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B EHMINBERICOOVTDAERT D&, T/
ENZEEOEERBREREIREITHI_EFPHBIDT.
TRHCHIETESRBEELEEDI ENBHRICOAER
$BHZE, [8.3. 9.1.8. 9.1.9, 11.1.38H]

1.2 REIOHS5EHBE. HEBICHAYOBEBOETER
PHLND, FIERSMPIEXRESOBEBPETT S
EDPHBDT. BRFBEFMETIEMEEET D4
E. BYENEHLITADIEETCEREZHIIBTS &,
[8.1.1-8.1.4. 9.1.4, 9.1.5. 11.1.2, 17.3.28H]

1.3 EERRBREEIrFHSDHI, ETICEZFIFrHESH
TWd, £/, KEAEOBEMIIHAS »TIE LRV,
Epstein-Barr7 1 JL A ICEEE L =24 /@, U N
HEMERBORBELRESIIA TV, FHDHESICHL
T. EELREMERICEY. BIGNERBREZED LD
HBDT, BELOFEE, ERNEE LE 3 EHET S
BERICDABRET B &, [2.2. 8.2.1-8.2.3. 8.6,
9.1.1-9.1.3. 11.1.13H]
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. BERLERNER
A RFN OB G OHBIRT . BEEEORIE)E
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1.2, 9.1.4, 9.1.5, 11.1.2, 17.3.2%&:H]
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Hobhrzallid, MURMEZIT) L, 72, KO
PeG-wy B H USSR BHE) 12 0EMEE=Y —F
B, TR, BiSE ) 28, [1.20 9.1.4, 9.1.5,
11.1.2, 17.3.2%H]

A3 BHPIZIE, TV KA50ENHLDNL I END

0T, BEHOERRS G L D) M OEEEL T 5B
FESELI L, [1.2, 9.1.4, 9.1.5, 11.1.2, 17.3.2&{]

L4 TH OBk FE A E HORTE IS EE L 7221228 28 2

LIREEE LA, BT BB OB O A58 25t
T LWENROOSNLEBENDH L7720, FEGE L [FF
DOEE., BI8%1T) 2 ko B KL 2R LA OB
b BEEHBEHSICEET LI L. T2 AFoH
Wi EE A EHIREEICRET AR L, BT 2 HET 2
Wad, RGN 2 8 L. RS- e F AR
DEE., BB H)STHIEETH L. [1.2, 9.1.4,
9.1.5, 11.1.2, 17.3.2&H]
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H3200/mm’% Tl - 72312 1E, 20855 % HALZ M & %
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THGEBIWIL., ) Y SEREARES 5 F THEEOIREZ
WICEIET 2 & L b0, BYHEOBEICER A 4L 5, #Y)
BAUEZITH 2 ko BEHRIZOWTIE, U v 3B E)%600/
mm*PlEF CRET L L2 HE e L, HELEOAERMEE
feft 2 HEICEE L2z LTy 522, (1.3, 9.1.1-
9.1.3, 11.1.1=H]

.2.2 RFNFEG- ARG U IRIIZ | S5 B & HAETL S

bBEND D 57250, REFG-FAAHETZ A UL HRIEE O
BEER PUEROF MR L, LEIISLTT 7 F %
TEET AL BT LG ERT 7T ORI
oM D T TARAGR GG EEN S 5 2 &0 [1.3, 9.1.2,
10.1, 10.2, 11.1.1ZH]




8.2.3 BHITHL,
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Btk (B8 AR Phobbh
PZEICIRE B IS EREIERT S L) RET L 2 L. EE
T EGEDFEBL L 723 5 (T IARF ¥ -2 il L B bl 2
BT Lo HGHEIZOWTIE, B m1E % fE R
L. 6H LRGN & bR & O ZERM L 72 ETHI 5
Tk, [1.3,9.1.1-9.1.3, 11.1.1&MH]
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CEWH DO, FTHIR3~4n JRICIRERAE T & TIRE
IR R L BEPBERE 2 3R 2 725 E 12 b A
BB T 5 2 &0 HILTEAMERE SN2 E 123, &%
Gl L, BURREZT) 2 Lo MEEORSRIZD
Wi, B Lo AR & a2 IR L 72 b T
$5Z L, [1.1, 9.1.8, 9.1.9, 11.1.32H]

A THSRERE DD 5 bN D 2 LD DO T, KHEEG B

B BERE (P v A7 3 F—F, EUNVE V) 217
I kb, REFG AT EII AT 24T 2 &,
[9.3.1. 11.2&M]

S MELEADRHEbND I DD L7720, FH5AITEIC

MEAEEZT) 2 [9.1.7, 11.22H]

6 AFNLHEFRIAA R (6~9HH) ., G PILEOAF D

M5O RIIIIRE T2y A D260 00 . £O’Y) >~
ISERBURA 7% & OISR R ST 7250 EAHEDTEBL
SIEET AL, [1.3010.2, 11.1.1, 16.1.1, 16.1.22: ]

. RENDEREHYHBEEICHTER
A BHHE - REEZFOH 5 8E
A1 BEEDSH 5 BEXSBEESEDONDBE

EAEDS BT 2 B2 H . [1.3, 8.2.1, 8.2.3,
11.1. 1]

1.2 KERFHFRBESOBREE, 2. FHEEZSZI TV

EUWEE
RFNEG-HIASE S IG5 E B LS 5 B
FNDdHbHo [1.3, 8.2.1-8.2.3. 11.1.1%4#K]

1.3 BREEMOREICHZEE

BYHEA FHT L2 BTN H D, [1.3, 8.2.1, 8.2.3,
11.1.12]

A4 BIEMEORETOY V. RAALEMRS. BRI OKR

BRI ~MEOFEDSH 5 BE
F G- BIIRIEICEE 2 0) AABENHSDbNDBEZNDNH
%o [1.2, 8.1.1-8.1.4, 11.1.2&/1]

1.5 DHRBOBEVEERSRBOREEDH 5 EE

e G- BRI AFNC X B 0BT OBEEZ IR TV,
[1.2, 8.1.1-8.1.4, 11.1.2, 17.3.2&M]
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10.2 BHAEE (BFRICEE TS &)

ESiEa: BERAEIR - Fil 5 B - fabriF
ANk 75> ARHN Dz G- T O G- v | A H) 1 9 9% R A H )
[8.2.2%:H4] W27 ARFEF TR 27 FIMICHERT 5720,

CEROMBEI WIS T A |7 7 F T AR
ZENH D, EVPEBEON VB E
b b,
PUESSH, SCIEHIHIF] | AH O 3% G- JL O G- v | A 1 0 3% R A D
IbFH U baCEE R2y BB E TIRRER WIERT %,
[8.6, 11.1.1&H] DI Z $HIVE I &
0. BRGHEFED) A7 )3
WRTLZENDH D,
gl [ES ARENO¥z G- BIARE G | I I RIR O 7 a
77 u— )V TLLEEEORRSL LT\ 725 ERITBZ
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ROEWEH R E b D Z DB B DT, BEZ 5147
WV, BEDRD NG E TG R IET 5 4 SR R AL

BEATH &,
A EXAEIEA

1.1.1 BEAE (45.3%)
ME. BEE, YA VAL DRYGEDLH S bNDL T EDDH
Bo BEHSED DN B AEIRDSZLO SN HEI121d. AHF 0P

Sl e T S L L bz, RRNCEY R LEEFT o

Lo

7o, HERIEIGENTED O NI E I IEARH] 2 RE L

Ly #YRREZT) S

Eo BT IRIEE . NIV

e DIE B HGE 2 T 5b, [1.30 8.2.1-8.2.3, 8.6,
9.1.1-9.1.3, 10.2&M]



11.1.2 RIRMERER (B :11.2%. BE7OvY (HEI1E
MHEIE 5.0%., HIE :0.04%) %)
DAY . BEEEORBESOFIRMEAEIRD S 5 b,
MR FEPED T, 9559, BHESEOEIREE) 28 b
B %o KRB GHRIARIRIEAEERR 2 B9 2 B XALE R A
HOOLNTEEIIE, BYRUEEZITY, D edbEns
DO - FERDPHE R L, BREATZ2ETEELZBET L
Eo 1.2, 8.1.1-8.1.4. 9.1.4, 9.1.5, 10.2, 17.3.2&H]
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BEFHEDSHERR S N7 A I, G242 &, (1.1,
8.3, 9.1.8. 9.1.9%1]
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11.1.5 RIS O G REAEREE CBHEEAIT)
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VU D L ONEORERD S b b2 GE121%, &5%
kg2 7% EEY R MEEZITH L,

11.1.8 EITHSEMBRERE (PML) (HEAH)
RHNOF G- O G- IR IS EEOREZY 01 BlI%5 5
C &, EkBEE. FRANREE. RRELREIR (FRRIEL. DURCRRER) |
SEEEZDOERDED S b -Ea1E. MRIC X A E{§E2H
MO HRERAETIT) & & b1, 85 2mkE L., @tz
BEEITH T L,

1.2 ZOOEHER

5%LL 1% ~5% A:iif 1% A | A
EVAVASESS
iR R ISZA . = - - -
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KR - - 9 O -
BRI ) R EE . SR
R SHI FEITED F o, fEIR Q»Eﬁ‘ SHI% _
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LR O JNE W\ SRR
I e - We R e, Nk, —PgR |4 -
I E3N G
T O H%E .
HALER 775 EONSE, - -
BB R ))-GTPHIM. AST
JFENEGE RS\ 5 52 R BN, AL T3, - -
(29.2%) |[E VLY LB
3L - 5. BB, 5| % ) i -
o B B B, A _
Gl . PO
o G ARRE, JE . | HE)IE
Q%’JJE_'I)\ _ %ﬁ I 7 }J?EE _
B L AT O — VIl R E R I
Zoft - [ MR Y
) RN, St
1) [8.4z]

1E2) [8.5ZH]
1£3) KRk E CORENBRRABOLER 2 EL L CRiik L7z, EWNERK
AR CIRBUHEAN M C & o Z2BIMEANZ, AR - Hm (1
H1Mm0.5mg) % & GrhHE AR EER TR W7z RIVE R O JEBUHE

2D SR L 720
13. BEHE
13.1 &E

RANTENT NIMIESARIZ L DT E A EBRE SN0,

14. BHEDZE

14.1 EFIZAEFEOZE
PTPUEDOHFIPTPY — F 26 L TR+ 5 L9
JET 228, PTPY — FORRAKICL Y, VG MAE AE
HilEA~HIA L, HIZI3ILE B 2 L CHtIAASE 0B 24
BHEZ DT L2 e d b,

15. ZOMOIEE

15.1 BRERERICE D 158

15.1.1 AF| & OBEVEIZIA S 2 TlE R WAS, WS- 46K
T %2 RO, G248/ I OE I U R KASBH o 38
TR o 7 HIMEBI DS S Tw b,

15.1.2 F5 MR LM LE B E 2 xf R & L 72 ilgyf o /g
BAL T EE ML R RIS B VT, AR Smedk 55X
7T AREE L IR L ORI R O FE BT O E 1 AR
D H N [REESHL.8% (14/78361) . 77 L RH#0.6%
(5/77361)1 & DHED D B o

15.1.3 —RVEAEATRI 2 S ALE R 2 i S & L7 ilgdt oo 7
ARt PR 2 AL S MR A TR ] LGB IC B Vv T R
#10.5mg X i 7 It ARZ1H1E36 7 A (RESEM) &I
G L7k, ARFIO. SmghEl2 BT 5EDSS. 9-Hole Peg
Test (LBOEBIFEREOFEMTEREL) M O Timed 25-foot Walk
Test (FEGEBIFEREOFEMITRE) % V728 A 1REMEIE S
FHO L3y BT A BEMITHHEIT S TORMIZ. 7
TR ARBEL IR L CREMEN A EEIRO LN r o7z
(N — R 0,95, 95%EHEXE0.80~1.12) V. [5.251H]

15.2 FEERERREABRICE D 155

15.2.1 5 v b % J\v 722638 [ 5OE P53 1 3085 C0 . 3mg/kg/
HIL B V% v 7252:8 B RS 5214 38R T 1mg/kg/ H
D EOH®ETRESL - A MO AIFRS 5z,
F72. A X & V72268 MBS 5- 2R Clme/kg/ H
Db AR T OO MAEHRE (BHIREEALE K OFAE L) %2
OOz, INHOFTRIZE L T, R E ORI
FEEN TV,

16. ZEMEHEE

16.1 MeRiRE

16.1.1 BEZE
TEREA (1961) 127 1 >3 E F1.25, 2.5, bmg™ % Hi[alkE 1%
LGl &, Be516 R (FPoufi) (Rt (Cmax)
WCFIBE L, SRS 8~7 6HMTH - 722, [8.631R]

5.0
—O— 1.25mg
40 O 2.5mg
2 —— 5ng
2
o 3.0
$
S,
& 2.0
¥
£
=10
0.0
0 72 44 216 288 360 432 504 576 648
W (b

74 »31)EF1.25, 2.5, bmgk HAREIIHG L7z & & OFRE(L
RO M FEEENER  CFIa (R )

74 > 3TV EFL.25, 2.5, bmgx RIS L7z & & ORELRDHEY)
BHE/NT X — %

i sy -y | 120 Zome e
Tmax (h) 16 (16~36)* | 16 (16~36)* | 16 (12~36)*
Cmax (ng/mL) 1.1%0.2 1.9+0.3 3.5+1.2
AUClast (ng - h/mL) 168+27 353 =87 823 =292
Tiz (days) 5.9%2.4 5.8%1.5 7.6%3.4

PR = R, o (R/ME~ROKAE)

16.1.2 RERE
RN (661) 127 4 » 3 € Fomg™® & 1H 1A 7 H B K AERE T
B Lo 2o, REUERTEREAETSH %) v BILEOHRS
IHHROTH HOEYERE NN T A =5 IFTERDOEB) Th - 72,
RZACER O LA A7 IOH M TH . BlEHRG L FKETH -
727, [8.6%:H]



74 ¥ I Fomg#x 7HMAERE T L7z & & ORZLER
) AL DIEWENRE ST A =5

#51HH w5THH
Tmax | Cmax | AUCtau | Tmax | Cmax | AUCtau | Tz
(h) |(ng/mL)|(ng-h/mL)| (h) |(ng/mL)|(ng-h/mL)| (days)
RN | Do 13,1208 54212 (6~1f6)% 18,2648 382106 |7.92.0
DB o 3o = 3.721.1] 52214 | S a[113235] 26276 [6.022.4

T+ BRSO dE (R/ME~ROKTE)
£ S MERIALAE B (108B1) 127 4 » TV E FO.5X I
1.25mg® % 1H 1Al6» H B RAER S Lz b &, S
BRIV L %520 B TICEFIREICEREL., &%
REBIZ B A KRB LR RO /E%KW@E[L#J&%E@F%%
DEBYTHo72Y,

7 4 ¥ T E FO.50131.25mg% 65 B ERIOEE Lk X0
FEAMILOY > BRAL O L pE

RIEALR )V ERAbAR
FEAEES] | 0.5mgff | 1.25mghf | 0.5mgff | 1.25mghf
Ish | 2-64=1.01[6.76=2.59 | 1.57=0.61 | 3.60=1.54
(54) (54) (54) (54)
. |3.15£1.30|8.01=2.55 | 1.69=0.87 | 4.32=1.52
L R (54) (51) (54) (51)
on e | 2-96=1.23]8.77=3.08 | 1.57=0.81| 4.88=1.93
= (52) (50) (51) (50)
o 13.19+1.31|861+3.02|1.70=0.86| 4.80=1.02
3n Ak (1) (49) (50) (49)
o |3.50=1.44|8.92£3.55|1.82%0.81 | 4.81+2.09
62 Atk (47) (48) (47) (48)
ng/mL (61%)
16.2 DRIR

16.2.1 BEDZ
R AT (2901) 12
S AR 23093

74 >3 E F1.25mg™ & 22 g
CHRRIR G Lz e & REAL
ﬁW)CmaX&U‘AUCﬂEU‘ ) VEBALIROAUCIZ EHORE

FRBD LN h o7z ) VELEOCmaxiZEFHIZ L D 34

WILT L7z F720 REMEIL D) bkl IZAHIC
L OIASEE L 720 WHEADT—%),

16.2.2 NAATXNLSEYF«
FEHEN (4061) 127 4 » T € F1.25mg™ % B[l
PG Lrz e &0 B 51212~ 165 [ C 5w i b i R 12 3 5
L. ZONALFTTANAFE)F11393% T - 7249 (b
EADTF—%),

16.3 970
74 2T E FOIMIRANORATEIEE < MERFBATEIZH
86% CTH-o7z0 1)V EALKRD MERFEITHRIZISU LT TH -
Too T4 Y TYEFRLOY Y EALAO &R E31299.7%
PETHo79

16.4 3
T4 I E FOFEMRBRERE L, RPN E A
T574TYER) VERALE (S) —=FrFF V-
O L. FICCYPAR2% 4§ % M LA A
O D% OB D5, R ORI T 3 K8
PUEDEE TH > 720 [10. 5]

16.5 Bttt
BEHER NS T (46)) ICHMCE# L7y TYEFR
4 47Tmg" & MG R L7z & X &5 081 % )R
EEREY & U CORPICHEIE S v, SRR O > Bk

(in vitro) o

ACAIZIR A 3R S e o 720 FHI I3RS U e
EOM L% PRI S A, REE R T Y IRILRIE

FNHGRED2 4% M 1. 7% TH o 70o HEKG#34H
DO EICE IS REDEI% TH - 727 WHEIADT—% ),
16.6 HENEREFTHBE
16.6.1 BEikpeES
EE (Cer 30mL/minkiili) OB HREREEE (96)) (27
4 > I1) % F1.25mg™ %i[ﬁh’ilﬂ&%ﬁ L7-k &, fEHERL
MNZHART, REEDOCmax e NAUCHE N 2132% K
C43% ML, 1) Y BBILEDCmax i FAUCHSZ L2125
% B O14%IEM L 720 REALERR ) Y ERAbRE S TH

_4_

SR B LI A S N o Tz B AIEHAHY
M2 (FVAR CEEAHY) OCmaxid3fE AL, RiGHEAH
WIM3 (71V R 2 ERAE) OCmax it FAUCIZF N ZENS
R T 14512 Hm L 728 EADTF— %),

16.6.2 FFiaeEs
W (Child-Pugh%33E 2 9 AA). W4 (Child-Pugh
G2 9 AB) K OVEEE (Child- Pugh‘\*ﬂ7 7 AC) DR
BefemEE (2261) 1274 > TYEF (1Xid5mg) P %
HREORG Lz e &0 BRI T, RE (LR
Cmax(ZZILIEA SN 0o 7255, AUCHZENZEN12%.
44% N ON103% BN L 72 BRI OO JFH il R 5 ClI g 262
I ZALIE A SN Ao 7205, HEEEE T 0N O 4
FE I 5 U 2R 2P 708 2 AL 24149 % B U650 % JE & L
720 V) Y ERALIRIZ EEE O R RERE EH 2BV T O RIE
L. R AR TCmax L NAUCHSZ 2 122% K Y
29% A L7210 (EADT— %), [9.3.15K]

16.7 ZE4HEEIEA

16.7.1 4 FaFV—JL @EOFIERERRES)
TERERC A (2261) 124 k29 —)1200mg % 1 H 2[E9 H
SRS L. 40 B2 7 4 > 31 Fomg™ % Hi[a)ke
55 L7z & &, RZEMUEDCmax K FAUCIEF L E 14
126 N O TR B L 720 ) Y ER bR Cmaxid 7 +
OF V= VDR Z T o 7258, AUCIEIL . 71512
MUZe 7 MaF V= Vol ~ 5 72 BEIER
DHNL o2 HEADT—5),

16.7.2 > 70ORKY >
W (1260) 12370 AEY »200mg% 1 H2H8H 1
ARG L. SHHEIC 7 4 > T Flmg™ % B Ak
L5 L7z & &, REEDOCmax e FAUCIZ 2L FED
SN holze Tz, Y27 AKRY OCmax L FAUCIZ
HEIRD SN o722 GHEADF—%),

16.7.3 BOEHTE
TERER A (3160) ITREOEME (ZF= VT AT
DF = V30ugh LR IV A N LVIS0ugDELEH]) %
1TH1ME28H M AEROHS- L, I5HE»S28HHET7
4 v T ENO.5mgx MERIHE L&, =5 =)V
TA T VF = NDCmax i NAUCIZHZLFEO S L )
272, l/rk/)l/b‘}( ML IVDOCmax . FAUCIE, 74 ¥ T
U E FOBEIC &) 22N UG RO 265128 L 72,
72, ﬂ%ﬂtﬁv}w ) Y ERER D Cmax & NAUCIZ 552801
RO LN D572 FEADT— %),

16.7.4 7 hOE>
fEHERLAN (2260) 127 ba ¥y (FIENZ0.25mg % FHIRA
B L, %110~ 120bpm I3 #H Sm2mgll T 5 £
TO.25mg% BNk 5) & 74 > I E Fomg™ % §f H#%
HLE &, REMELCY Y EEILEOCmax . FAUCIZ
WEITOONL oY HHEADTFT—5),

16.7.5 1V 7A57L/ =)
fEHER (1461) 124 v FaFL ) — (lug/mLo A
PAER A M@iﬁ% CFEL110 = 10bpm X3 fie AT Ak
FEbug/minlZE Y 4 F THARWAR S Ak 5-2100ug])
&7 4 T E Fomg® R PEHEG Lc b & REE L
O Y EEEEOCmax B FAUCIZHEZIE RO SNk b o
729 HEADT—%),

16.7.6 757/ H0—JL
T (1260) (27 7 2 1 —)V50mg% 1 H 15 H B R
RS- L. bHHEIWC 7 4 > T F Fomg™ % B[l 14%
HLE &, REMEECY YV EEILEOCmax . (FAUCIZ
WEIFRO N olze 2. 77/ 2 —)VOCmax X
UAUCIZEBIIFED SN h o729 FHEADTF— %),

16.7.7 JIVFF7E L
fERERC A (1361) 122V F 7 ¥ 2240mg % 1 H 11815 H [ K
BEROHES- L, 5HEIC7 14 >3 % Fomg™ % Mk
T Lk & REMERC) Y ERLEDOCmax % FAUC
ICHBERD LN Lo, F/20 Y VF T A DCmax
EOAUCICHBIIRD SN 7219 HEADOT—%5),



16.7.8 AT EE >

R (2361) 127 L3~ £ ¥ 2 100~600mg % #itE %
L 21049 [ BRI Ly SEHIRIR IS L7235
HEWZ7 4 > € Fomg™ & BEELE G L2 & &,
ZALAR O Cmax Jt FAUCIE Z & 118% K UM40% ik 4> L
720 V) Y ERALEDOCmax X FAUCIE 2 I 21118% S U°38%
BA L7 GHEADT =5 ),

) AF O E:RHEELHLE0.5mgTdH %o

17. ERFRRIE

171 BEHHRULRLMICET 555

17.1.1 EINSEIEERKEER
FRELHEHEMLERE LR E L7 T 2Rk
BAL IR E MO AT R I A B A 92 L 720 AHI0.5mg.
1.25mg™ I3 7R %1 H1A6» H RS L 724
. KA. 5mgh Il BT 2853 064 A O TG
IEIRHEDTRD SN ho BEHEOEGIL, TEOEBY
THY. 77X RHE L L OREHEN A B0 5
N7z (p=0.004. ZE5HEXHT. A7) —= 2 FHEOGE
EREEEIERE L0V AT v 2 ARBETI) B,

1538 06 A OWE I TG s S50 O e o 72 B H
DEE (mFAS)

VA AN 0.5mgi¥

GAEHIRE DR bz
o BEOEE (N—2|57.9% (33/57%1)
F42)

Y2530 U6 % H o ij iy
FCGAIE LR AR 5140.4% (21/521)

57.9% (33/57f1)

70.0% (35/50f1)

Neho 7z BEOEE

¥ v A 3.628
[95% 5 HEIX ] [1.504. 8.753]
pfi» 0.004

a) 7y afbEsniBE
b) #G#HEKT, A7) —= v FEEOGAERRER LR L
Lzal A7+ v 7 HEETIV

EIERSEBIZIE, AH)0.5mghET75.4% (43/5761) . AH|
1.25mghtC85.2% (46/54%1) Tdh-7z0 FREIEMIL, &
#10.5mglE T HIAE2:26.3% (15/5761) . FFHEREmR A it oe
H21.1% (12/5761) %5, AHFI1.25mght T HEREAT I 24
31.5% (17/54%1). 5HHEHZ$16.7% (9/5461) &Tdh -7z,

17.1.2 BAREAKR 5 HER
SEIHRER % 52 T L 728 & 0F G2 520 L 72 kb B 9% 5
AR BT, GAEZRED RO SN o2 BHEDH]
Ak, TROEBYTH- 72,

GATEEIHEDTRO SN2 h o BB OEE (Ex-mFAS)

538 067 H 59K 24 H
B O T BOWFF T

77 ¥ R-0.5mghf 26.1% (6/23%1) 69.6% (16/2361)

0.5mg-0.5mght 77.8% (35/45f) 84.4% (38/4501)

KRB W o BIEAZEBIEIE, 79 £ R-0.5mght T
74.1% (20/27151) . 0.5mg-0.5mgHETH7.4% (27/47f%1)
Thotzo EAEMIE. 77 R0 5mghf THRINIE %K
22.2% (6/2761) . NFHEREMAAE SR 14.8% (4/27H1) &,
0.5mg-0.5mght CEIFFE %21 .3% (10/4761) . FFEaE
HMEHEG6.4% (3/4761) HETH -T2,

17.1.3 SHESENBERR R
HHE AT TR L SR LE R F R E L2 T TR
ot WE A 2 AL — L MO AT R B T e R & et L 72 AR
#10.5mg. 1.25mg™ X375t R%1H1M24 % H BRI
B G- L7z S, ARHI0.5melE 2 BT 524 % Ao 51
MBI 2 EMEREROMEEMIET, TROLEBYTH
Dy TR B L TREFAN B EEDRO b
(p<0.001, #5HE% KF. . B4 OFISEER
N—=2AF 4 YOEDSSA 27 % 4w, GRS O
Biiw4+ 7ty b L L7znegative binomial regression
model)o F 7z, AH0.5mgHEiZ B 1) HEDSSEHAMiIZ 5 < 3
7 ARG A BEEAMITOHILT 5 F TORMIZ. TRO L
BYTHY., 77 RBLIRLTIER L., HE¥N2H
BEDRD SN2 (p=0.026. U7 T ¥ 7 HE) P,

247 B OG- Iz B0 5 £ HE5ER (ITT)

77 kAR (418%1) | 0.5mght (425%1)
el
059 = 1K ] 0.40 [0.34, 0.47] | 0.18 [0.15, 0.22]
EMHEFEO N 0.46
pfiti <0.001

MR T B, EE2FEMOFEREL N—ZF 1

Y OEDSSA 2 7 & e wm, GBS O HE % 4 7

X v NE# & L 7znegative binomial regression model
30 -

v

&
N
N
I
a4
=

IS
S

A0 . SmghE

—
5]

5

EDSSIZBW T 3 » A 2
EESEAT A0 & N7 BEHEOEIE (%)
=

0
0 90 180 270 360 450 540 630 720
5 fA HEDSSIZ B\ T 3 7 At 2 BEHEFT 500 S5 £ TORR (H)
at risk number
TR 418 391 371 341 320 308 290 279 143
0.5mg# 425 416 388 370 354 340 332 321 152

37 A¥EES 2 BEEEATO BT 5 £ CoRlE ITT)
EWERZEBIZE, AK10.5 mghfT61.9% (263/42561) T
Holze EEIMERIE. ALTHIM9.2% (39/42561) . &
NHSA 457.3% (31/42561) . L4GEIKY6.8% (29/425%1)
ETHoTo

17.3 2Ot

17.3.1 QTHERICX Y 51
fRedER A (11361) 127 ¢4 > T € F1.25mg™ 2 U°2.5mg
BATHLET7 H W e RS Lz &,
QTcFIZIER L. 90% FEHXH O FRIF14msecl N T4
572 (BHEADF—%). [9.1.65H]

T4 I EFL.25, 2.5mgk KAEHR G IEEF T 7aFH T v

400mgx K% 5- L 72 & & OQTcFALE I

QTcFHEREMEMH (msec)™
(7T REDE [90%Xix
96% fZ X H7])
10.64 [7.46, 13.83]

2EH

74 » T E F1.25mg

74 >3 E F2.5mg 10.65 [7.41, 13.88]

EF T 70FY Y r400mg 10.61 [5.94, 15.28]

#1 12FE0ERIIESTH RS % (792 RHERDT 4~
T FH 530, 1.5, 3. 6. SKO12K. EF> 70
XA P GEEL.50 3 UGHER]) 1HIE Lz

#2 74 >3 E FIIO0%GEEXHE, EX2 7aF+T 2139%6%
X %759,

17.3.2 DHEBICH T 2160
RN (%661) 2 HIZT7 1~ T E Fomg™ % K
BROKG L &, WMAREUTOEBYHER L2
(1.2, 8.1.1-8.1.4, 9.1.5, 11.1.2&:H]

100
95
90
85
80
7%
70
65
60
55
50
45
40

74 YT E RSk |74 2T E K5 mghh

!

L% (bpm)

#GRIGETH

— T T +—T—T—
0 6 12 18 24 30 36 42 48 54 60 66 72
BER (h)

i) ARF OB OHEIZIHLR0.5mgTH 5,

18. ZExhEIE

18.1 {EAHFE
T4 T E FIREANTHEERBY CH 5 ) VIR
B SN2, ) VERLRIE, AT v T 1) VR
(S1P) =#9k1 (SIPis%cfk) Lt L. 2oWNTEL L 5



G2 FHETH LT, SIPIBERORENT vy T=ZA P LT
VE$ 7280, ) Y 8Ei R ED TR v SRS DY v RERD
BUAWHIT 5, I ) VPRS2 Th17HE % & & B CRO6
PETHINE & . [FEEORETETY Y 8Eih S OB S 5 720,
HAR AR RARRE AN OB S S B 220,

=i AEREREAR OB L B A E A ) n T 2 s 8y —
A —THIIE, SRk Y3l E S A IEBRAE R A S v
O, 74TV EREIL 7275 —AF) —THIIZH LIZE A
EHEL WD,

F72, 74 T ERIE, & PROEYOHIRARESR (CNS) ~0f
TEAL. 7TAMaZ )+ =2 2, B, K OHEILO S
fil5 2 2 EDHSMIZENTWDEY,

18.2 KR AT REMEMERR (EAE)

ZIMMALE OB T T IV Th 5~ 7 ADFHEEHEEAEIZB W
T, 74 Y 3TY)E R HBRIOICEOHRS L8 &, MREROHE
SR & 7R L 7220,

19. AR AICEET 2EEZNME

1t

%\

EISEAYAN

7 4 » 3 %€ FEFEE (Fingolimod Hydrochloride)
4

2-Amino-2-[2- (4-octylphenyl) ethyl] propane-1, 3-diol
monohydrochloride

FX

C19H3sNO2 - HCI

SRt

343.93

RN

DB ETH D Ko A¥ 7=V RIETY ) — VTR T <.
T FZ MYVICIEEAEEIT RV,

SRR
D22.26 (1-4 2% 7 —,/7K)
e Sy
OH
NH2
OH
H3C - HCI

20. BIRV EDEE

21.

G TR BT L,

et s

BE TR, —EHOIEGNZ )5 T — ¥ ER SN D T TOR
. SIERE SR L LMHAREREZEET 221080 R
HHEHEEOWRIEREZIRT 5 & L 12, RHOLENROE
BVECBT 57— 2 RN L ARH) o 8 IE 3 2 7
BHE@mLAHI L,

22. %

4% 72N [145 7+ (PTP) x1]
567 7t (144 71 (PTP) x4]
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