS) from attacks by the body’s own immune

system. It does this by:

- making some white blood cells (called lymphocytes) less able to move freely within the body,
and

- stopping these cells from reaching the brain and spinal cord.

This reduces nerve damage caused by SPMS and as a result Mayzent helps to slow down the effects of

the disease activity (such as worsening disability, brain lesions and relapses).

2. What you need to know before you take Mayzent

Do not take Mayzent

- if you are allergic to siponimod, peanut, soya or any of the other ingredients of this medicine
(listed in section 6).

- if you have an immunodeficiency syndrome.

- if you have ever had progressive multifocal leukoencephalopathy or cryptococcal meningitis.
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if you have an active cancer.

if you have severe liver problems.

if, in the last 6 months, you have had a heart attack, unstable angina, stroke or certain types of
heart failure.

if you have certain types of irregular or abnormal heartbeat (arrhythmia) and you do not have a
pacemaker.

if blood tests show that your body cannot break down this medicine well enough, you should
not take it (see “Blood tests before and during treatment” below).

if you are pregnant or could become pregnant and are not using effective contraception.

Warnings and precautions
Talk to your doctor before taking Mayzent:

if you have an infection or if your immune system does not work properly (for example due to a
disease or to medicines that suppress the immune system; see also “Other medicines and
Mayzent”).

if you have never had chickenpox and have not been vaccinated against it. You may be at
greater risk of complications if you develop chickenpox during Mayzent treatment. Y our doctor
may want to vaccinate you against chickenpox before you start treatment.

if you are planning to have any vaccinations. Your doctor will advise you on this (see “Other
medicines and Mayzent”).

if you have ever had, or have, difficulties with your vision (in particular a condition called
macular oedema) or an infection or inflammation of the eye (uveitis). Your doctor may want
you to have eye examinations before you start treatment and regularly while you are on
treatment. Mayzent can cause a swelling in the macula (the area of the eye that enables you to
see shapes, colours and details) known as macular oedema. Your chance of developing macular
oedema is higher if you have had it before or if you have ever had uveitis (an inflammation of
the eye).

if you have diabetes. The chance of developing macular oedema (see above) is higher in patients
with diabetes.

if you have ever had any of the following conditions (even if you are receiving treatment for
them): severe heart disease, irregular or abnormal heartbeat (arrhythmia), stroke or other disease
related to the blood vessels in the brain, a slow heart rate, fainting, disturbance of heart rhythm
(indicated by abnormal ECG results).

if you have severe breathing problems when sleeping (sleep apnoea).

if you have high blood pressure that cannot be controlled by medicines. Your blood pressure
will need to be checked regularly.

if you have ever had liver problems. Your doctor may want to perform blood tests to check your
liver function before prescribing Mayzent.

if you could become pregnant, because siponimod can harm the unborn baby when used during
pregnancy. Before you start treatment, your doctor will explain the risk and ask you to do a
pregnancy test to ensure that you are not pregnant. You must use effective contraception during
treatment and up to 10 days after stopping treatment (see “Pregnancy, breast-feeding and
fertility”).

If any of the above applies to you, tell your doctor before taking Mayzent.

Look out for the following while taking Mayzent
If you get any of the following while taking Mayzent, tell your doctor immediately because it could
be serious:

if you have an infection. Mayzent lowers the number of white cells in your blood. White blood
cells fight infection, so you may get infections more easily while you are taking Mayzent (and
up to 3 to 4 weeks after you stop taking it). These could be serious and possibly even
life-threatening.

if you think your MS is getting worse or if you notice any new or unusual symptoms. A very
rare brain infection called progressive multifocal leukoencephalopathy (PML) can cause
symptoms similar to SPMS. It can occur in patients taking medicines like Mayzent and other
medicines used for treating MS.
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. if you have fever, feel like you have flu or have a headache together with a stiff neck, sensitivity
to light, nausea or confusion. These may be symptoms of a type of meningitis caused by a
fungal infection (cryptococcal meningitis).

. if you have changes in your vision, for example if the centre of your vision becomes blurred or
has shadows, a blind spot develops in the centre of your vision, or you have problems seeing
colours or fine detail. These may be symptoms of macular oedema. You may not notice any
symptoms in the early stages of macular oedema, and it can cause some of the same visual
symptoms as an MS attack (optic neuritis). Your doctor may want you to have an eye
examination 3 or 4 months after starting treatment and possibly again later. If macular oedema
is confirmed, your doctor may advise you to stop Mayzent treatment.

. if you have symptoms such as sudden onset of severe headache, confusion, seizures and vision
changes. These may be symptoms of a condition called posterior reversible encephalopathy
syndrome (PRES).

. if you have symptoms such as unexplained nausea, vomiting, abdominal pain, tiredness,

yellowing of the skin or whites of the eyes or abnormally dark urine. These may be symptoms
of liver problems.

Slow heart rate (bradycardia) and irregular heartbeat

During the first days of treatment, Mayzent can cause the heart rate to slow down (bradycardia). You
may not feel anything or you may feel dizzy or tired. It may also cause your heartbeat to become
irregular at the beginning of treatment. If anything indicates that you may be at higher risk of suffering
from these effects, your doctor may decide to monitor you more closely at the start of treatment, refer
you first to a heart specialist (cardiologist), or choose not to give you Mayzent.

Tests before and during treatment

How quickly this medicine is broken down (metabolised) in the body varies from patient to patient and
different people therefore require different doses. Your doctor will perform a blood or saliva test
before you start treatment to determine which dose is best for you. In rare cases, the test result may
indicate that you should not take Mayzent.

Your blood may also be tested before the start of treatment and periodically during treatment to check
the white blood cell count. Your doctor may need to stop or reduce your Mayzent dose if the white
blood cell count is too low.

Before the start of treatment your blood will also be tested to check how well your liver is working.

Exposure to the sun and protection against the sun

Mayzent weakens your immune system. This may increase your risk of developing skin cancer. You
should limit your exposure to the sun and UV rays by:

. wearing appropriate protective clothing.

. regularly applying sunscreen with a high degree of UV protection.

Worsening of MS after stopping Mayzent treatment
Do not stop taking Mayzent or change your dose without talking to your doctor first.

Tell your doctor straight away if you think your MS worsens after you have stopped treatment with
Mayzent (see “If you stop taking Mayzent” in section 3).

Elderly patients (65 years of age and above)
There is no experience with Mayzent in elderly patients. Talk to your doctor if you have any concerns.

Children and adolescents

Do not give this medicine to children and adolescents below 18 years of age because it has not yet
been studied in this age group.
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Other medicines and Mayzent

Tell your doctor or pharmacist if you are taking, have recently taken or might take any other
medicines. Make sure to tell your doctor if you are taking or receiving any of the following medicines
or therapies:

. medicines for an irregular heartbeat, such as amiodarone, procainamide, quinidine or sotalol.
Your doctor may decide not to prescribe Mayzent because it could intensify the effect on
irregular heartbeat.

. medicines that slow down the heartbeat, such as diltiazem or verapamil (which belong to a

group of medicines called calcium channel blockers), digoxin or ivabradine. Your doctor may
refer you to a heart specialist, as your medicines may need to be changed because Mayzent may
also slow down your heartbeat in the first days of treatment. If you are taking a beta blocker,
such as atenolol or propranolol, your doctor may ask you to temporarily stop your beta-blocker
treatment until you have reached your full daily dose of Mayzent.

. medicines that affect the immune system, such as chemotherapy, immunosuppressants or other
medicines to treat MS. Your doctor may ask you to stop taking these to avoid an increased
effect on the immune system.

. vaccines. If you need to have a vaccination, talk to your doctor first. During and for up to
4 weeks after stopping treatment with Mayzent, you should not be given certain types of
vaccine (called live attenuated vaccines) as they could trigger the infection that they were
supposed to prevent (see section 2).

. fluconazole and certain other medicines can increase the levels of Mayzent in the blood and are
not recommended to be taken in combination with Mayzent. Your doctor will advise you on
this.

. carbamazepine and certain other medicines can lower the levels of Mayzent in your blood and
can therefore stop it from working properly. Your doctor will advise you on this.

. modafinil and certain other medicines can lower the levels of Mayzent in the blood of certain

patients and can therefore stop it from working properly. Your doctor will advise you on this if
this is relevant for you.

. phototherapy with UV radiation or PUVA photochemotherapy. UV therapy during Mayzent
treatment may increase your risk of developing skin cancer.

Pregnancy, breast-feeding and fertility
If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor or pharmacist for advice before taking any medicine.

Do not use Mayzent during pregnancy, if you are trying to become pregnant or if you are a woman
who could become pregnant and you are not using effective contraception. If Mayzent is used during
pregnancy, there is a risk of harm to the unborn baby. If you are a woman who could become
pregnant, your doctor will inform you about this risk before you start treatment with Mayzent and will
ask you to do a pregnancy test in order to ensure that you are not pregnant. You must use effective
contraception while taking Mayzent and for at least 10 days after you stop taking it to avoid becoming
pregnant. Ask your doctor about reliable methods of contraception.

If you do become pregnant while taking Mayzent, tell your doctor straight away. Your doctor will
decide to stop treatment (see “If you stop taking Mayzent” in section 3). Specialised pre-natal
monitoring will be performed.

You should not breast-feed while you are taking Mayzent. Mayzent may pass into breast milk and
there is a risk of serious side effects for the baby.

Driving and using machines

Your doctor will tell you whether your illness allows you to drive vehicles and use machines safely.
Mayzent is not expected to affect your ability to drive and use machines when you are on your regular
treatment dose. At the start of treatment you may occasionally feel dizzy. On your first day of
treatment with Mayzent, therefore, you should not drive or use machines.
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Mayzent contains lactose and soya lecithin
If you have been told by your doctor that you have an intolerance to some sugars, contact your doctor
before taking this medicine.

If you are allergic to peanut or soya, do not use this medicine.

3. How to take Mayzent
Treatment with Mayzent will be overseen by a doctor who is experienced in the treatment of MS.

Always take this medicine exactly as your doctor has told you. Check with your doctor if you are not
sure.

How much Mayzent to take

Starting treatment

You will be given a titration pack, with which your dose will be gradually increased over 5 days.
Follow the instructions on the pack (see also the “Titration pack™ table).

The purpose of the titration phase is to reduce the risk of side effects on your heart at the start of
treatment. Your doctor may monitor you closely at the start of treatment if you are at risk of your

heartbeat becoming slower or irregular.

Titration pack

Day Dose Number of Mayzent 0.25 mg
tablets to take

Day 1 0.25 mg 1 tablet

Day 2 0.25 mg 1 tablet

Day 3 0.5 mg 2 tablets

Day 4 0.75 mg 3 tablets

Day 5 1.25 mg 5 tablets

On day 6, you will switch to your regular treatment dose.

On the first 6 days of treatment, it is recommended that you take the tablets in the morning with or
without food.

Treatment dose
The recommended dose is 2 mg once daily (one tablet of 2 mg Mayzent) with or without food.

Your doctor may instruct you to take only 1 mg once daily (four 0.25 mg tablets) if the blood test
performed before the start of treatment showed that your body breaks down Mayzent slowly (see
“Tests before and during treatment”). If this applies to you, note that it is nevertheless safe for you to
take five 0.25 mg tablets on day 5 of the titration period as indicated above.

Mayzent is for oral use. Take the tablet with water.

If you take more Mayzent than you should

If you have taken too many Mayzent tablets, or if you take your first tablet from the treatment dose
pack instead of the titration pack by mistake, call your doctor straight away. Your doctor may decide
to keep you under observation.

If you forget to take Mayzent

During the first 6 days of treatment, if you have forgotten to take your dose on one day, call your
doctor before you take the next dose. Your doctor will need to prescribe a new titration pack. You will
have to restart at day 1.
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If you miss a dose when you are on the regular treatment dose (day 7 onwards), take it as soon as you
remember. If it is almost time for your next dose, skip the missed dose and continue as usual. Do not
take a double dose to make up for a forgotten dose. If you forget to take Mayzent for 4 or more days in
a row, call your doctor before you take the next dose. Your doctor will need to prescribe a new
titration pack and you will have to restart treatment at day 1.

If you stop taking Mayzent
Do not stop taking Mayzent or change your dose without talking to your doctor first.

Mayzent will stay in your body for up to 10 days after you stop taking it. Your white blood cell
(lymphocyte) count may remain low for up to 3 to 4 weeks after you stop taking Mayzent. The side
effects described in this leaflet may still occur during this period (see “Possible side effects” in
section 4).

If you have to restart Mayzent more than 4 days after you stopped taking it, your doctor will prescribe
a new titration pack and you will have to restart treatment at day 1 again.

Tell your doctor straight away if you think your MS worsens after you have stopped treatment with
Mayzent.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.

4, Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Some side effects could be serious
Common (may affect up to 1 in 10 people)

. Rash with small fluid-filled blisters, appearing on reddened skin (symptoms of a viral infection
called herpes zoster that can be severe)

. Fever, sore throat and/or mouth ulcers due to infection (lymphopenia)
Convulsions, fits

. Visual disturbances such as a shadow or a blind spot in the centre of vision, blurred vision,

problems seeing colours or details (symptoms of macular oedema, which is a swelling in the
macular area of the retina at the back of the eye)

. Irregular heartbeat (atrioventricular block)

. Slow heartbeat (bradycardia)

If you get any of these, tell your doctor straight away.

Not known (frequency cannot be estimated from the available data)

. Cryptococcal infections (a type of fungal infection), including cryptococcal meningitis with
symptoms such as headache together with stiff neck, sensitivity to light, feeling sick (nausea) or
confusion.

Other possible side effects
Other side effects include those listed below. If any of these side effects becomes severe, tell your

doctor or pharmacist.

Very common (may affect more than 1 in 10 people)

. headache
. high blood pressure (hypertension), sometimes with symptoms such as headache and dizziness
. blood test results showing increased liver enzyme levels
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Common (may affect up to 1 in every 10 people)

new moles

dizziness

involuntary shaking of the body (tremor)

diarrhoea

feeling sick (nausea)

pain in hands or feet

swollen hands, ankles, legs or feet (peripheral oedema)
weakness (asthenia)

lung function test results showing decreased function

Reporting of side effects

If you get any side effects, talk to your doctor or pharmacist. This includes any possible side effects
not listed in this leaflet. You can also report side effects directly via the national reporting system
listed in Appendix V. By reporting side effects you can help provide more information on the safety of
this medicine.

5. How to store Mayzent
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton/blister foil after “EXP”".
The expiry date refers to the last day of that month.

Do not store above 25°C.
Do not use this medicine if you notice that the pack is damaged or shows signs of tampering.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What Mayzent contains
. The active substance is siponimod.

Mayzent 0.25 mg film-coated tablets

. Each tablet contains 0.25 mg siponimod (as siponimod fumaric acid).

. The other ingredients are:
Tablet core: Lactose monohydrate (see “Mayzent contains lactose”), microcrystalline cellulose,
crospovidone, glycerol dibehenate, colloidal anhydrous silica.
Tablet coating: Polyvinyl alcohol, titanium dioxide (E171), red iron oxide (E172), black iron
oxide (E172), talc, soya lecithin, xanthan gum.

Mayzent 2 mg film-coated tablets

. Each tablet contains 2 mg siponimod (as siponimod fumaric acid).

. The other ingredients are:
Tablet core: Lactose monohydrate (see “Mayzent contains lactose”), microcrystalline cellulose,
crospovidone, glycerol dibehenate, colloidal anhydrous silica.
Tablet coating: Polyvinyl alcohol, titanium dioxide (E171), yellow iron oxide (E172), red iron
oxide (E172), talc, soya lecithin, xanthan gum.

What Mayzent looks like and contents of the pack
Mayzent 0.25 mg film-coated tablets are pale red, round film-coated tablets with the company logo on
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one side and “T” on the other side.

Mayzent 2 mg film-coated tablets are pale yellow, round film-coated tablets with the company logo on

one side and “II” on the other side.

Mayzent 0.25 mg film-coated tablets are available in the following pack sizes:
. Titration pack as wallet containing 12 tablets, and

. Pack containing 120 tablets

Mayzent 2 mg film-coated tablets are available in packs containing 28 tablets.

Marketing Authorisation Holder

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Ireland

Manufacturer
Novartis Pharma GmbH
Roonstrasse 25

90429 Nuremberg
Germany

For any information about this medicine, please contact the local representative of the Marketing

Authorisation Holder:

Belgié/Belgique/Belgien
Novartis Pharma N.V.
Tél/Tel: +322 246 16 11

Bwarapus
Novartis Bulgaria EOOD
Ten: +359 2 489 98 28

Ceska republika
Novartis s.r.o.
Tel: +420 225 775 111

Danmark
Novartis Healthcare A/S
TIf: +45 39 16 84 00

Deutschland
Novartis Pharma GmbH
Tel: +49 911 273 0

Eesti
STA Novartis Baltics Eesti filiaal
Tel: +372 66 30 810

EALGda
Novartis (Hellas) A.E.B.E.
Tni: +30 210281 17 12
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Lietuva

STA Novartis Baltics Lietuvos filialas

Tel: +370 5 269 16 50

Luxembourg/Luxemburg
Novartis Pharma N.V.
Tél/Tel: +322 246 16 11

Magyarorszag
Novartis Hungaria Kft.
Tel.: +36 1 457 65 00

Malta
Novartis Pharma Services Inc.
Tel: +356 2122 2872

Nederland
Novartis Pharma B.V.
Tel: +31 8804 52 111

Norge
Novartis Norge AS
TIf: +47 23 05 20 00

Osterreich
Novartis Pharma GmbH
Tel: +43 1 86 6570



Espaiia Polska

Novartis Farmacéutica, S.A. Novartis Poland Sp. z 0.0.

Tel: +34 93 306 42 00 Tel.: +48 22 375 4888

France Portugal

Novartis Pharma S.A.S. Novartis Farma - Produtos Farmacéuticos, S.A.
Tél: +33 1 55 47 66 00 Tel: +351 21 000 8600

Hrvatska Romania

Novartis Hrvatska d.o.o. Novartis Pharma Services Romania SRL
Tel. +385 1 6274 220 Tel: +40 21 31299 01

Ireland Slovenija

Novartis Ireland Limited Novartis Pharma Services Inc.
Tel: +353 1260 12 55 Tel: +386 1 300 75 50

island Slovenska republika

Vistor hf. Novartis Slovakia s.r.o.

Simi: +354 535 7000 Tel: +421 2 5542 5439

Italia Suomi/Finland

Novartis Farma S.p.A. Novartis Finland Oy

Tel: +39 0296 54 1 Puh/Tel: +358 (0)10 6133 200
Kvmpog Sverige

Novartis Pharma Services Inc. Novartis Sverige AB

TnA: +357 22 690 690 Tel: +46 8 732 32 00

Latvija United Kingdom

SIA Novartis Baltics Novartis Pharmaceuticals UK Ltd.
Tel: +371 67 887 070 Tel: +44 1276 698370

This leaflet was last revised in

Other sources of information
Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu
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Novartis

CTD 1.7 RiERINE—Ex

Confidential

Page 3
BAF312/Siponimod Fumaric Acid

1 VIR=EF TJTIIBIT42T)EFERIE/IMA—T7 O R—421b GEGEFHERZ)
K784 A—FBL ME025mg/ A —E L FiE2 mg [f & T 71 0.5 mg] [N 7 =m BT 960 7 E R EAL]
[YL=747%/NL05mg]

A VR=E R 7=V 7 4 Y E NERRIE AU H =Tz _—41b (BE A Z)
Eawd VT 4 AT 7= RS M3 =28 Skl A T VISR RS
I RNNT 4 AT = RS
THRESIT | RMEEITR R MERE(LIE O TR TR L VR | SR LIE O PR T BG OV IRIBRE DT T | S8 MR LIE OO 1558 T B K ONEET Tl
EIES HORE D HEF T il
WAE | — 2019 12 A 2019 412 A
SETH
i & AFIEF U SIP ZAKHAHRTH L Z B | SRUEFIEDIRRETH 5,
MR Zhdh & L7
2 DIRZEF TIIBRITTILVEEOAFIVIM A —T AV R—4A1a GEGFHELZ)
WRoes A—E L ME025mg/ A —E L ME 2 mg (T2 74T Hh7N120mg/ T2 745 7 [TARRY 7 AFERT Y > 30 ug)
H 7V 240 mg] [7 AR 7 AfE 30 pg ]
— %4 UR=FE R T~ T IVERY AF )L A H =Tz _—HF la (BEIGFHHEEZ)
Ea JRSNVT 4 ATy —v RSt NAFT x - Dy NSRSt NRAFT 2 s Dy UK et
PHRESIT | RMEEI TR MR UE O FESE TR L VR | SRR LIE O PR T B5 S N IRIBRE O HEIT | S0 MR LIE O P TR
EIES HORE D HEF T il
WE | — 2016 4212 A 201941 H
ETH
i & LRNMBEIE DTG TH 5, L REVERALIE DTG TH 5
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20XX A XX HPERE (55 1 /)

Rk - 2~8°C
HENHM : 24 A

SRUEBILEAERE
SHR=ZEFR TSR

A—+E kg 0.25mg

A—+H > ME 2mg
MAYZENT Tablets

APRPS

)%

QLS55
(EE

—ERiSDOMTEIC LV FERATEH L)
H
[=]

llllﬂ fEF

1.
1.1 AEOREF. BRRARIZHARIETE SEREH

ITEVNT, FHOREUERVENEICOVTO+2E
B E SRMBILEDRRRREZ L DEMD S & T,
REGENEY EHIF SN BEFICOVWTDHAERET B
&, Ff-, EHEEZEOEEGREERN/ER IS
ERHBENT., +HITHIETESRBELEENEN
PEBICOAERTH &, [8.2, 11.1.2 SH]

1.2 EELGREEICLYRTITESFNRESATL
0T, AERLOFRUMNBREZELES LFHEHSH
PEEICOHEETEH L, [8.1.1-8.1.4, 8.6,
10.2, 11.1. 18]

1.3 AFOFHEHEPIBEBOETERALSA# LN D
=%, BIRBEEMET OIEMEEET 2L L. #EY
BMEMTASEETTAFORESZHMIGT S &
[7.2, 8.3.1, 8.3.2, 11.1.3, 17.3.2 B8]

22 (ROBHEIZFJ/ELEN L)
2.1 REIOR 3 LIEUE O BEIERE O & 5 B
2.2 EBERBPMEODHHHBHF [8.1.1, 8.1.4, 10.2,
11. 1. 1BH]
2.3 AHIOEGBIEA6 5 H LAINISDAIZE, RETEHL
fiE, ABEZ B9 2 JEAUEME LR 4, NYHAZSFHTITTEE %
WEOLAREZRELZHBEE [83.1, 8.3.2,
11. 1.3, 17.3. 2]
2.4 2 oVIEENERE7 oy 7 idExh L HE

PDEEZa v 7 ARREEEOH D HBEE (R—R R
— D —fEAEEER) [8.3.1, 83.2, 11.1.3,

17.3. 224

2.5 FHARMEROH 5 HBHE [11. 1. 45 8]

2.6 ML SUTIIR L CW D ATREED & 5 &t [9.5%
]

21 97 F U EEm LN L, [10. 1]

2.8 77 RAla (F=vv, TahAfTIK, vI¥
FIR, IRVY L EAA—) T T AT
(TIAFuy, YyHa—, =787 F) HAR
BARA, X7V ONEBRE A RGP OBE [10.15
]

2.9 CYP2C9*3/*3 #RA L T 5 EFE [71.35H]

3. fARE - 1R
3.1 #ARL

BAREELRSEES

873999

0. 2bmg 2mg

ARRES

ARFCRALE

— ¥ ; —¥ o ME2
Wit A N v b EE2mg
0. 25mg
1EHF Y AR=FF | IEPFR=FF
HEEE | 7 < L EE0.278mg | 7 = L g 2. 224mg
9 (yHR=xkrtlL | (YF=xhrtL
0. 25mg) T2mg)
IME BT — ApE, Erm—
A, JBARER A, JBARER
. RN UERTY . RN UERTY
U, HKSTA U, HKTA
fi, RY =T fit, "YU =17
; = (oriF | va— (T
WAL fem) | mieF | Adew) | BT
Z v, Z bk xr. Z b
k. ket X B ZNLT . KE
7. KELVVF LyFr, dHv
Ve ) VA PN
N
3.2 R
R4 | A—F > hEE0. 25mg | A—¥ > FEong
. WWREDO T 4V A | HONEED T LA
a—7 4 VT —7 4 T
a1l 14 T 4! I
a—F
i O [0 = =
EAE 6.2 mm B : 6.2 mm
jt(i)é JEX 2.8 mm JEX 2.8 mm
! B :89.6 mg B H 0 89.6 mg
4. PEEXXIEFIE
ZREETHSEEBELEOBREFTHRUVEHANEEZD
HEATHIH

5 SEEX(EMRICEET HIE

5.1 HREZHEIHETH,
N5 METIE, HREE

AT

ILRREIFERE I PR A A B
RIS TRMEEITRLC AT L

TWDTREMED B D72, AFIOBKRBR THO LR
7= TIRMEMETT IR 2 FE VR A LA 0D 18 260 AR SR IBR i i 2

S LT LT, MISEFEZBRIRT D5 L,

Z ]

6 m&&uws
WH . RACIEYR=F K& LTLHO. 25mg)> 5 BALA

L., 2HH
HHBEIZL. 25mg, 6H BHIZ

Z0.25mg, 3HHIZ

0.5mg. 4H HIZ
2mgZ 1H IEIFICROFTEL, 7

[17.1.1

0. 75mg, 5




HAEUBIZMSEHNE Ch Sme 1 HIEROKRET S

2N, BEOREBICL Y EERET S,

1. AERUVARICEET 5IR

7.1 WD (6 HR) HICARIZIRE L-5A1T. Blth
FAETH S 0.25mg 2D ARKNOF G 2HEH L, ALK
OCHEO BT D2 &, Fio. HEFH &R 5N
12 4 BREICL FEgE L CARAIZ R L2 GEIck\\ T
b, PIEEER L RIS, B ETH 5 0. 26mg 7>
LEEEZHL, AIELROHEDO LB TS =
Lo BHEERD, OAEUR T, BESEOELNE
LAZERnHDID, Pnlbr L RIS AT
W, A Z YA R ODERERIET S Z L,

[8.3.1, 8.3.2 K]

7.2 WRHEHIR (6 AR HIEARFIE G5 DB DR 3
B, #5% 6 BN BT 5, £2, —
AN DB I H NEEY L, R 1~3 FREIC R B
VI D, TH OB RN ER D DR D
7ol EHEWIE (6 HE) FdEici 53562 &,
[1.3, 8.3.1, 83.2, 9.1.4-9. 1.7, 11.1.3, 17.3.2
2]

1.3 KA EBIAARTIC CYP2CY MG TR AR5 2 &,
(2.9, 7.4, 9.1.1, 15.1.1, 16.6.3 &H]

1. 4 CYP2C9*1/*3 XUiX*2/*3 ZARA T D EBFITOWTIE, #E
FFHEIZ LA LA Img &322 ENEE LW, HEREA
B%1H 1A Ing LT 254813, 4 HEETIEAEL
OV B & RIERICHE 2470, 5 A BURRIE Ing & 972
&, [7.3.9.1.1, 15. 1.1, 16.6.3 8]

7.5 0.25mg HE & 2mg SEDO AW FIIFREMEIIR I N TV
W=D, 2mg AT ABRICIR 0. 25mg BEAHE L
&,

8. EELEXRNEE

8.1 EYYED D A7 PHIKRT HIENNHDHDT, KRAEIE

GBETT R O 5T LA T 8. 1. 1-8. 1. 4 ITIEET D

&,

1 ARFIZERRMART (B 5-BI4ART 6 » A AN UL AR

MNHYIY B Z DA IITRTRREP (R12) IR
(MERERES) 2179 & &b, BERITITTHN

IR 21T 2 & U 2 7SEREAS 200/mm® 2 (8]

STEHAITIE, HRAEE I L, # LT 200/mn’ F

W Ch oI HAITIE, ARIOHERF A RIS

HZ L, PERICHEZ D, @k LT 200/mm’ Kl TH

STEBAEITIE, RBIERE L, U o SEREEIET 5

FECTHREFOREAHBEICBET 2L L HIT, BIYED

IR T D 2 b BGEB R ON RS O IR R

SONTIE, U 2 SEREAS 600/mm® PLEE THEIET S 2

LEBZE L, IBF EOAENE & fEkRit & i E ISR

L7z EcHlra22 &, [1.2, 2.2, 8.6, 9.1.2,

10.2, 11.1.1 1]

8.1.2 EERIRYMED B 5 BT TIL, RYENEE T 5 %
TAKN OG- ZBMA LN &, ARG &Y
SEDRERD B & DI HEITILE HIC FIREITE#E
THEOEET DL, ERERRYYENRI LT
BITIIABIOF 52 Pl L, @Y e 0E %2175 =

L, BEHBICOWTIE, BYMEDRIE &2 MR L,
TR O IR & fERRME 2 IR L 7= ik
FT5z2 &, [1.2. 86, 9.1.2, 10.2, 11.1.1&
iy

8.1.37 V7 hay h AMRIRARN S LN ENHD
=%, BEOREZ I8 L, 7V T hayh R
PEREREA DEGASER I MEICER T2 &, 27U
b =y AVEBARR IS DR K OB A58 BV 56
I, ARBIERIEL, ESLICRWEIT) 2 &,

[1.2. 8.6, 9.1.2, 10.2, 11.1.1&M]

8.

—_

8. 1. 4 AFHIPe B KR SUTHFPIRIE B IR 2 & BE
BT 2BZNNH D=0, AFNEE BRI AKIE X
IEHPIRAE OB R TR O F A flege L. 3
WG CU 7 FrEgfiht By o2 L, I 2%
BT 7 FrOMERHDIBE LN D ETAFIERS
BRtA A5 2 &, [1.2, 2.2, 8.6, 9.1.2,
10.1. 10.2, 11.1.1 &]

8.2 MHEMEMELE D, FRCEG I FEIERES S S
b End sz, BB 3~4 5 AR%IZIR
BEREZ GUIRBZMBREL EdT 2 &, £,
AFN e 5HART I T E R IR R AR 2
LEEblo, BEPURESZFZIZHAICHRE
FHIMAZ ET A 2 &, EBHRESMER S NS
ATk, EEEHE L, WU RAEEITO Z &, [
WHOFEERICOWTIE, BFE EOAIEMEL GR
P EE I L TS5 2 L, (11,
9.1.3, 11. 1.2 &R]

8.3 AFIOWHEMIE ik, LT, BREEORIEN
ETBHZEBHHT-D, RFN O G BRI O
RIFIELL R 8.3.1, 8.3.2 ICHEET A &,

8.3.1 WlmF 5 H O#HHI K 0P 54 6 RERIEAkGE L T,
RABNHA VR NLERERET D2 &, AAIES
% 6 IR LA AR IRPE AR R R L B3 5 2 (s SR
DO LNIZHA, H2EU EOBET 1 v 7 0FEY
72 QTe MM DLEE D BO LA, b imEdED
DOERANEN S DEERBD LN TWRNEAIX. &5
Wik L CLDBRERIET 522 &, 7efs, 4 AL E
B L CABIZ AR L5500 REHBIZ OV T,
WEEEE- | & RRRICBIZE 21TV, A Z v VR
DEXEFRET S L, FEERG%ORBRIIG T
T, WHEIM (6 B PIREREAICLER A RIE T
HILEMFTAHZE, [1.3, 2.3, 2.4, 7.1,
7.2, 9.1.4-9. 1.7, 11. 1.3, 17.3.2 &H]

8.3.2 WHEMM X O EN AT B2, BREXIIZED
FHEECR L, Kpb, mEE» v, BOih/e E ok
KRB DNTIGAITTEIREICERKT 2 L R8T 5
Zl, Fo, AR b EEMMGT HE L TIIFEET
PR dk 2 308 Uy IRIEZAS 50 bpm i %R L7234
IZH FREICHEKT AL HRET DL &,
BB IZ B\ T, WO 5 Hic, #5% 1
W LA IR AT U, #9 4 FERI IS B AR T
L. #5 6 FEfIfE £ ClZEIEMEmARD bhiz, &5
#o BN O (FFREE) 131 B Bk b
B, 5 5~6 HRICR—RAT A vonb i b T
523, 6 H HUREIZ DA Lise, #5614 10
HLNIZZ 7 &R L RRREIZRENED b,
(1.3, 2.3, 2.4, 7.1, 7.2, 9.1.4-9.1.7, 11.1.3,
17.3.2 ]

8.4 BEWMITIE, DE WV, SO0 NHLLND I EN
BHHDOT, HENHEOERSARE D B OEEL T
HERICIIER S D 2 L,

8.5 IFHHERBEE N OND Z EBH LD T, AHID
B G BRAARNC AT RERTE (R T VAT IS —E RO
UAEVE) 2479 & EbIT, ARG EM
PR REREZ TS 2 &, [9.3 BR]

8.6 A G ki, AFIA M A2 BVERT DI E
T10 B2 03H 0 . KA Y > SERE D
72 EOFEIVHHERIL, BREEEENORE T3~ H
ME T 2 AHEMER H D72, BEKTRIZEB N TH
FAE T DB T 22 &, [1.2, 8.1.1-
8.1.4, 9.1.2, 10.2, 11.1.1 &]

8.7M/ELEHNDLDLONDZ ENHLOT, EMMICIME
MESZ2ET 52 &,

8.8 AFIE G 1 WEAERE (FEV) KOMio—m{t
JRIFBYLBIAE (DLey) DWONRRDOEND Z L NHDHD



T, FEREEZR B ORER DS B B VT2 G A IS I X IR
HEITHZ L, [9.1.10 B

9. BEDEREZHIIEEBICHTIIE

9.1 &6t - BIEEEOHIBE

9.1.1 CYP2C9*1/*3 X(X*2/} #RET S EHE
ARAEOMAREN EFS 5, [7.3, 7.4, 10.2,
16. 6. 3B ]

9.1.2 BREEDH L BE
T OIRBEERGYIE O & 5 B T, EYEN LT
LE ARG ENTHZ L, [8. 1 1-
8.1.4, 8.6, 10.2, 11.1.1 B]

9.1.38RK. FFYEH], MECKRENHIBERIKS

NoOBREEDOHLEE
SHBERNEN BT D U A7 BNHERT D720, KAIFRS
BRAARTICHR AL 2RO 2 0 L, #5h1cb E e
REFEMA Z M+ 5 2 &, [8.2, 11.1.2 BH]

9. 1L ADIMKIETRIIEECEDEEICK D YR I NEN

UTORE

o OMfEIE, MBS, 22 o —/REOEMLERE X
VR E D ARIE R OIEIR LT O BEE S & 5 B

o JAMEERAR (UHa%k 55bpm W) DI 5 BE

e HIENIZV =Ry B (B Y TR %2
FBETu v I Db 5LHEE

o DFFFIESUT DA EDOBIERER S 5 B

o FIEMED St SUTEBNE D RARDBEE RN & 5 B

Sl b A N SR E AN e [ e a7 = A Ol e QN =2
DA EBEEICHT D2 L, AFOK5EZEET D
Laix, BEREHNC, BFORBITE Ul 72
=Y T HFIEIZOWT, RS EHM L3 5K &
Mg HZ L, [7.2. 8.3.1, 8.3.2, 11.1. 3 /]

1.5 ATERAHIBENIFRIRFEEZFETH M

MENTWSMTERFRAOHIEHRZREROES
AR DG EZZET D54, #E5RGARIC. BED
KBS Ui 7e =4 Y 7 HEICOWN T, fEER
R EMLETHEMEMKT L L, QT MRPEET
HrRENNH D, [7.2, 8.3.1, 8.3.2, 10.2, 11.1.4
2]

9. 1.6 MABEBVIERDH B HIL I LF v RIERE
(RS1RZ ), SPWFT7ELE) RIEDEELAERILTZT

BEOH 2 MOEFERETOEE
IS OHEKNEFEE R OBIFITIE, REIOF G 2B
HZEBREE LY, REOELEEZETDHAIX, O
WEAMER O 722\ EEBN~ OB 2 ST 5Btk O
BEORBIZE Ul =4 v 7 HIEIZON
T, AR EHM LT HEMEHRTH L, [7.2,
8.3.1, 8.3.2, 10.2, 11.1.3&MR]

9.1.7 BENMEZEREFDESE
FEHNC BIERTEN T 5 ST Y, ZHE LIRS
50bpm &8 2 25 E 1L, ARIOBEGEZRELTH X
VN, EERIRRLAEAS 50bpm LA N OAE. BRI A
REEL, X—=2 T A OO AED 50bpm 28 X 721212
AR OB ZFB LTS LV, BEWEKO® 51X, &
F 2 R E TEERICER LT v, [7.2,
8.3.1, 8.3.2, 10.2, 11.1.3. 16.7.4 ]

9.1.8 EEORERBEBREETIHEE

ERNET 28NN H D, [8.8BMH]
9.1.9 ERBENITITOREROH L BE
2B TRBELRD D,

9.3 IR ERE
JTHHEREMRE B LT 2 BN H D,
9.4 4FEREEARY HFE

(8.5 & ]

FLHRFTRE A MR LTk, B SRR CARKI A s ZE
DRBICEETHDL LN RENTNDSZ & EHAT
52 ¢, REIOFEGFROEL P IEE D2 & H10H
R ) 20 BE AT vs BRI R D F1E) %175 &
IET D&, Fio. AAEGPIIESER S
TG AIIFE bR G2 IET 52 &, [9.55]

9.5 1R
TR SR L Q0 D ARV E D & D Acthic i, B 5L
RN L, BERICEWT, IR REHME (v b
KO ROWHEE (7> ) B8RO LT
%o T v NTIERIIRE ORI, SRR (SF RS
RO NHEZR | NIRRT (B0 KR OREAERRR )
WO EAE I AR 23, vV ¥ Cldfd
WCHiEE. MU SRS ON B8 & ONPIIZE B o>
BIMAZ LN TWD, ZhbOZbix, BRARE 2
mg) HHREOE MNREFEEOK2EL EOBRER TRD L
nTns, [2.6, 9.45H]

9.6 2IL1B
LN EREFE LV, T v MIAKI10mg/ kg% H
EIfE ARG Lzl & KRR OZE OB I
BT LT,

9.7 MNRE
INREEE TSR U BRI S L Tz,

10. #HEEH
AFN D E A HEESEILCYP209 (79.3%) TH Y . CYP3A4

(18.5%) b5 2,
10.1 BtREE (BfALGWLC &)

SEF4 FEPRRER - H518 7 15 BT« fERIK T
EU T (il DI F U ERERT D AFN TG R I
FEmtE LAY 7 LRIET HBENLH ICEH T %7=0, £V
T HRI R Do AREIOHG RO 7T ERERT D L H
RLAYZFr, B THEAR 4 R | JEL. RS B D
AR BOG 45) IR AT D 2 & TRIZADRD D,
[2.7, 8. 1.4 &
il

77 A 1 a iRk
Fall
¥F=vr (hilgx
=)
TahAf 7 IR
(7% V)
VYETIR (Y
AEH )
YRy (v
) =)L)
ELRA =L (¥
A=)
7 A 111 Hirsk
fiRF)
TIFLur (7

vhm)
VAEa—)L (I H
a—)v)
=7xH7h
(revh)
NTY DR
(RFY a—))
[2.8 B ]

Torsades de pointes
FOBERBRAERE 4
LoaBENrH 5,

S -IF > SER N RIS i
BB 272, OF
FIT &0 R 2 1 R
TOBTNRH D,

10.2 tRZRE (BFRICEET S L)




A

AR - #5187 1k

BFF - fEBRIN

U, Sasm
il
IMFHFY b
v
[1.2, 2.2,
8.1.1-8.1.4,
8.6, 9.1.2,
11. 1. 1 2]

T 72 S0 R OIS
LY. BYEREDY
AT PR T HBENR
B D, ZiHOREHA
LOFHT 28546, KO
b OFER O
RS HE W LA L AR
B 5T DM EITIEE
THIE,

RN DA G- 3~
4 BEELPHNIZZ b0
FHEBRGT 5550
FRRICIEE T2 2 &,

AHINEIZ S RITHE
THVRIRDD, 72
B AFHI & HUESSHE X
XS d A & O BFH
ORI TN TR
A%

[15.1.1. 16.6.3
S ]

A% BRI - 5 iR 7 - fERR T
PEREED CYP2C9 P | sl oomies B i AANOHNBIE S
EEMEAT LI | L mipmsmd o | WMERSRMT 5,
A BEARDBED, B

7ap— b LAV & BEE L

W,

SRR LIE TR IR
bl
Ao —T7xn
v B
75F 7~ —Hk
iz 3ee
TINVEED AF
V2
T4V EFR
piel 3
FHY A~ T
[1.2, 2.2,
8.1.1-8. 1.4,
8.6, 9.1.2,

11.1. 1 38]]

ST 72 5 R D NS
L0, BYSEREDY
AU BERT HBEN
B b,
frH—Tznr B X
1377 F 7~ —Heii
Thivu, @F. h
5 OFEHN O G 1k B
BACKFAN O b5 % BkS
LTh RV, Fi, fih
DIEFN B AAN )Y
B DA, ol
F OO IR K O
AP & B8 T 52
L,
RANDBAAT G5 3~4
FARLANIZ 2 5 3K
Az b3 84 b
RICEET 2 L,

ARANEIZ S RIZ AR
THIRAIRDD, 72
B, KA LMoL IENE
TEALIETRFEA & o OFH
OB THI TR
v,

PRI D CYP2C9

AR MRS 70

CYP3A4 K 1E %

9 % HH
A
VY7o s
&

[15. 1.1,

16.6.3, 16.7.2 &

]

AFN OV LMK T
L. ARMERE 5
BEhnbs, Zhb
DI & BT D BRI
BFEETDHZ L,

AFN ORI S Hy
IR RMETT %,

PEEELL B
CYP3A4 F5EMEH %
HI D EA
TT77E LY
%
[9.1.1, 15. 1.1,
16.6.3, 16.7.5 %
]

ARF OURTE BT T
L. AREREET 5
BEADRD D,
CYP2C9"1/*3 XiF2/°3
ERAT D EE T,
2D OFEH & GFHT
HBCITERT A
L,

AFNORAMEAE S Fu
REENE T D,

11. BIEMR

DA KT S
% AREVED B % 5
bl

PEESE S

AR AAE R O
HDHHNT T LT
¥ R AL

NI RV

CNFT Y L
ARG 2 A5
LT ERMHNT
W5 QT ZERAEH O
W % 3EH

[9.1.5, 9.1.6 &
]

DO LY |

Rk, QT MER, HE

a7 i & ORIRE
REENRASFEBLT D F52
N s, KFOEY:
BRAAIFIZ, i H DK
FEPA LR &R
PELL,

DTS LTI TER)
TRAHIMERA 8 B,

B eI
7T u—)
A=A A=t
IV
[9.1.7, 16.7.4%
]

DA OB LD |
IR, QT fER, FHE
a7 i 8 ORIRYE
AEENRAFEBLT D F52
nibs, Bk
BelthoBE I, AH
OEGERET DA
FEETL L, &2

B, AREIOHMERH A
B EN TV BEIC
1%, BB G %

DA (AR 7
TERN® 5,

BiGLTH &,
NERD 7 F U0 FAAERROBMBD | KHNL s R
[8.1.4 1] BWRT oBEhAH AT B0, 77
Bo AROELTRO | 5o pefiliosh §rikss
BT RRIEAENE | 32 waerns s, v
IRELY 7 F > O

Tz T2 2 &,

7 F v ORI 1 I E
JOBERR 4 3 RAH
ZRI LA, U7
F B ORI
bhlnweEBzoh

%

FFREE O CYP2CY FiL

EVE O PR

@ CYP3A4 PHEE

EHT D HEH
TNaty—u
&

[15. 1.1,

16.6.3, 16.7.1%

1)

A DUk B3N
L. BERZRHT 5
Brhnbsizd, ff
ALRWZ EREEL
W,

AANORHHILE S
REE RSN B,

WORWERN S 5D 2 RNHDHDOT, BgE 45
TV, BENRO NG I3 HKEE T T 572 L0
U RA = g o I
1.1 EXEEMER
1.1, 1 BRfE
WRAE (2.6%) . 7 U7 b2y S APEREES
BEEARH]) FSORGIENRH Lo bd Z L 1H
D, BYEDTER N A BN TEEITIX, AFIO
BRI AEBET L& & b, WERBE LD
WEEATH Z &, Fio, BERBYYENRD O
NTEHE ITIIARR RIS LIk U, @) 724
BEITH L,
[1.2, 2.2, 8.1.1-8.1.4, 8.6, 9.1.2, 10.2
2]
11.1.2 BB2E (1.3%)
B RO DG AITIXIRA AR A & S
THZ L, HERENER SN HA T, B
Hatilid s o b, 138 AL OEBHEEN, A
Fl O 5B 3~4 H ALPNICH ST, 6
» AU B S BE T HRES TN D,
(1.1, 8.2, 9.1.3 ]
1.1, 3 BRAREF AR (IRAK : 5.5%, BEE7rvr (Bl
EEROVEE 2 FE) ¢ 1.6%)
AFN OB 5-BithC—itED DB 23 B & b
. BELEORBILEZES Z &b 5, [1.3,
2.3, 2.4, 7.2, 8.3.1, 8.3.2, 9.1.4-9. 1.7 %
]
11.1.4 0T FMRREE (0. 2%)
[2.5, 9.1.5, 17.3.1 &)
ML BHY VB EETRH)
11.1. 6 RIEEMRFAEEZRE (B AH)
WD, LONSEOIERRH &b He
1ZiE, BHEHIET 57 CHEYAEEITH
&,
11,7 ETESRERERAE (PML)  (HHERH)
A7 4T 1-U U (SIP) ZRKH
HiZEC, WATHES B A EIMESH]E ShTn
BT, ARENOE G RO IE%ITEE O



RREZ BRI 2 2 &, EilkbEsE, R
ELOBREER (RRREL, DUBORRE) | S AERESE
HOIERD S DO HATX, MR IZ X 5 i
PR OINERRRAE 2175 & & blo, &h%
kL, EYRLEEITO Z &,

11.1.8 ml¥fE P B RGEREIRS (FERI)
ftho> SIP ZATIEIERC, AL AV EIE
BERER A STV DT, AHl O L K
Pe b BITBE OREEZ HICBET S 2
Lo SR, ERRRETE. M. PLBEES ORER
NS ONTHEAIE, MR 212 X % g2k &
ToLévic, #EEPIEL, WYRLEEZT
22L&,

11.2 20t OBIER

5%L4 1 1~ B%AT 1%Ait

AZ A
B, BEPER I EREBE
OARH O
By (S - _
ROHEY —7
)

U o BRI

MR ;Y v _ _
NEpREE

S, TR FORFEIE, IR
PR - PEHE i
PR iLE - -
Ak — Al T —
TR RO - B s
Ol

AR I E S
- el
E R O L -
PLDIRAE

IR A L5 | ke
iR I T -
13. BERS
13.1 g

AFI D A1 -1 S UL 4 T Ll B e e L T
e, RIRO e R VER OB 21TV ABE
TTORBBELEES L2 &, REBZETIT,

RFEE K OV & FE A CHIE L, DR S RIE

T5HZ L,
. AFNLEN TS TIE L A LRk X
g,

14. EREDIE
14.1 RHFIZMAFOIE

14.1.1 PTP @3EDIRHKNL PP > — M HERY H L TR
HAT2L5%ET252 L, PTP o — FOREKIZ L
D, WSS EEREEA~RAN L, BICE LA
B L THERMREOEELRAIHEZ IR T Z &
BdH5,

14.1.2 JFEIT 2~8CTH B M, AL 1421% 26°CEL T
TIRIFAHETH D, 8CEABA 25CLL F THRIFT S
BAIiE, 3 AURNICHERT 5 L5 4E+ 5 2
L.

15. Z0ihDEE
15.1 EREREEA(ZE O < 1Bk

15. 1.1 A=+ CYP2C9*3/*3 DAL, AATIER 0.3
~0.4% T, DO AFETITZER LV, BARANC
BT B CYP209 s OB 1L, THEH.,
CYP2C9*1/*1 : 95~96%. CYP2C9*1/*3 : 4~5%,
CYP2C9*3/*3 : 0~0. 1%, CYP2C9*1/*2. CYP2C9*2/*2
KR CYP2C9*2/*3 : 0% T B, [7.3, 7.4, 10.2,
16.6.3 2]

15.1.2 fho> SIP ZARMAFEIH T, TEPIEZRICEHED
BRMERHAE STV 5,

16. EMEhE

16.1 MeRE

16.1.1 HEik 5
fERER A (406) (CAFKN0.5, 2.5, 5. 10mg% Hi[AlkE
AL Lz & &, W04 (PR (ke
SER IR (Cmax) (ZEIEE L7z, AR (tie)
1328. 5~39. TR Tdh > 7=, Cmax K OMALAE P 34 i BE
—HE AR T A (AUC) I3RS He LT L7

1 R i)
1004
904
80
704
60
504

404 ¥

BE (ng/mL)

30+

204

T T T 1
8 60 72 84 96 108120 132 144
E5R (h)
AHKN0.5, 2.5, 5, 10mg& B[R O#E Lz & X o

BEORZALIRIREEHER (n=8, M THME)

o
N
(8]
£
w
a
B

AHKN0.5, 2.5, 5, 10mg& B[R O#E Lz & X o
P IR ENRE T A — X

S EHE T 0. 5mg 2. bmg 5mg 10mg
ol n=8 n=8 n=8 n=8
Tmax (h) 4 (3~ 4 (3~4) 3.5 (2~ 4 (3~6)
6) X X 12) ¥ P
Cmax 4.55 £ 21.5 £ 2. 46.1 £ 9. 102 + 18.
(ng/mL) 0.712 73 96 1
4.5 21.3 45.2 100
AUCinf (ng - 162 =+ 686 * 60. 1290 £ 26 3330 = 10
h/mL) 47.5 5 2 00
156 684 1270 3200
T1/2  (h) 30.2 = 28.6 + 2. 29.9 + 7. 42.2 = 14
9.23 20 16 .3
29.0 28.5 29.1 39.7
A B, ST KR M~
KR AE)
16.1.2 R#EHE

e A (50f) (ZAF0. 3mg~20mg % 1 B 1[5 S 18 #%
A5 Lz & &, #54AM%  (FRE) (ZCmaxiZ
FELT, t10368.8~110MFfITH -7, MIEF KT 7
PEITF6H TEFRIBICE L, BRSRIIN2~3ET
BTz, Cmax & CAUCIT RIS LT L2 .

fHERR A (30461)) \ZAH2mg %6 H ] oD M4 A ] % 7%
1B IREIRER AL Lz b &, HEBA10A BiCiX



TE IR REIC B2 L. Cmax & OMAUCtau id 2 1L Z 1L
30. 4ng/mL }2 18558ng- h/uL. T&H » 7= (HE AT —
57) R %)

TRMEAEI T R MR L AE AR (1, 65161) (26 H O
WS IR 2 5% T AR 2mg &2 1 BRI KER 05 Lz &
TXOEFIRREIZB T 2mER N7 7RETITREO LB
D Thor?,

AHlomgm KAERE N E G- Uiz & X omiEd ~ 7 7R

RIRAE T
w SHA 122 Rk 17 24
W B B3 Wi
n 1011 775 488
ng/mL 23.2 23.6 20.1
DR A
16.2 mux

16.2.1 A FAFPRASEY T«
fRER . (1641) (TR0, 25mg % Hilali% 45 L7- &
EONRALFTRATEY T 13K TH -7 (4
EAT—4) .

16.2.2 BSEOEE
fRER . (6041) (TR0, 25134 mgZ ZEREIE i3
JENG R FEIREL 307 (B ATiE N el L7 & & | Cmax,
AUCK Uty pl CRFOBIIRD S o2 (SHE
ANT—=%) , ¥

16.3 91F

16.3.1 KA~ D52
fEERR N (1561) (CAFHN0. 25mg 2 3 0375 S IR PN #5%¢
B L7z L O HAMIZIALTH 72V

16.3.2 migh4HHE
UR=F RORMICIT D in vitrof I 2346 R
68% TH o7,

16.3.3 M2 VRO FEEE
VIR=F RDex vivolll 55 A#EAHIT99. 9%% L[F >
fCT) .

16. 3. 4 1 %A Ba P9 EE
R OFE R, VAR =F FOIMEAKEIRT i@ i3 iE
LTI,

16.4

KA DT HIEFEITT 27 7 — L P450 (CYP) 209
(%55 :79.3%) THY. ZOf CYP3M (FHF -
18.5%) 2SE+5 ),

16.5 it
AANTEITAHB, ZOBOMENT R OHESDYEIC X £
HIEBR LW Ui, R (fl) 1, MCiak L
FAK OngZ BERR M5 Lz & &, BRI 5k
FHRED9. 2% KA AR & U CTHEME S 4L, 45, 1%23 EAX
#iMs OKERLIE) & LCHRit SN, FRTP
IR D BT, 5 a2, 1% 4%
B3 M5 7 v s a Rl AR) & L CHRtE v
W GEAT—H) W

16.6 HEDERZEFTHEE

16.6.1 BHEEEEEICH T 2 MENE
B (eGFRAN30mL/min/1. 73m*AVii) DB RERE =4

(81) MONCRERER A (8f5) (ZAHKI0. 25mg % HA[EIHE
Hith Lz s &, BEOBHEERET ORI A=t F
(MR IR SR MAE R A G R OFER G

VR=F FOCmaxiX, A L RRE CTH o720,
AUCIE1. 24 (90%{Z#EX[H:0.90, 1.72) %K M. 33(90%

B 102, L. 75) fF Mo 7o, BERERR A K& OV
DEBEREZE ORI R=F ROt TFNFih,
25. 4R U036, 2B T o 7=, 1V BMEAT—H)

16.6.2 FFEEEREICH (T 5 EMENE
¢ (Child-Pugh 2 =27 5~6) | 1 (Child-
Pugh2 =27 7~9) KONEE (Child-PughA =7 10~
15) OFF#RERES (2441)) WONTHERERR A (1441)
IZARFHN0. 25mg % HilmIRE OB 5 L7z & & AFREREREEIC
LB AR =% FOEMBE~DOEBITED L
ST, HEREAR T R =% FOAUCIE, #EE O THERERE
EIC X DEBIIBD NI o Tony, PR RO E
DIFFEREREEE Tix, A L bAICHRZENE I
1.15 (Q0%SHEXE 1. 05, 1.27) £5K% 0N, 50 (90%(EHE
X [#1:0.968,2.33) fFEidr->7-, Cmax(TERE, thi
EE. METENENL 22 (90%F# X[ 0. 953, 1. 57)
R, 117 (Q0%ZHEXT 1. 08, 1. 27) 7K. 11 (90%
fEHAX 0. 878, 1. 40) f5Eino70, tipldfFREER &
fEERA CRIRE TH -2 EAT—X) ,

16.6.3 CYP2C9:E{=FE!
CYP2CODTEAR -1 /%1, *2/43 R U*3/%3%RE T 5
e (24481]) 1TAF0. 26mg & HE[EHR N4 5 L7 &
& R2/xR3JR U3/ R3E BT HEFERAD T R=F F
DAUCIE, *1/*1%RE T DR AT, 21T
H2.05 (90%EHEX R 1. 71, 2.45) K% 1384 (90%(F
FEIX 3. 22, 4.59) fE@mdo7 (Cmaxiz T ZhI. 21
(90%fE X A 1 1. 02, 1. 44) 5 & V. 16 (90%15 i X
f1:0.98,1.37) fE@hotz) o *1/%x1, *2/%3 K O
*3/¥3% AT AR AIZI T 5 VR =F ROt 0L
TnEhn2g, 51K TH-7Y GHEAT—
A)
TRMEAEI T R MR L E AR A )l B & U T R R 3R
WIBNHEMEAT 7 B . CYP2COk 1 /%1 M Uk /42 % AA 9~ % 4%
BRF OCL/F33. 11IL/h EHEE ST DITxE L, #2/%2,
®1/%3, *2/%3% AT DT TITENEN2.5, 1.9
KLOL6L/hEHEE S iz, AICIEZNEIL.25,
161, 1LOMFITHIINY 5 & RIS A,
F 7o, BT K OGE T TSRS & O 7o RHE R 3R
BREMENT 22 D . #3/x3 % RA T D HEBRF OCL/FIX
0.9L/h & HEE S, AUCIES. 8MZICHINT 5 & Tl &
ni=w® (7.3, 7.4, 9.1.1, 10.2, 15. 1. 1BM]

16.7 EMHEEEH

16.7.1 Z2)LarvJ—
RN (14f)) 12, 73 F Y —/200mg% 19 H fE1
AR E&N#%E5 L (1A BIXLA2E#S) | 3AH
ICAKAngZ DR CHERRO®FKE Lzt &, VY R=%
R OCmaxiL[FIFLE Tdb > 72728, AUCIEL. 98 (90%/F 8 X
f1:1.87,2.10) f5ICHEM L, tiplE L. 51(90% 15 8 X
fI0134, LTDfFICIER L72Y WREAF—%) ,
ERR P ENREE T ML DV a b— 3 ViR
MHE, T3V —200mg A 19 H 1A 1R E®R O
Feh L (1A BIXIA2EES) | 3A BIZAA4ng % Of
FACHERAOZE L& &, REIOBREREITRKTH
2. MHITHIINT 5 & Flls iz, [10.250]

16.7.2 Y272 EY Y
ERERR N (1641) 12, ASH2mgZ 5 B [ O HE R % 5%
J24HM (ISR EHMAET) 1HIRIKER &S



L. BEHA®HY 77 S 600mg% fHTLH 1A
I2AMMEROKE L L &, Cnax)345 (90%15#H X
R:42, 48) % L. AUCZS57 (90%1E 45 X [ : 55,
59) %A L= (HEAT—Z) ,
EFR P ENREE T ML DV a b— 3 ViR
MNH, AFl2mgZ A CI2 A ML A 1EIKER DS L
Fmex b, V77T 600mgA 1 H2EIHHEE L
- & X TR T D &, ARANOFEREEITRKTTOWE T
T5 TSN, [10.2&5]
16.7.3 #EOMWIESE
TR A 2t (24 f) ISR OBETEIR (=F =L X
kZ VA —n 30pg KONV IR VA S LV 1650pg D
BlaAl) % 21 HREKE®RS L, £O%RAA dng % 6
A oMM A% 27 AR (&S5 245
o) 1H 1 EERAEE L, 7HB» OB ORETEK
% 21 HRIPFANERE U, & OB IE o S8t
K O ) 2209 VE N B PRI BB 70 28 13380 H 7z
Molz, ROBEEOFIIARFOH FTHLHEENE
0 SEAT ) W
16.7.4 Jor5/—)L
TERERR A (76 1) 12, AHl 2mg % 5 H [ o> i HFH
ZEkir 20 A (E&GHMEET) 1A 1 EKE
BOo%EL, 11N TR ) 0—/1 80mg % ff
AT H1EL0 HEKEROES, WETm 77 7
m— L 80mg & 20 AR 1 A 1 [mIEERA®KE L, 11
A HOAA 2mg % 5 A B OMWEHIM A 5% 10 A
(s 58RI 42ae) 1 B 1 EKERAREG L, K
HeTurZ ) a— VoS O/OERER %5
fli L7z, AFIOEFARERICT 07T ) a—LE2HH
B 5 LTz & 3 22 DA BB 358D B iv7e o
=0kt L, FaT ) a— O EFREER AR &
PERAEE L7z & & 0o 3NN ch - 7-
W HEAT—F) . [9.1.7, 10.2 B#]
16.7.5 £EPHEYBBETIVICLES VI aL—YaYy
(T77EL>Y)
Y BIET T LDV I a2 b—a VER
Mo, AF2ngZ BEMTI2HMIA IR ERAOFRS L
Xl =77 EL L Y600mgAw 1 HEIHHAKE L
- L& T, AROBRBREITIRKRKTHIMETT5 & Tl
SNz, [10.2&04]
) AAOERRAE (MFFHE) X 2mg TH D,
17. ERERAE
17.1 AR UREMEICET SHER
17.1.1 EEEHRESE 111 BE8
TIRMEE TR R R L S (1645 B, S B H
ANEE 23 61] 265 e LT, 77 Rx REE
ZAb B AT RER bL iR & S L 7=,
TRV S R LERE & TR b D
A R B S OMSE I &L S Z L1k o T
b FIERIIY O R E AR OO P R R | T HEA T
OB ZRIIRRD LEF L, TER &I TmER
TRARREREE OMR (6 » ALLERHE) | KO
[Expanded Disability Status Scale (EDSS) 73
3.0 6.5 LATC, #RERBALART 2 4RI EDSS 12
S EEMITRRD SN BH ] PRI L
LCREINT,
Klomg/ H XL T € R &2 10 TEID 1T, B
DB NEEZL SN TH HERGE L2 T
T E L, el RBIOEGFEREODIRO K
AR SE D720, AAIOMEROCHEZ, 1K
2HHIZ0.25mg. 3H H1Z0.5mg. 4H H I

3o FRESE B B HEAT ORI BLER (%)

0.75mg, 5H BIZ1.25mg, 6H H LAF:IZ2mg2 1 A 1[A]
BO#E S, EHEHE o6 A BIEEICR DS S
nic,
FEFMETEH Td 5 EDSS 123-3< 3 » AHfiT 5%
FEEMEITII TRDO LB THY . AARHZBWT
7T AREE L R L CREEEITORELY 27 )8
21. 2% L= (p=0.0134) ,

EDSS (2365 < 3 » H ¥ d 2 AT OBEM iR

B FEAO|ORESE | REENE | PR | pfiE
Bk | AT | ATl 05% (=48
P T
EN 1096 288 26. 3% 0.79 0.01
2 mg/Hl (0. 65, 34
T 0.95)
Tt 545 173 31.7% - -
RS « 3628 87 — 2R 0 7 W PR BR A $
PG, ESUIHE, 22 ) —= 2 VR 2 EMOFEROFE, KON

—ATA L DEDSS AT &R L LTz Cox Wil N — RET LT
AP IR O D 95%EHEXIH, p AR L,

AP CIE, W OARF B 5 £ D D AMEREIC L0 s
MRMEICEE KT S0 E 5 | FHliA IS U TN L2 T — 2 _—2
CTHEBT HEEE LW ey, —OFHEE ICx Lito TR DT —
BR—=ANDT 7 ARG STz, %241 5 BE 5 BRI LI fihr
IZBWThH, 2FER LR L TRE < BARDBIAIERD bno
7o

Kaplan-Meier {:CHERE L 7= EDSS (23-3< 3 » A
Bt T 2 FEITORBERBRIE TRO L BY T
B REBETIET T R R EEE TG
BICELE L (p=0.0129, log-rank /&) ,

7R

i 5 i3 5 % 5 5
U1 ()

Number of patients a risk
AHIE 1009 7 781 499 289 101

T 546 463 352 223 124 B

52 0
Kaplan-Meier % CHEE L7z 3 » A Rifi 9 A EHLITD
R BLE

FEREER FROFHIEER) O/ O ZIHEEFE
T L DHEEMEIZTRO LBV THY . AKIRE
IZBWT, 77 2AREEL g U TR RN
55. 5%E T L7z (p<0.0001) ,

AR 5 58 R D IER] B

T
12

0
0

Bl ERE | EMEE | ERTRER p fif

FHEO | ROJTF It

e B (5% 31
D)

AH 0.071 55. 5% 0. 445 <0.0001
2mg/ B (0.05 (0. 337,

o 0.587)

0.092

)

77 EREE | 0.160 - - -




(0.12

0.207

D “IHERE T A TR Uiz, S50, BT, =2 Y
— =V 72 AEROBREOFLE, R—RA T A L DEDSS AT KO
NR=RAFGALDHR) =L (6Gd) EEHFHEKRELERLE L, a7
— NBAERD BRI ATy ML LTEFMCE DI,
U, W AR 5T K B DA EOR D RIS K 0 B
WA RIES AN E D | BEE I LTI LT — 2 e
THRT HHEE LTWA, —EOHTF IR Lits TRAE D F—
BN ANDT e ARERME G S T, BT B A & RN L7 ARAT
CBWT b 2R LI LTk E < BB HIRIERY b
7=
a7 38— N CORWERRBIERIEL, AFIFET 47, 7%
(524/1099 #]) Th -7, EREWEMRIL. R
5.3% (58/1099 %) . wEiMJE 4. 5% (50/1099
F) . AR 4.5% (49/1099 ) T o7-, [5.1
2]
17.3 20k
17.3.1 QT MEkRICx 9 %1
R A (304 1) ITAHK 2mg KON 10mg XX 7" 7
AR AR 1B EREHRE L L
X, BfE—BERER—RTA VER T TE
REEDE THIIE L 7= QTcF (k& (A AQTcF) D
YIE & i) 00% [SHEX I, AAIP 5 3 KR
M (2mg BET 7.83[5.80, 9.86]msec, 10mg &
T7.20[4.72, 9.69Imsec) % ~L. MifHl 90% {S4E
XD FIRIZEMED 10msec & FlEl-7-, 2B,
BRILRZE 111 AHBR TlX, 500 msec M X |I~—2A
FA D 60 msec D QTcF IER #7~ L7 BEN
AFIEET, 52, WHHEHIFEIC 0. 1% V0. 3%, #ERF
IR 0% 0. %8 H Tz, ) [11.1.4 %
i<l
17.3.2 A= x¥ 516
TERERR A (£ 14 B) ZxtGUc s R=% K%
0. 25mg O 10mg # AR OG- Lz & & A
B FO XS Lz, GHEAT—%) .
1.3, 2.3, 2.4, 7.2, 8.3.1, 8.3.2 ]

o5 J Moz b
] l 1 ® AN Zmg
85 1 h H (it 5)
_ 80 o ° H t | O &IOmghE
g8 . 1
27
5
= 70
o6
w
= 60
55
50 H :
45 BGWEEE P 100 HEEY [
40 e e R B p e e e
0 6 12 18 24 30 36 42 48 54 60 66 72

BER (h)

W) AFOAGEHAREIZ, 1 HH L 2 HHEIXO0. 25mg, HEFEH

¥ 2mg TH 5,

18. EhEH

18.1 {EARF
UR=FE RIS EEORA T A 1-) U
(S1P) ZRHIEY T Z A F D H 5 S1P e N S1Ps 52 A
IR Z R T, SIP A RIS S LNTE L2755
5 ET, SIP B EROMREN T X F=A ML LT
ER$ 219, SIPsZABICHESTHb00, NEL
ZHEE, SIPsZAAROT I=Z e LTEMTS
20)

18.2 2R Vi #R&ED S D 1) 2/ BROFEH MG ER
VIR=F RIE SIP Z R MICKT AHREN T > % 2=
A MERIZE Y Y Lol B OV L REROBH
ZEIHIL, Y o REREE D S5, B EOGHE
U U SER S RIBRIC R Y v SR D D OF H 3 ] X
NDH=0, AR (CNS) JRAT~DIZME sk &
Z}’LE) 19,21) R

18. 3 iR HHHER (CNS) I=H9 B R5E(EA
UR=F RIF NS ~OBITHEEZE L 2 | in vitro®
BRFHZBWTSIPZHEEEZ L TCT A bt A Fo
T bE2mE T 22 &% | RO in vitroXiZ7 7V
HYATENDFE <V v 7 T ORFHIET S1Ps
ZREENLTHY IT o Fad S hoFEIxY vk
T D 2 ERHALMCEATNG 25
18.4 RERMBE S REMREHS% (FAE) (Cxd 51EMA
LR UIE OB ET IV CTh 5~ 7 ADIEMR AR
BT, MY o EREICH BB E B 2 20
EEMENRLG Lz, UR=F RITMRERA 2
7 %ﬂﬁ()l’é L. ONSIZxf U CEHR 2P REEER 2o
L7z,
19. EPERCET HEEZHARE
— A4
VR=%F K 7~/LfiZ (Siponimod Fumaric Acid)
(b4
1- ({4- [ (15 -1- ({ [4-Cyclohexyl-3-
(trifluoromethyl) phenyl] methoxy}imino)
ethyl] —2-ethylphenyl}methyl) azetidine— 3—
carboxylic acid hemifumaric acid
s
(C29H35F3N203) 2+ CHiO4
St
1, 149. 26
MR
HteOBmE, KiTIFEAEEBETT, =%/ —
(99.5) (ZHEITIZ< vy,

(b A
= N7
‘ A
/ oM L)\COEH
- | CHy CH, Ho,o” 00
E
g ,
21. RPBEH

211 EHSE ) A7 FHEFHEZRED L, MU EEd
HT k.,
21.2 BN TORBIEFIEH TRONA TS Z &2
5, RYERGER. —EROIERIIR DT —Z BEE I N
5 F TOMIL, RIEF % RGO & Ehi 92
ZEiTkY ., FAlOHEREFEOERIEFRAEET S L L
Bz, AR OREWER CHEICET 57— &2 B
IAE L, AF| O IEM# I HE B2 #H D 2 &,
22. a%
A=V MEAZ— MR T>
(0.25mg X 12 $8) X1 /8w 7
(A —E > MEE 0. 25mg>
14 8 (PTP) X1 — |
< A—F o ME 2mg>
14 8 (PTP) X1 — |
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1.3 B S AT BT T 2 TE T oot 5
1.4 IHBE AT FAT B B VEBE DR TEFRIL .o 5
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% ERHL BAF312/Siponimod Fumaric Acid

s —&
5 LTV ZRnRE (95) L TWARWER (H)
3mCDP 3-month confirmed disability progression based on ~ EDSS (2J:-3< 3 % H Fifid D ERLT
EDSS
6mCDP 6-month confirmed disability progression based on ~ EDSS (Z35-5< 6 % H ¥ 3 2 =l T
EDSS
ARR annualized relapse rate RS R
AUC area under the drug plasma (serum/blood) M (M3, fR)  H SR - R B R T
concentration-time curve FH
CYP cytochrome P450 F 7 va— L P450
EDSS expanded disability status scale WA EEA 7 —1
EMA European Medicines Agency PRI [ 28 5 7
MRI magnetic resonance imaging bR IR 1 15
MS multiple sclerosis EZieidland
PPMS primary progressive multiple sclerosis —IRMEHEL TR 2 SRR A L E
RRMS relapsing-remitting multiple sclerosis IS HAT 2 A MERR A LI
SIP sphingosine-1-phosphate AT Il Y R
SPMS secondary progressive multiple sclerosis TRMEEI TR S R MR LAE
AEOER—E
ik e
T4 DFFEITTE VIR=F R TR, ARICHIT BAF XUIAHK LKL LT,
LS YAR=F N T RO GHAE, BAF L KR LT,
EDSS EDSS 3 PRI A -5 & MS O S IR E 2 5 7~ 2 R R 2P RETh

0, 7THEE (FITHERE, IMEMMRE, MERISHEAE, /IMERE, ROTHSRE, BERCERAGHE
fE, KIMHHE) D FS OF R a7 EHMTREOR T MHAEY, EDSS A2 7 (0:
EH~10: MS IZL D) & LTHRIND, BMTEELZEIHEIT40 EE 7
Z

o

EDSS 1255 < faEElT

N—ZF A D EDSS AT N 5.0 LLFOWREITN—AT A 6 1L E#EINL
725E, _"—ZFA D EDSS A3 TN 5.5 U EOWBREIZIN—2AF 4 15 0.5
DIEBIMUZEA L Lz (A2304 i BR CTOTERE)

HE

iz 7 R 22 B DI HR, UTLARID BRSO ST N ES L < 1T LT
W AR A B E OB LAY, BRI OEERAIBEEA X2 hOFRAEND 30 H LR
LCROLNTSA, YiZBE 1 24 LI ERRET 2D L L, F o RESORYY
DRV (IRIR 37.5°C &)

ARR

ARR %, 1 b7 OMEERBOFEREERZL, AEMETISRD DT
HROERICEZ LIZHEREOGFEZSMEIM (A) O&FTERL, S 5IZ4M
H%5365.25 #R/ U CHH LT,
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1 HEEN (TR KR U E DR FEIRA

1.1 MEE TR
TRV TR S R MERRAAE O T T B B OV IR 5 D YA T4

1.2 RER XN R DER R IR AL
ZRMERE(LAE  (multiple sclerosis, MS) 1%, 4 - SAF#E - FHE & W o 7o FAHRARRRNIZIR A N %
T DRIEMEDBER B TH Y, FHARENORIEIZ L0 PR 0BG R &, MREE Lk

729, MS X, BRARBIEIZHS X I EME (relapsing-remitting multiple sclerosis, RRMS) , X
MEEFT AL (secondary progressive multiple sclerosis, SPMS) , — &7 (primary progressive

multiple sclerosis, PPMS) @ 3 JRHIZ /3 S 415, SPMS I, T8 & W2V K3 RRMS & LT
HHWIERGE L72%IC, THROFEIZh)»D L TEENRAICHEITT 5] Rl ERIND
(EAETTEE 2T HE 2015, Lublin et al. 2014) , ¥4 MS BEITHINL THY, MS BEDOK
85%% diH D RRMS BE D H B, HKIPE) SPMS ~ATT 5 L 0oL L H Y, 5% SPMS BE D
BOENT 252 R TPRIND (ZFRMEELE - FIARITFHRZETA K74 22017)

SPMS & TlE, HFMEENHEAEEICELZ X723 ens, BEOHEITAMEI T2 2 &
DEHE—DIRFEHIETH S (EMA CHMP 2015, ZRPEEELIE - SRR HEHRZET A KT 14
2017) , F7z, SPMSEFH TIL, RRMSEFH & HABHE IR T2 b OOFHENELESH, SPMS
BETHLHEET DL, TORBIEICK Y FEMESENEET LU X7 083H 5720, RRMS HE &
[FERIC RS TP & BE R EIE & 72 5,

AFN O WA EFE L FRIREERER (A2304 35R) 1L BAF O MEKR LM A MGEET 5 BT
Blta L, SREEIL EMA O A R7 A4 URAEORGIY RN 6EbNE B E 2, EE
BRI TS SPMS DEFRICEE L7-EHE L L (Lublin and Reingold 1996) , expanded
disability status scale (EDSS) A 27 7% 3.0~6.5 T, akBRBAAAAET 2 4EM]IZ EDSS (255 < [EEHEST
WO HI, o, TUZAMERT 3 # AUNICERZ DT, BIRKEAT 2o RREDOIRWE
FHrEMAANT [2.5-1.2.2],

A2304 FABRIE, BAF O SPMS (2519 2 BFMEATIHIZNIR S 7T BRI~ TEND 2 & 2 HGE
THZEATFHEAWNE Lz, FEFGEBE X 3 » AT 2EEETT (3-month confirmed
disability progression based on EDSS, 3mCDP) W#EH LN 5 E TOHE & L=, 7ok, EEETO
AR AV 72 EDSS I3 AR I S & MS BE O B KRR E 2 A IOICREAME 9~ 5 FEHER) 72
BETH D (ZHMEMAE - SMRERRZIET A KT A 22017) . F7-, BIKGHEE B34
¥ (Annualized Relapse Rate, ARR) % 3l L 72[2.5-1.2.2],

A2304 REROFERE NS, FHEFMEH TH 5 3mCDP 358 LD U A2 %, BAF BEI 7 7&
RERIZHEART 21.2%080 (p = 0.0134, Cox Fefii#— RET L) SH72, BAF (2L % SPMS IZ
K2 H RAIRETE B OMETTINHIZI AL, KV B RR MBI Ch D 6 » AR T 2 REELT (6-
month confirmed disability progression based on EDSS, 6mCDP) 2358 6 b U A7 %, 7 FwREE
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2T 25.9%07 (p=0.0058, Cox [hfFINYF— RET L) SV END LR INT, £
SPMS FAIZH L, BAF (277 £ ARIZH A~ ARR % 55.5%#0f L 7= (p<0.0001, £ “IHEIFET
V) ZEmD, SPMS I D FSE TR bon S 72[2.5-4.3.3],

HARNEB M TIE, TEIHMIEIE CTH S 3mCDP 23380 LN WBE OEIA1EX, 77 Rk
IZHAT BAF BECE -T2, $77, HHEITT T B REEOR TRD b, BAF O SPMS (257 %
AR TPIZEN AR SEH THRE SN, BARNEFIED DR, #EROMFRIZIZIRA 2
HDHHOD, HERFHID EDSS A 2 7 OHERS Jo UG RIFBE T B 23 iV VAR 23 BAF BRI - T
L EEETL L, ARENTHGE Sz BAF O SPMS (2319 % B RNk E O 4 T4m I 2h 5t
XA ARAPRE THREBRICRD BN D I L DVURER S NT2[2.5-4.4.2],

FIAKOLEMEE, FU SIP ZAKHRER THLBARD 7 ¢ TV E FOMHRER ST
HENLFHANTH -T2, 74TV E RORWEMN & LT BN DN AN [, BB,
EIMEENRAF THAEL LGN DV IEELET 27, BUIRLEICIVEHRAETHY, AR
RIREZRZ RN T 1 7 7 A VDR S T2 [2.5-6.4), 7ed8, HARANRE ORI REE O MBI
72, AREMAORENERESERRDLLOTIE D o7,

LI EMS, SPMS B 28 & L CHEM L7z A2304 RBRICIHV T, BAF O SPMS (Zkf§ 5 [EE
HETIHARERD L O, FEERTHIRLRENT, DD, KFIOMEEXITHHHEEZ [k
PEEAT R FEMEREAVIE D PRI TR X O IRABEE OMEATIH ) LERE LTz, 723, AFOFEZ
A XFREFHE & &Y [ZRMEELERERIE] & LT,

1.3 HMEEXIEHRICEET DEE

P& P 5 B8 T b BT UTRAIRERICHER AN & 5 BB TIE, FRRBLARAL S D it
TTRICHAT L TV B ATRENED B B 7o), AAIDBRIREBR T b7z M TR 2 FE L
SiE D TE AR AR A SR L T BSEBHERRS 52 L,

1.4 DEENRFHRICEEY HEEDHRERM

MS (%, @%, 3L TMORBARTIR, FIEND 15~20 F THELL LA EIE & ITHEILRIZ
HIRRIEE OHEITAZ 5 % SPMSIZBATT 5, SPMS 3% AN T S 41, RRMS 75 SPMS
A~ DORATIR A % R OPF BRI T3 2 BB 70 JE Y1370y (S8R LAE - BAARIR T BE 2 2%
WA RZ A 2 2017, Rovaris etal. 2006, Lublin et al. 2014, Tremlett et al. 2010) , MS DL I fE ~
DEFIZL YRR O0, FEREEEOFMHEE TH S EDSS A a7 40 (HMTHE/NTK
FLTCWD BB UIRE A ES T &b 500m BATHRE) (270D &, FHROAEII,IID
BT —EDHETHEENETL TV EOWMEDNRH S (Confavreux et al. 2000, Vukusic and
Confavreux 2003, Tremlett et al. 2008, Tremlett et al. 2009, Scalfari et al. 2010, Novotna et al. 2015)
Z 072, BEZ L OIRREICE U THMMEDS IR T & 2 345 2 AW - BERE e 16 PRI A o0 B2
DR EN TN D,
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AHNZ, EDSS233.0 LA 165 LA N> SPMS [ A %5 & L1z A2304 3 BR T, 7T &R LHAH
B B IR E OMEITIIHIN R Z R L2 2 D, P &L ERIMRICHEI T 9 D s T 2 P9
DO LIIRIRIE L e D, — 07, ABIOBHREXII#hE%E [SPMS O3 T & O (KRR E O
WEATINE ) LEE L LD, SPMS OZWIN#EEI 2 X A I vV CEMSNZWVIEY, RRMS
(ZHEAAR A 7o AR AR MR S 2R R AR & 72 > T < % SPMS 12X 2 ARHIC L D IREN AN,
HIRMEEENETTH2MENH D, £, ZHE T SPMS (T 50 AMEO =T v A
ERT DIRFREII o722 Eovh, SPMS ORI & FEMAVICAT O IERERBEICIZ /e <, SPMS ~
DATREDON D BEITK L TH RRMS 1T DIARENEBR L IGIN TV D LHEZE SN D,

INHDOZ EEREFE 2, EEKTTYH SPMS ORZKZ2@EUIRZ A 27T, AFICX DR
WM ANEZWWU R EA I T TITRDE DT A0 AR TIVNENDD EEZ, UUTD
fEH EOFEEHRE LT,

BRZHESIBETH, SOXEIFENBEICEESA SN HEETE,. BREED, S ZRIEEST
BIZBITL TV SAEEMENH S0, FEDEBKFARTAHALOA-ZREETRSREBILED
EECHRKARRELZSBLI-LT, ELBEEZRIRT S L,

A2304 FABRTIL, SPMS % (Wi b 583, BMUREME M ZMES Z LiddboTh,
FIEA IO P B D PR BRI TR Rl 2 n A LER L, EITROREE [
5 LT BIR AR TR O K (6 » ALL LR/ | EER LTz, Z ORI O E R
ZWRTHZ LIk, B, BRPALNLIBEETH-oTH, WEIZ, B EITEERR 6 v 1
UL RGeS 2 R PR E O RN A LN BE ThIUX, RAOEIL L7225 SPMS & L T2k
ARETH D Z ERREIC /Y, FEEFKR T TH SPMS OBMi& @Y/ 2 A4 X v 7 TIT, ARANC X
DI ANZ B2 A A I T T 2D L Ichb e BExTZ,

SPMS (2725 &, BT~OFENTEFIT/RD, BT, MTICHBEZEST L9125, F
72, SPMS TIi%, RRMS (T, FBAHMEEE~ORELTHFE I/, MIFICHLEENEL TL D
(Strober et al. 2014, MSIF 2016b, Chiaravalloti and DeLuca 2008, Planche et al. 2016) , ZiL5 D
ALY, SEEER FCb A D SR8 T HE7e SPMS ~DBATZ 8 ) REFTR LB Z LN TS
ZED, BT TREIEREIZ R A DN B AT, SPMS ~DOBATA R, AAIDEILD
AEZHET 5 LR EoEEIC A 72,
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2 AERUVAERUVEDHRERL

2.1 RERUVHEE

WH. RAICIEY A= L LT 1 H 025mg 54U, 2 HAIZ 025mg, 3 HAIZ
05mg. 4 HHIZ0.75mg, 5 HAIC125mg, 6 HAIC2mg A 1 B 1[Ik EEL, 7H
HUBRISHERF AR CH S 2mg & 1 H 1R O&LLET 22, BEOREICL YV EERHET 5,

2.2 AiERUVHAEDR TR
AFNOFER OHEIL SPMS BEZ SR E L2 A2304 REBOFERICESEHRE L, LLTFIC
A2304 SR THWZ FEKR OVHEORERIL, K OF OREBREE B2 7R,

MEFFHA O FIE R O B OR EREL

A2304 REROREIL, AMEIGEREBRE 2515 & Lo BRI 5B (A2101 3ER) ChEgE S
72 BAF O3EFMERNCAE S I U 2 RERERAD o[ I, KO BAF O /LaNT ORI (27
~57 ) ICESE, A Y RO R OMER A  ATREZ: BAF OFEE LT 1 A 1 [HI#
HAEE LT [2.5-4.2],

AT, RRMS BEZE RS E Lol (A2201 3B OMENTHER XV EE L7z, A2201 #ERD
TEEIME MRIJAZBUTR 2 HEBSOGSHEDRHTHE R Tl%, BAF 2mg TIRIFRRKDIRZ/RT Z &N
g8 7z [2.5-1.2.1], SPMS X RRMS M HARIRIZHEIT L TW SRR TH Y, SPMS DFEFEHEST

Z T % 72 8 OMENL K72 MRI BT LSO A A~ — T —BFE LW Z 2D, SPMS B3
IZXIT D ARG AT 2 2 IR TH L LB b, D79, RRMS MR O ALK
OH&E (1 H 1A 2mg) ZHWT SPMS HBE Z xR A2304 R CTHIMER DL BMEZ T L
7oo EOFER, BAF O SPMS IZHFT 5 HRRIBEET OMEITIIHIZIRIZ, 77 BRI TEND Z
EDRGES Nz, RBRICBIN L7 HARAN SPMS B35 CH &RERM & [FEROFIMENRIB S, &
B REREH L RESRRD LD TIIRN-T2,

ZORERI Y, ABIOHEFHRORELOHERR, A2304 B CTHW- 1 H 1R 2mg BAZY L&

ARE LT,

Wi 5 DR ERIL

HME NAREEBIRF & %512 BAF % A G- R O IE G L7-fES (A2101 38k, A2105 3R)
DA% CEBME) 2 —i@tE2 D HERAICED L, 85 2 RZRICRRMEE ooz, F7240E
NGRS 23t 5 & LTzl e 52 et 258k (A2107 &RBR) TiE, 2 208725 BAF it
B HZHB T D BAF OB 2 DAL VB REE~O B, [EE A &% 55 L et
L7z, Wi G0 iy b BEEHER GRHICA LN ABROR TR OEET v v 7 KON
PFIEOFBMER LTz, £D72, A2107 RERLIBEICSLE S 7z MS BE 255 & Lol Tk
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Wi G2 mMAT 5 2 L & Liz[2.5-1.2.1], [2.5-3.2.2.2], ZNHZ&BEE 2, A2304 7Bk Tl BAF %
025 mg /1 HFRGBALA L 6 HE T T2 mg % Tl 4 2% 5 27 2 —/L (Dayl, 2: 0.25 mg, Day3:
0.5 mg, Day4: 0.75 mg, Day5: 1.25 mg, Day6: 2 mg) Z i L7= ([2.5-4.1.1],

A2304 HBRIZEBWNT, BHERERORE=2Y 7 (NS ZA¥1 0, LEX, AFEFR)
ZpHi L7-#E 5, BAF Ol 5% (Day 1) ONRfEENX, —FRHIICHED L7z b DD, Day7 Tk
GRS OFHEREICK E R EET o7, WHBRBRFICAEFS L L THltd SRR,
TAPERRIR, ROV EERE7 0 v 7 OBEEEIXIFEAEN T L— R 1 XX 2 T, M OEERNE
@ Thole, EEXIEGHIEICE TG FRRIID R0 o7, 5 HEEORIREED
DEMET R L G EFLZORBLRIT, AR & EREREIMEN o7z, Ko TRAIO#G-H
PERFICHE R BIEZ BN T 25 2 L COMBE~ORBELZBHT 5 2 LN TE, BHAMELEX LN
72[2.5-5.5.1],

PEX Y, REOWHEIZE T 2 HELOCHEREIX, 1B 1E025mg o521, 6 H
M2 C2mg FTHIET D &) BNRYLEEIRE LT,

REBEE, AAFEG% 6 FFFLINICOAEITR IR 22 2 & &, AWEBNC LV OHEITK
M2 D BEICT TR BIKS 2D 2 2B E L, WgPic L v 2Rk EGca s Ly Hi
BHETLHZ L) ZRELR,

2.3 RERVREICEET 5FE

7.1 W (6 HRH) FHUCAAZRIE L 7235818, BMAHETH D 0.25 mg 2> L AFI O S
EHEL, HELOHEO LBV M T2 2 &, £z, MERFFHERGRIC 4 B EERE LT
AR R LT2GEICB W T, PIEERGERE S FERIC, BHEHETH D 025 mg 2D EG% [
L. HEROCHED LBV 2 2 &, B5HEMARKS. DIBIKRT., BEEEORILENE
CHZEnHDID, FIELR & FRRICBRE LTV, S 2T A RODEMEZRET S
Z e,

7.2 WA (6 HIE]) HIIAMB GRS OHEOBANHA G, B5% 6 REHLINICR S
BT 5, Flo, —MRANTLHEBITANER L, K 1~3 FEICEBEDT 2, b0
BOWORHNEZR DD 28T D702, BHHE (6 A TidslickE+T 22 &,

7.3 AFBEEBIAARTIC CYP2CY Ein AR+ 52 &,

7.4 CYP2CO*1/%3 SUL#*2/*3 ZARAH T HHEICHOVWTIL, #MFEARIZ I 1H 1mg 2952
EMEFELV, MEFFHEZ 1B 1B 1mg &3 5581, 4 HE ETIIHIEROMHE & FERICHE
WEITW, SHEURZ Img & T52 &,

7.5 025mg HEL 2mg SEDOEMFEMFRIFEMEITRIN TV RNWZD, 2mg 2 HHT 52T
0.25mg SEZH L7anZ &
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2.4 FiZERUAEICEET 5FTEDHR TR

UTOREROCHEIZET 2EE 71 KON 72 TIEIAKIZIRA CE o - 58 OEEFRHED
AR ERILE KT,

7.1 EpEEART (6 HRE) ICEHKFZEZHREL-FSIE. FARAETHS 0.25 mg Hr o X FDREZE
BRL., BERUVRAED LB YEIET A&, F-. #IFHASIRERIC 4 HREIUEESE L TEHA
FARELEBEAICEWTY, PIRRSRKERERIC, FAIBAETHS 0.25 mg M o5 %EH

L. BERUVAED LB YFHET I L, BEHEAERL, DIBRET. EEGCEOEENLELD
CENHDI-D, DEZREEERKRICEREZTL. "M ALY ORUVDERZEFAET S &,

BRGNS D 6 ARICAFRIORMAZ 1 H TR0 BIC oW IR GRERN 72 <, IRIR
#%IZ 025mg LVEHEEREG LI EZORGHH OO NGRS SN DT80, k5.
1 HE®D 025mg O AFOHEIEE G2 HAT 52 & & Uiz, iR S LoD 3 &
SNAHTOHARE R E FRRICEER, BIENRMELEZFELARTE LT,

A1 E N FEREALERE & )52, BAF O GAKIE% OFBIREO LBz 9 2 B OELRHER (A%
) OREZE LT A2110 5SBROFE IR, RIEHIFDS 120 K 4 EE > 723554, 30 bpm E DL
FIEOR D N EHERE I B IVT[2.7.2-2.2.4], D120, HERFHIC 4 B UL EER L CAFIO#ER G %2 h
Wr U7- 3B I, iR G a2 5 2 ENEUTh Dm0 E LT,

LIF O RIER OCHRICEY 21EE 7.2 TEMHEHRE T OEEHFEHOBERN 2R,

7.2 FEHMPE, FFHICE 2 DBHROBONRH LN, BER 6 FERLUNIZRLEIT S, F
f=. —BRMCDPBIEENER L, FR1~3HEICHRLEIT S, ChoDABROEIEHLN
ELRDDERITHI-0I, HEREMN,SD 6 AFEFHICKRET S &,

W, AABG% 6 RN OIEITR BIR< 25 2 8 &, BNZENC L 0 B3 E R >
SRHNIT TROELSRD T EE2FEL, B TIC L 2eicikETE L) ks
THI L] ZREL,

UL o RER O EICEES 5758 7.3 L0V 7.4 TiE, CYP2CY D& FLAUCET 5 1EEFE
DR EARE 79, BAF O EEHEESRE X CYP2CO TH Y, BAF OBEFE EIL CYP2C9 DiEfs 1
BOEBELZT D, TO®), ENT CYP2CO*1*1 LIS OEs 2 241 5 BEBITEIME
(AP I EZ BIVD A, CYP2C9 DB RIS CTeEENLE TH 5 L& 2 HIEKR O]
BICEET 2R ZHRE L,

7.3 AFIZE5HRETIZ CYP2CO BaFRERET S L,
CYP2C9 D& RIS U BN TH DT DRTE L,
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7.4 CYP2C9*1/*3 X (X*2/*3 #BRET HEEHICOLTIE, #IFFAEE1H1 B 1mgeT 3 &
MNEELL, #EFEAEZX 18 1E1mg £T5545(%. 4 HEFEFTERAZRUVRAE L RAKICHIE
T\, SBELEE1mg &35 &,

TEREEBRE & 6 BTl L7- A2128 BRTIX, CYP2C9*2*3 % {474 545 2 BAF0.25 mg
ZHERROKRE L7z L &, CYP2CO*1*1 Z0RA T 245 & ik LT, BAF @ AUC 23 2 {51
BN U7z, - REMNESEYBREMRAT OFE RS, CYP2CO*1*1 Z{RA T HHE & il L C,
CYP2C9*1%*3, *2*3 Z (%A 4 DB TiL BAF ® AUC AT N4 1.61, 1.91 8N4 5 2 &
PRSNT-, LEORERZRNE 2, CYP2C9*1*3 i CYP2C9*2*3 Z{RA 7T HEH X LTI,
BAF OBEZEEOEBIEN 2N RIS Z 2N LD U 27 25 & 24 et 2 [AhEE 5 720,
CYP2CO*1*1 AT 2EEFN 1 H 1H 2mg #H&%5 LA ERBREOREENSFOND 1 H 1
Al 1 mg ZHERFA R L LT E L72[2.5-3.1.4.4],

UUFOREROHEICET 21EE 7.6 TiX 025 mg $EL 2 mg $EO H M FICB4 2 1EEHEED
P EAR LA R,

7.6 0.25 mg fE& 2 mg IRDEYFEHNRFEEITINTLEL =S, 2mg 85T BHERICIE
0.25 mg feZHEA LG &,

2mg HEZRGTHHAIZ, 2mg SETIE 1 SEOLDOARM THTeA, 0.25mg S8 TIT 12 8 8
IRATHLENRAL, 2mgfEd 025 mg SENFRILKREITHLZ EHLEETH L, RAKOAR
MREL 2D, &5, RARKNEZ D Z LIV REEHEGEM D EEZBND, LIk
£V, 025mg §EL 2 mg FEO A EE I OWTIHEST, EWFENREEI RIS TN RN D
LD, BEERIZOWTHER L2 WEOEEZRE LT,
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1 M. 8% W

1.1 M. &)

1. &

1.1 AFDREE, BERITHIMETEIERERICEVT, FFOREMERUVHIMEIC
DNTO+RHF E SHEMBELEDGRERZ L OEMDL & T, RFEMNEY) & HIM S
NBEHICOVTDARBT S &, F=, BHERFOEECREENRRT SL0H
DT, TRICHIETEIRHMELEZENENDIGERICOAERAT S L, [8.2, 11.1.2

1.2 ERGRPEICIYRTIZESHNBESNTLSDT, BELOAREENERIEZ LE
BEFHISNSBERICOHRETSHE, [8.1.1-8.1.4, 8.6, 10.2, 11.1. 15H]

1.3 AEDEFEHEPICORBDETERLIA OGNS0, BRHBZEMET SEMEEET
53 E, BUBRENTASEETTARDKREZMBTI S L, [7.2, 8.3.1, 8.3.2,
11.1.3, 17.3.2 ]

1.2 M. &1 ORTERN

1.1 EPNATOERBRBRBR SN TRY, BEDOREVEMG KL OEIEMS HOBEN S, SR
LIED 3 72BN H 0, +0RMBROHDEMDO L & TARIZMERT S Z ENLET
bHbH, 6T, BWEAE L THEEZENRO N TED, BEEEEEN LN DGAIZDOR
AT 2EOEEBEZ T2 2 L 2NHEY) & B XFRE L,

1.2 EERBIYEICL V ECTICELPINHRESNTND Z ENORIE LT,

1.3 RFNIMO SIP S AARFREEIL & AR IC— @M O DR (BOZERHER) & O #3857
W (AOEEEER) 251k 27, BRRBR T, BHEREOYRIRE BIZ, #5% 1 K
PIPNIZHRIE DN B U, K9 4 FEZ ISR BIRT GBS S~6 a8 743) L, &5 6 Kt £ T
BB SR b, F£72, BE5%OBRNOMhOE FERNEE) 13 1 B BICR b
DL, 2 B HURRTERGZODHEOBAIIETET 5600, &h 5~6 HRIZN—AT A~
OB T S, 6 B HUBRICEM LAY, 5% 10 BUNIZ T 7 &R & AfREICEIE
L2 MO LN, Wil SEEZEAT D 2 L TV EA~OR BT LN TED
2, ARFN ORI O T, BEREORBIENEL L Z EnRd D, 207w, 1EER
AR LT HEMEEET S, WU RAENMTZAHEE T CREEZHEL, YIS
HOBGRTR OG5 6 BERITMEGE L T, A XA U EODBRERET S 2L E L,
F 7z, WG TR RN ARBSE O FROT R ORBUTEENLETH Y, BFEUIE
DFEBEFANERR T 20N ER S H L DRE LT,
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2 [2. 2 (ROBHIZIEBEBELLGWLNIE) 1 #E

2.1 2. 5 (ROBHFICEFEBESELELNIE) |
22 (ROBEIZEFBRELLEWNIE)

2.1 RFNORST*kF LI BUE OBEERE O & 5 B

2.2 EERBYSEDOH DA [8.1.1, 8.1.4, 10.2, 11.1.15M]

2.3 AHNOEKGBME6 5 A LINIC O, REEROE, APtz B4 25 FERMEME LA 4,
NYHAZZFETTTEE UL IVEE DDA % 3 AE L2 [8.3.1, 8.3.2, 11.1.3, 17.3.2&H]
2.4 T VIIE2EFERT7 0 v 7 IFN LV EEOREET 0 v 7, AASEGEREOH D
BE (=2 A—h—fEHEEEZR) [8.3.1, 8.3.2, 11.1.3, 17.3.2&M]

2.5 FEIROTIERE O & 5 EE [11. 1. 4]

2.6 L TR L CW D ATREME D & D &tk (9.5 B
2

2

N

T ETIFUoRBER LN E, [10.1 B8]

8 VT ARla (=, AT IR, YVYETILR, RV UY, ENA =)L)
XiZ7 A1 (TFIAFuy, YEa—)L, =778 HFIAREIREK, X7 ik
figth % G- o B [10. 158

2.9 CYP2C9*3/*3 #fRAH L CWVWHHAHE [7.35H]

2.2 2. #5 (ROBHICZEFBRELLEWVWI L) 1 @&E#E&

2.1 REIDORSTH L TRBIEDBE LD H 2 BEF IG5 L-Ha, EERBBUEER S HE T 5
AREMEN —RIICH D Z D, BEL L TRETSZ &&Lto

22 ERBEEMAE LTERPERRD LN TNDZ b, A7 TV 1-U Uk (SIP) %
BREREREN T8 (T4 TVER) OIRMIEEZSEBITHE LT,

2.3 ZIH O BE TIIARKIE GBI 5L 5 — B8 ORIRIEVER ISR T 5 AEMEICRER H
D2 EnG, KERMNSIEESZICRE LT,

24 11 BED 1.3 ORERIUE S

25 ARFNIOEHIZ LY, DD LB QTN IERE T2 B8ZNRH 5 Z LD REL
77

26 7 MEROUHFIZET DI - JRROETROBMOMEAFTEERRO G TND Z EITZ,
BRIV TH SIP /R ZIER & T 005 (74 TV ER) ThRABERHED b
TWDZ &, RANTBAMAEMOMFFELZ BN E LTHOWOLN LA TIZRNWT & &2 E
ZTRE LT,

2.7 AANIGIERITIHINICER T2 2 &5, SIP SREEZEN LT K (74 TV ENR)
DR XEEBEBITHRE LT,

2.8 BRRRERCIZZ 7 A Ta XE7 7 A I HLAFENRA| b§&5éh1b\éﬁi%«@$§U®&5ﬁ%ﬁ
X72<, £z, 77 A la XiE U HUAREEARIE & OFF L7356, FrIc& G-BLEREO DBUIR T
|2 XV Torsades de pointes 23 FEELS 5 AlgEMEILAE TE fa?b‘: EMBRRE LT,

2.9 A2128 ABRITIBWT, CYP2C9*3/*3 Z AT HHRAE ITAK] 0.25 mg A BRI A#KE LIz &
X, CYP2CO*1/*1 ZARA T HDHERE & i LT, AUCo?’ 3.84 fZHITHIIN L7, b/
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FICAKN 2B 5 Lica, BYERICRE &2 L7 REcR N EMMM#RT 5 Z L1k
%o 70k, ERSILEIFEEER (A2304 3RBR) TiX CYP2C9*3/*3 D BEFIIFRIMEUEIZEE E &
Tz, £, KEROBINCBWT CYP2C9*3/#3 DRFIIEE L SN TW5D, DLEA R
FARE LT,

3 8. EXLGEXNIE] ##

3.1 8. EELERKEE]

8.1 EYED U A7 NIRRT HBENNH D DT, AFFEGBHIGHT R OB IXLL T 8. 1. 1-
8.1L4ICHEETHI L,

8. 1.1 RAIB 5-BALART (B G-BRAART 6 » A LN SUIRTER ) DY) 0 B 2 D85 A 1T RE % Ik
%) g (MEREEES) 2175 & & big, BSPITEMMICMBREEZITS 2
Lo U U RERERDS 200/mm® & FEl - 72858020, B A 3 L, #% L C 200/mm’ A3 T
oo HBAITIE, ARIOMER AR LRICHE TS 2 L, FRICHES S, EiEL T
200/mm’® Kl Th o e H AT, AFIERIEL, Vo ERENEIE T2 £ TREORELZH
BICHET DL L b, YYEOBIEIZERET 2 Z &, BHFHBKOEER O EIZ O
TUE, U REREN 600/mm® LA EETRIETAZ EABZRE L, BEEOFIEM & faRtts
EHEICEHME L7 ECHrT 52, [1.2, 2.2, 8.6, 9.1.2, 10.2, 11.1.1 &MH]

8. 1.2 HERBYYEDH 5 BE TIX, BYMENEET L F TRAIOE G 2B LN &, AR
BeHFIZEGHEDIERD & b O -G A IITEBICFREICERK T I L H5FETs2 L, &
BRRRGYENREL LIS AR ORG24 il L, @U@ r21T5 2 &, &E5HEHICD
W, YYEDRIE Z /R L, 1R LB M & LR 2 8B\ ISR L2 E TRl 5 2
L. [1.2, 8.6, 9.1.2, 10.2, 11.1.1 &H]

8.1.37 V7 hay h AMBERNH LONDZ ENH DD, BEDIREE FOICBEL, 7
V7 k2 AMERERER ORI I c BT o2 L, 7 V7 by b AEREER O
FER B OBIEDSGRD DTG AL, AR R L, #HOnIClz T 28, [1.2, 8.6,
9.1.2, 10.2, 11.1.1 &M]

8. 1. 4 ARAIPE 5 A KIE T HAIRIB WG T D L IR LT 2 BZNRH 57280, KA 5B
GRNCAE SUTEREZ OB PO A A MR L, NEIZS LTV 7 F U HfE S
BT 52 &, BT 5813V 7 F L OMER+0ICE LN D F TARFIK G2 LM+ 5
Ze, [1.2, 2.2, 8.6, 9.1.2, 10.1, 10.2, 11.1.1 &M]

8.2 MIEMMEDL &, FFICHRGMICIIHBMRENH D bND 2 R DT, K5k 3~4
H ABICIREMAEZ SRR PR L I 2 2 &, £, RABRGHM P IITERIC
IRBH PR Z LT 5 & & bic, BEDHUREEZF XSG O IRBF AR A % S a3
5T &, EEERESHGR I NIZGAITIE, &S5 2L, @mURAEEZITH Z L, [BIEZO
BRI OWTIE, 1REEOB M L BREZEEICFM L7 E TR 2 &,

[1.1, 9.1.3, 11.1.2 ]

8.3 AFNOWHIARI X, OHEURT, BEEEOBIENE LD Z ERD LT, REIOE 55

BERT M OB IR I ZA T 8.3.1, 8.3.2 ICIEETAHZ &,
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8.3.1 ¥FIE G H O G-RI L OB 1% 6 IRefllLfikee LT, A Z A U R OLEXRZRIET 5
Z &, AHBE% 6 R LN ICIRIRME AR B RIZ %@?é@@xif%#mmgﬂtﬁu,%
2L FEOREET Ty 7 REW R QT MROIERE RGO bl LA B D F
S DEIENRED LN TR WEAIE, S HICHkE L TOE l%ﬂm?é L, B, 4
A UL R U CARA ZARIE L 72356 OG- BIZ oW T, fIEEE A & RRICEIZE 21T
W, N HY A R ONLERERET S L, EAEEREEORGEIZS UC, i
(6 HR) HXEGMICLDEREZRET S Z Eamatds2 &, [1.3, 2.3, 2.4, 7.1,
7.2, 9.1.4-9.1.7, 11.1.3, 17.3.2 ]

&&2%%%W¢iumﬁ#ﬂwﬁét® BE NI ZOFBEEII L, Ko, FEEDEW,
BN EOIERN A SN TG AIIT EREIEK T Lo fgdd 52 L, ih,m&<k
%&%%%759&1&%&1%%&%@EL WRFEEL DS 50bpm A &7~ L7235810 6 &
BEIGEE T L >ET L &,

FERERER I\ T, MlRF O MR G- B, 5% 1 RERICANICIRIE DS B L, £ 4 e
BRI BIRT L, #5 6 Rtk £ CIBEMEA 2O biviz, #5% 0 HNOMERhOHEL
(RFffAEEE)) 131 HBICRBIEA L, 55 5~6 HBIZR—ZXA T4 0O b T 523, 6
H B LB O ABUIIEM Lis®, #5110 BUNIZ T 7R & RIFREIZEIE GRS Hiv

77, [1.3, 2.3, 2.4, 7.1, 7.2, 9.1.4-9.1.7, 11.1.3, 17.3.2 ]

8.4 HHHITIE, OFEV, SOOI NHOEDLNLZLBHLHDT, AEHEOEIREGRZ D
MO Z T HICITERSEL 2 &,

8.5 FHEREMRAME R T N A LIND Z ENHADT, AKIOESBEHINICITFRERSE (FF AT
RSB RERORE Y VB UE) 21T) L LI, ARG EMICHERERE 21T
Z&, [9.3zH]

8.6 AFIBE G-I, AFIDBMENDHEET HICIIKETI10 B D2560836 0, KAy
J/A%ﬁﬁwﬁ&wiﬁ%W%i,m%&@%ﬁ%wﬁfS~4ﬂﬁﬁﬁ#éﬂ%@ﬁ%
H700, BHEKTRICBWTHRYYEICRT 2FEEZMeE T 22 &, [1.2, 8.1.1-
8.1.4, 9.1.2, 10.2, 11.1.1 &MH]

8.TIMELEANHOLND ZENHLHDT, EMANCHERNEEZFHT 5 &,

8.8 A G-I 1 B R R (FEV) KOMHO— Ea{lﬁmya?ﬂi BE (DLeo) DA DEED B D

ZENHDHDOT, MREREBDIERDZ BT IR RER A 21TO 2 L, [9.1.10
Z M

3.2 8. EELEFMIE] DRFERM

8.1 ARFNIRIHM Y > BRI ATl SEHERERTHZ 00, BYYED U A7 BNEKT 55
FNNH DT 8.1.1-8.1.4 DIFEME 2R E LT,

8.1.1 KA D 5B bhET Mo O 5 1 E I \_@ﬂ@‘ﬁ'ﬂﬁl VU NERBEE LR T D ERH D, F
72, U L REREDS 200 cells/mm? % Fal-> 72855 123 FMA L, e LT 200 cells/mm? i
o LT2GEITIE, A2304 BRRS & [AIRRIC ﬁﬁ DHEFF B2 BITE L, &5 2k
5, & % 2, RFNOMEFFHE L - &ICHE L/'C?b U NERELAS 200 cells/mm? % &5 L C T Al
STEEITIE, B&E5E2FW L, U U RERED 600 cellsymm? LA EICEIE 5 £ THREDIREL
[HHE| L%ﬁ?@‘?’“é LBl BYYEDOHBEIZEET DL OHE LT,
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812 MYVENEIEAL T ADERET H-, BEFITH LT, WYYERDRH Db 5a g4
HEVEETOIVNENDD Z ENOLRE LT, Fio, EERBYYENRILLT-8HA1E, AH
OG- F T 20BN H 5,

BIIAA LG SNIBETI VT ba vy h AMRMIER B H DD Z LB H 57D, BEDIR
REOBEE, KOSERD D b ONTIHE OIS Z T LT,

8.1.4 AFN D H G- HIZAKIG UFTHIRIZ IR G 5 L HIE(L T2 BT o5 Z &b, KiEX
(THARIZIE O PAEIEL T B O MR UL 2 BT D M EN H D, £, BB U TAHA
DFRGRNCTUHERE AT O 2P HERSND Z L ORE LT,

8.2 LGN HBEIEIE (BIEMMEZET) BHObND I LRH LD, B (74 FVE
R) OEWNXEZSHIC, BGRMR 3~4 D ARICIRERE 25 TIRFERREZ1T O KO8
E LTz, i, AARLGTIIEMICIRBIrMmA L £ L, BEPHEREELZHFA L6
(b MRAZFEMT 5 & 9 BIE LT,

8.3, 83.1, 832 [1. %245 » 13 HOFXERIE S,
8.4 FHMMNNT BN L, HFEV, SL0X24EU5BFNNHLZENLREL,

8.5 MTHEREM AR E N A OND ZENDH D Z b, HERERE L K GRBATTZIT TR, &
GBhate b EMRICER 5 2 L 2 BE LT,

8.6 AANDERATABRT, AL FEMMAERE AR TS STV, o SIP 2 A (RFH K
TEALRBIBIDHRE SN TWD2D, AFlZHGPOBEL, THITE 22V IR
JEIR 15 ST RO R AR AEIR DAL 23 o & DTGB OIS A Re# LT,

8.6 A DFe5-H IR O Mk AT 2 IR & R AEH ORI 2 BB T o0 ERH D 2
LB EHE LT,

87 MIEEFNHOLOND Z LN HDH T LENBLRIE LT,
8.8 MHEREMEMDIK T RHOEDONDZLBHDH I ENLRIE LT,

4 9. RENERZEITHEEFICEHT SFE]
4.1 9.1 S6HE - EFEEBEZFDOHLHEE]

411 9.1 &6HE - BEEZEOHLEE]

9.1.1 CYP2C9%1/+3 X(I*2/%3 BT 5 HBHE
AFIOMAEEN FR+T 5, [7.3, 7.4, 10.2, 16.6.3 ]

9.1.2 BREFFDOHHBE
HE OIREMERYLED & 5 B T, BYYENHEET D F TARAOFRGREZ T 25 =
L., [8.1.1-8.1.4, 8.6, 10.2, 11.1.1 %]

9.1.3 $8RIR, T FUIEZR, REOERENAHIBEXINLOBREEOHIEE
BRI T 5 U A7 B KRT 5720, AREIBEGBGETICIRRIFOMEZ I L, &5
iz B RIRR M EL ST 52 L, [8.2, 11.1.2 &R

9.1.4 DIEBETREIEEGEDEREICEISYRINEVUATOEE
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O IR, BB R, =2 b e — LR B 0D U AE S EE >0 AR R O IR Ry P
DEEIEEN & % A

o JAMERAR (L% 55bpm Kiil) D& HHEE

o WIENZUV=UI ANy B (FEy Y IA) F2EFEETay 7 Db bHEE
o UAFHIE LA ROBEREN & 5 B

o FHIRMED KA SUIIEGEIEDRIROBEEED & 5 B

A GIZ L A EWEIEL fEmtE2 ZB L BT, B5OREAEREICHRETTS 2L, AHID
BH A2 ZEBT D50, BEBRBENC, BEFEOREBIOL C-KERE=X ) 7 IFEICON
T, TFBRmAEMA LT AEMEMRT AL, [7.2, 8.3.1, 8.3.2, 11.1.3 ]

0.1.5 ATERAHIEERIIFERREZF T I LBMSATNS T EREADH I ER %
BEFOEE
AHN OG5 EZBT D500, WREBMBENC, BEORBIZS CKERET=2 1 v 7 hik
WZOWT, TEREGBZHMETHEMEMKT LI L, AMHEENEET L BZENNH 5,
[7.2, 8.3.1, 8.3.2, 10.2, 11.1.4 &]]

9.1.6 DABFELVIERDH A DIV I LF ¥ RIERE (RS/83)L, PILF7ELE) XiIid
HBHBLT DD H A DOEFLEBREDDESE
TN OIEKNE RS FHOBEIIL, AFNOBRGERT D ENLEE LV, AAOKE2EE
T HEEIE, ODHABIBMER O 72 W FEFI~ DU 2 345 5B AaRE 0 B3 OARABICIS U7 i
Ul =2 U 7T HIEIONT, lRexHMETLHEAMEFERTL L, [7.2, 8.3.1,
8.3.2, 10.2, 11.1.3 &M]

9.1.7 BEMEZREHhDOESE
BN BN G- SN TR Y, ZHRELIHEDS 500pm 2 2 53561%, AHIOF 5 % 5
R TH LV, ZFFRELIAERDS 50bpm LA FOFEIE, BlME A REK L, X=X T A1 DL
%A 50bpm & X T2 RICAFIOF G 2B L CTH K, B RO G, AF & ik
FEE CEEBICHER L TH v, [7.2, 8.3.1, 8.3.2, 10.2, 11.1.3, 16.7.4 ]
9.1.8 EEOMRB/EEZETHES
JERNELT D BENRH D, [8.8 5]
9.1.9 ERREIIZTOREREDOHIEE
iR EBZTRBEANH D,

4.1.2 9.1 B6HE - BEEREEDOHSE2E ] ORTEHREMN

9.1.1 M HELOHEICHEET HEED 7.4 H] O EMRILE M

9.1.2 AANIAMIM Y o RERZ D SHHERZET D720, BYYENEETLIBZENANHH Z &
MBRRGE LTz,

9.1.3 AFNDOEGKRBR T, HHFENEO LN TEBY, ZhbOBETIE, HEFENEHRHTSY
AU PNHERT DT 0O E LT,

9.1.4 AR OB G-BE T 1w O.LHERD 0 Hbi, BEEEEOBEEZEY 2283 H5, Zh
HOBEATIE, AFKGICLI2AWEMELEHREEZEZERB L BT, B&5OASZEEICHRHT
AVENDHDHZ ENLRE LT,

9.1.5 AFNOEG-BIRIZ K 0, DFE > LEEEIC QT IR IEE T2 R[N H D Z &5
BRE LT,
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9.1.6 AFIO¥ 5B T— MO DHEIR D 23 H B b, BELEDRBIEZE) Z En3H D, T
O ORHN 2P G- O BE TIL, AN DT D N H 0, AF OB 5 % BHth
LANWZEREET LW ENHREL,

9.1.7 AAN D ¥ 5Bl b T @M DB 3 8 & b, BELEORIELME) ZLnd D, Bk
Wi 2 R G HOBEICAR R GT D L, WIRIEREIROMEM SR S o /TREMED & 5 72
W, HEICRGTOLENDD Z EPHRE LT,

9.1.8 A2304 FRER COMEREEEMRAEIZIW T, AFIRG%ZIZ 1 BB MNAE (FEVD) RUO—R{b
IRFBYEHHE (DLCO) DSR2 0GR HLTED, b MIBW TSI EEE L KT
THREME N B E TEX RN EMNHRE L,

9.1.9 A2304 FRERICISVN T, 7T BARREL Ol L CARBIBECREEI G @<, EAAIRECORE
BRAEEEDBOLN, FRBRPGESN TORNFRLBOLNTND I L 2E X
RIE LTz,

4.2 9.3 FreEfEERE] &

4.2.1 9.3 FripefE=EEE )
JFHSRERE E N E LT 2 B2 H D, [8.5 B8]

4.2.2 r9.3 FrREMERE] OREMRL
AFNOBGRABR CHFHAERER LA RBO SN TN D 2 EMHRE LT

4.3 (9.4 £JEReZH T 5E1 #&

4.3.1 9.4 &RERexHT 54

SEUR PTREZR LRI R LTI, B ER CARINIET ORIBICAETH S Z LN RERTVS
ZEEHHTE L, AFIORETROESHIEED 2L &b 10 BEIZEYI 2 (ERER
P IUAREDHE) 475 KO8T 2oL, F7, AFREPIHESRER S-S ITED
G EFIET S 2L, [9.5 &)

4.3.2 9.4 &HERE% BT HBE 1 OFRERR

B ERICIBNT, [9.5 () (SRR - BIREME (T Y FEOY ) RO
(T v F) BROLNTND Z ENBEE L, BHEEAT O WIRIE, AFIZHSIE%ERE T 10
H ML IS LT D 2 HakE Lz,

4.4 9.5 1¥4%1 &

441 9.5 147 |

BEDE AR LTV D ATREPE D & 2 2o MEICiE, &G L2 &, B ERICK VT, IR - IRIR
wE (7 PEROUYEX) KOMERFEME (F7 v b)) BEHLNTWS, T v b TR OR
n, ShFREE (REEEELOCAER) , WIEEE (BEOKOMEAHEIRLRE) I OISR



Novartis Confidential Page 11
CTD1.83 FALDIFE () RUZTDHRTEREN BAF312/Siponimod Fumaric Acid

BHEREEE) 23, UV TIIREY THtE, I CIRIUEEOE ONZ B # K& OB 22 oo N
NHHLNTND, ZHHOZEIE, BAEARE 2 ng) BE5HEOL MREREOK 2 EU LoBREE
TOLI TS, [2.6, 9.4ZH]

4.4.2 9.5 13481 DRERHL
Y ERIZEBNT, IR IBEENE (T NROTHR) ROMEFENE (v 8) B3RH LT
WBZ EMNLERE LR,

4.5 9.6 =Z.im1 &
4.51 9.6 #ZFLIF
BHALZWZ ENREFE LY, T v MIAA] 10mg/kg ZHEREOES Lz & X, RAKOZOLR

A DSFLIT TICRBAT LTz,

4.5.2 9.6 ZELim1 DRERM

T NT, AFIROZ OB HFICIT L2 Ehvh,  TERAEIRGORM STESE D
SIS RS EE (QRA) ITOWT (F0 1) | (FERE 30453 A 13 AR EAS A
PR« AR R SR A R SOER) 36 AN E 2 TRE LT,

4.6 9.7 NRZF] &

4.6.1 r9.7 INRZ)
AN Ak e b U T BRI M LT R,

4.6.2 9.7 INEFE| DOFRFERHL

INREE R kR L U R R BRITERE L TN D bk, FOSETE L.
5 r10. fHE{ER] &
5.1 r10. fAE{EA] &

511 [10. 8 E{EMH
AFN D FAHEEESR L CYP2C9 (79.3%) TH Y, CYP3A4 (18.5%) bHEHEHT 5,

5.1.2 r10. #E/ER] OFRTERR
AF ORI D IERAE TR LT,

5.2 101 ftHES (BFEALEWLI L) 1 W

5.2.1 r0.1 tAES BFRALGWLI L) |
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HA S

BEAOEAR - RTE T A

BEFF - falRIA+

£U T (HEGRFEER LAY 2
F, FEREEER LAY T,

BV F o BT D L RIET
LRENDRH D, AROFKE T

AFNE oI IR AE 4
L, BV F o BERETD

TIETIR (VARAEHY)
TRV Y v (R =)L)
LR ) —)L (EX ) —)L)
7 5 A 111 HiRERHA
TIFEay (FTrorhnal)
VAZa—)L (VX a—))
=7xhT7k (VrEY )

[2.8 /]

R7Y DUVIERRIE (RTY a—1)

HLAR BOG %) RO 54T GRS 4 M | L HIREL, FARHER B B s
[2.7, 8.1.4 Z#] T 52 &, 205D,

77 A I a PLARFENRA ‘ Torsades de pointes ZEDEE | AFIOPEEIZ L 0 LAEF
F=vr (FilgF =) BRARENRE AL DBENARD | 75720, PRAICL Y REARE

T4 T IRK (TIHYY) 7

o

=L RSP Shay gWiRY: YA

5.2.2

M DIED 2.7, 2.8 DTSR

5.3

5.3.1

1101 tAEE (BFALGWVI L) 1 OREBRRL

[10.2 $tRER (BERICEET D L) 1 @
110.2 tAEE (BFRICEET S L) |

HKH 4 %

HRARREIR - 08 51k

R USER

USRSy il Al
SN A N =V
(1.2, 2.2, 8.1.1-

8.1.4, 8.6, 9.1.2,

11.1. 1 ]

R R OIHNC LY, RYAE R
EDY AT BRI DBENDGH D,
L OEAL AT 2%E, KOZ
B DIAN OFe - 1% BOE R AN IS
AR e HETHHETEET L L,
AFN D Fk e 5% 3~4 BWRLINIZ Z
No DA 2 B3 556 b RRICHE
BToZ &,

AEINAIZ SRS RIAE T 5 U
AT WBD, Ik, AElIEH
JEIEE SRR S e e il Al & o Of
HOREBRIIATHON TR,

LA PERRALAE TR IR

A B =Tz P
7T F T~ —HEEE
TNVEEY AT )L

7 43U E RIERE
FH ) R~ 7
(1.2, 2.2, 8.1.1-
8.1.4, 8.6, 9.1.2,
11.1. 1 /]

MR 72 R E R OMENT LV, BYER
EDYV R BHERTLBENLRH D,
Ao B =Tz BRIZT TFT~—
FEfsE ChHIUL, BH, b OIEH
DR IEEZ AR OG- 2 Bis L
Th R, Fio, hOIHEHN B ARANC
Y0 R 2 D5AE, MoK OIERY:
B R OEREF BT 5 L,
REN OB 5% 3~4 HELLNIZ
o DA EZ T D56 B IFERIC
Bionzl,

AEINAIZ S RIAE T 5 U
AT WD, Tk, AHlLM,
DL FVEMALRETRRA & DOf
HAOFEBRIIAT N TR,
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HAG S

BRI - #0851k

B - fERIK

DR E IR T 9 5 Al HetE
D& 2% HH

D= L
DEOER O 5 7
LT WF R IUEETLER
~_XZ 2RI )L

IIFT VL
RENRFEIEEZ AT D2 &
NESNTND QT LR
Ve D & % HH
[9.1.5, 9.1.6 1]

DHEOBAICE Y, Bk QT TE,
FET 0y 77 8 ORIRMETREERAN5E
RBIy28ENND D, AAIOE GRS
RHZ, ZhoDFEHEPH LN &
NEE LV,

DA U CIER 72480
TERRH 5,

B TR
T a—)
a7 ) a—E%
[9.1.7, 16.7.4 &)

DHEOBAIZE Y, Rk QT EE,
BET Ty 77 E ORIRMEAREEIRDS 5
BRI sBThndsd, plMELsES
FoBREIL, ABIOERSEZBET 58
AIFEETLZ L, Zod, REIOHER?
AREZ2HRESNTWHEBEICIE, BIE
Wrako P 5.2 BliA LT H Loy,

ORI (AR 72 A 23
HD,

KLY 7 F o
[8.1.4 B/

U0 F UBEROMBNEET BTN
Db, REIOEGHEOESHKTH%
K 4 BRI RIE D 7 5 oufEs
BETBHZ L,

AN S0 R IHI AR A
T B, U FUoEEOR
HWETT 2 ATREMER B D,
U 7 F v OEFERT 1 EE O
BERth 4 AR 2 REE L 72
Ba, U2 FUoBROREIT
HabhnwktExbhb,

PR EE D CYP2CO [HAEE
H o> FRE D CYP3A4
PHEMEH 267 534
TN aF S — LV
[15.1.1, 16.6.3,
16.7. 1 Z#]

BIVEM 2N 38
PERLZ2NZ

AFN Oz &ML,
TEHERBZENNH B0,
ENREE LUy,

AEIDOARFHPLE S NiREE &
DT %,

REREE D CYP2C9 BHEE

& H3 2 354

T anm— L
[15.1.1, 16.6.3 &
]

BIVEM 2N 58
PER L2z

AFNOhgEE &ML,
TEHEBENNH LT,
ENREE LUy,

ARHN O DI & Uk TE &
DN %,

FREREE D CYP2CO 3 /E
HD>25877 7% CYP3A4 75
BYER AT H3EA
FNNRNTEB

R S - 3
[15.1.1, 16.6.3,
16.7.2 /]

AFNOUEFERIMET L, AREHES
TORENRH D, b OREHA LG
AT 2ECIEETL &,

AHN DA HMEAE S FURE B
PMETT %,

RFREELL oD CYP3A4 75
BYER AT H3EA
Ty LV
[9.1.1, 15.1.1,
16.6.3, 16.7.5 &)

AFNOWGFEEEDMET L, AR5
TEH5BZENNH D, CYP209*1/+3 X ik
*2/*%3 HARA T HEHETIL,
FEBEHTABICITEET DS 2 L,

Zh b3k

ARHN DR DMELE S HUBgk TR R
PMET 5,
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5.3.2 [10.2 $tFEE (BFRICEET S L) 1| OFREIRH

AL OO L0 M EBRE R S IR S WEHER R RBT 28 2o b 23545, 77 F
v, RO A LI AAER O TR & 25 2 30 L, b0k THRHRIER - #E
k), THEFE - fERET) RFER L.

6 M1. gIEMA] &
6.1 M1. BI{ERA] &

6.1.1 1. BI¥ERA
WORWERRH bbb Z ENHLHDT, BELHZITITY, REIRD LN HAIITERS
LT 5 P E AT 2k,

6.1.2 M1. B/EA1 DERERBL
RWEFIC k3 2 SR 72 e & L Citdk Lz,

6.2 M1.1 EXLGEIER]

6.2.1 MM1.1 EXEEERA

11.1.1 B
HRIEZ (2.6%) , 7 U7 b3y AERIER (FEARH) FORYYENRH Hbihvd Z &n
BB, FEYIEDFER N BN T-HEI1TIT, $ﬁ@&5$ﬁ%%ﬁ#é&k% (2, w7
LOMVEZITH Z b, Tz, EEREYYENTE D DG EIIIAR 2 RE I IR L,
Bl7piiE a1 2k, (1.2, 2.2, 8.1.1 8L¢8ﬁ,912102%%]

M 1.28FE (1.3%)
BRE DD DN A ITIRB A 2 FE 5 2 L, mEERENHEGE SN CEEITE,
BehG 2T D2 &, (& A EDEBERED, AHOEGFIAE 3~4 » AURNICA BT
0, 6 AU ERESNIZEAETHERESN TS, [1.1, 8.2, 9.1.3&H]

11. 1. 3 RAREFEBIR (BRAk : 55%, BEJOvY (B1ERUE2E) | 1.6%)
AREND$e5-BIAET—@ PO AR RN D H b, BEELEOBELZH S Z B D,
[1.3, 2.3, 2.4, 7.2, 8.3.1, 8.3.2, 9.1.4-9. 1.7 &M]

11.1. 4 QT BIFRER (0.2%)
[2.5, 9.1.5, 17.3.1 &M]

11.1.5 B 2/ \E GHEA)

11.1. 6 RIHBIARBAZEERE (A1)
VA DR, L OMEDIERDN & Doz 5E101E, $hd ik 57 Eibl e @ %17 5
Zk,
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1. 1.7 TS AN A ERAE (PML) (B RH)
DA77 4T 1-U o (SIP) ZARMHMESET, #EITIES Bt B EINES e ST
WA, REIOEGF R OG- IERILEEORELZ HIcBEZT 52 L, BilkkaE, &
Ak, BREUER (R RREL, DUBORED) |, SEREFEEOERNSH OO =HAa1E, MRIIZ X
% B2 R OB A 21T 5 & L b, &G4 L, WURLELZITI Z &,

11.1. 8 ATt {2 A B AERE IR BF  (BEE AH)
o> SIP ZARRFHEISEC, APk HERBEEGEIESRE STV D720, REIOEG-H K%
OG- IEITERE OREE HCBIET 5 2 &, U8, Bk, &8, HHEEZORE
K d BT EIE, WRIZFIZL2EBZK 1T & & big, &GE2HIEL, Wy
ITH 2 &,

6.2.2 1.1 EXAGEIEA] ORERH
JRYYE, SEBLRME, IRARMEAFENR

A D Company Core Data Sheet (CCDS) 6 Adverse drug reactions] DIHIZFR#HE S AL TV 5 H
ERD > S, BEMICEEEZAL TV EEZLNDLOERH LT,

QT HIFRIER -

A2304 FABRIZE\NT, A H%IZ QTCF 2% 500 msec & 2 72 IL~_X—2 T A > 71n D5 60 msec
EBZ TR LT BED, T < 0.1%& 00 0.3%, HMERFHIR Cix 0%& 08 0.3%789
vz, F£io, AFEEGIC X 0D TS 2 & CRBMNIC QT MEER -2 TREMEN &
HZELEEIHRE LR,

M) S

AFN DGR R TIXEMEY L SJEORBLY 27 M@ < 72 AT HAVTHRNA, SIP %
BRAREIER T2 (T4 TVER) TiE, BHEY CNEORENDH Y, EHNIARR CTIIEE
BIOWEN oo T=72, HEARRREWEH L L CHEEBREZRE LT,

KA TN AREHZE MR R

A2304 FRERD 27 R— MZBWT, RAFEOLFEEFZPRDOOLNTND Z L, A2304 RO
i 58— N TEERAEEZNROLNTND Z &, A2304 RBRICBW T,  IiAe ZERRIE BEE
DEERAFFEPAFFETRD LN TND Z LbikE LT,

HEATPEZ BME AVRERGE (PML) , Al iPER% (R R

AHIDOERFRBRICBN T, T D ORERITRD LR THRWD, 7 ¢ >3V ROWRMIGE
EHEITRE LTz,

BFRBUBHE Y, TIRMEEITRI MR E B & kP4 & U 7o [ERR LR S 10 AHERER (A2304 3K
) CORWEHOEFHTESE TR LT,
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6.3 1.2 ZOHOEIER]

6.3.1 M1.2 Z0OtOEIERA
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1~ B% AT

1% it

B, MR OVFEH
RO LY (5
RORY =7 %5
ir)

AT YA MR
BE

MmiEKR Y R

==
=i

U > BRI E

SR, TREMES E

BRI, IRHR

AR — "
iR il - =
o s — W, A —
TR B O AL B B DU
b

i - AW R O B A2 7 15
B 5 DR

sk FERSAERRAENE 5 | SRR A S T —

6.3.2 M11.2 ZOOENER]1 DOREIRH

A CCDS 6 Adverse drug reactions] DIAIZFRH AV TWDREIWEHD 5 5,
M) OIEICFHE LTZLS O b D& Fisk Uiz, SRBEE,

FRBR TORMWEM OEFHI S SR LT,

7 M3. BEXE] @
71 M13. BEERS5]

13.1 g

[EH K72 RIE

[ERZEIWER ] ERERIZ, A2304

AFNOPIE G- AT o &R G L2588, RIROEE &K OSER OBEE 21T\,
ABET TORMBROEBRET D 2 &, wdBaiE, I OmEz2 EMrIcRilE L, LEX

bRETDZ &,

728, ARFNIEN UIMAEZR L TIT & A EFREI LRV,

7.2 M3. BER’ES] OHTFEHRMN
AHNOBELEET, BIBHSPNEBEINNH L ENORE LT,
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8 MM4. FAELDXE] &
8.1 M4. BAELDEE]

14.1 ZRZFERFOZEE

14.1.1 PIP @ZEDHEHNL PTP o — F2 DO L TIRAT 2 X588 T52 L, PIP v— D
RARKIC LD, BEOBLAESEEREA~TIA L, HICIERAE2 B2 L CHERIAA SO EE S
HEZFRT D2 End 5,

14.1.2 BHEIL 2~8CTH DN, HHIZAI1%I1E 265CLUT TIRIFFTRE TH 5, 8CHEMZ 25°CLLT
THRIFT 25E11E, 3 » AUNICHERT 2 L2852 &,

8.2 4. BRLOZIE] OFRTENL
14.1.1 AANLPTP BdETHDH Z EMHRTE LT,
14.1.2 REMRBE RIS E 2, AAIZH%OBEOFEMEZ EZE L THRE LT,

9 [15. zDHMDFE] &
9.1 [15.1 EEERERICE S C1EHR)

9.1.1 5.1 ERERERIZE D <1FR)

15. 1. 1 :BAE- 751 CYP2C9*3/*3 DAHE X, HATITAIO0.3~0.4% T, MO ANFETIEZEI LD D70,
HARNIZIIT D CYP209 BARFHDOBHEEIX, ZhE4, CYP209*1/*1 : 95~96%, CYP2C9*1/*3:4
~5%, CYP2C9*3/*3 : 0~0. 1%, CYP2C9*1/*2, CYP2C9*2/*2 F X CYP2C9*2/*3 : 0% Tdr 5, [7.3,
7.4, 10.2, 16.6.3 ]

15.1. 2 o> SIP ZRMHETH T, HEHEFILEICEEORBRERRE SN TN D,

9.1.2 15.1 BGEREEARICE D <1531 DR ERH

15.1.1 RENO RGBSR X CYP2C9 TH Y, ZOEE TRINER AR OTE K2R ~DFF
HGEICEBZRIZTT D, BA, tho AfE, HARANZEBITS CYP209 Bin B OB % i)
ELTCREH LT,

1512 83 (7 4 2V ER) OKRERMCEICBWT, BHHIERICERE O BRI
EEINTWDLZ e xEEIRELL,
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KEIDAIH T R=FF TR THY, —REAHRILUTOLEY THD,

1 EEML—MRRZT (JAN)

S5 — RO FRIE, 2018 455 A 11 BAFERAESRSESE 0511 56 3 BT Fo LBy mmsih
77

BTG 29-4-B10

JAN (HA%) v R=FF 7</L@E

JAN (Z& 4) : Siponimod Fumaric Acid

b= G
s | N~
LA
Dwa CO.H
CO.H
CHa CH, * Ho,oT V2
A
F
- 12
2 International Nonproprietary Names for Pharmaceutical

Substances (INN)
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