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LT ZRY 7SN S OV o REROB A IHEI L, B CE T Mo HRRRAfRe R e~
DOREZFLIET 2 Z LIk D . MS O TP R S RRREE OE TGN R 4R ET 5 &
BEZHITWD,
ENOERRBRICBNT, T RY =0 A (Gd) ERHENRBD LNRD o T HBRE OFIE
ERBRERELFO L. 77 BRI EOEDMER RSz, (TVL 20 ZRESUIEIRIC
BE 21EE] OHESM)

2. MREXIHRICEET HFE

5. MRENITHRICEET HEE

5.1 METRUZFEMEREALAE LT 63~ 2 AF DA R K OV MR ITMESL L TR W,

5.2 —WRMEHEITRIZ FE MRV (B 2RI & L72ilpgh 0 77 T B AN IRER IR I VT &

RREE OETIHNRITTR SN o T L OWMENRH 5, [15.1.3 B ]

<fi >

PSR BRI I RMED MS B 2 RICE S TR v . AT MS IZk3 5 A% - &
VIS SN TV RN Z &bt Lz, ek, EFMERRBRIZISW T, —RMETRIZ 5
PERUIE Z XS & Lol i b T g,

3. BERUVHAE

(1) AR UVAEDMEER
WE. RACIE7 02V RELTL H1EO0.5mg ZROHK54 5,

(2) BERUHBEDOXRERE - B .
EINEE DAHERBR CTl, MRIICESS REF AT T, FRERERIIELTH, 77
REEIZHEAARHA] 1.25mg BEM O 0.6mg #E & O ICHEHFIIICH B R AN RSz, £,
D OFHMEFREICB VT, AK] 1.25mg BEOA RN 0.5mg BEIC L~ D Al REME AR &
iz,
WA AR R Cld, MRIICES S RIEFT R, FEFRE, ROEEETICEHLT, 77
TR AARFK] 1.256mg B & O 0.5mg #E & b ISR AIICHE AN R S =08,
1.25mg #f & 0.5mg BEMICHEH PRI A B R ZITRO bR do T,
EWNRER CIL. AHl 1.25mg 28 0.5mg LV HENTZRZH T 5 AIEetk bR S vz 23,
AF 0.5mg TEEANZ 02BN RENTWD Z & AEOSE MRS ClidahitticE
WE o Tz 2 & Elo, AH0.5mg OZeM7 a7 7 A4 1.256mg LV BAFCTh o7z
ZEnn, SEERRRIC, ERNOME - HES 1 H 1[E 0.5mg 2324 &l L7,
B, MS BF ARG L LIcilBR I, Filim, M7 &I X 25 It 2 326 L7275,
EOSEMIR A NE & LEMEIGEVRERO b ot Z D, ER O EREOME
PRI\ &I LT,



AEICEY SEE

CFAERUVHEZICEAET 5FE
BRIE I T2

. BRPRRLAE

M ERT—%/1\yHr—
EWNNCEE L7-EERRBRO YL, A o2 a2a—7 33— LEERAY FTRITRT,

= AR

| e,

/57

)

3 =
o]

A

< iR SR B AR >

© AA ALK OEA AEEHER A T O HLa] & O AE P G-k 2
(A2304 7Bk : HE] - KEBEGFEO PK . HARA 35
Bl N 36 Bl T1 1)

O Hast A FT XA TV T 1 OFEt? (A0108 7R -
FoZ MM, FEEW. 2BE2 /1 v A4 — 3 — 1 fdH
RN 12 i)

OBFEOFEY (D2107 kb : 77 4k, HFEEMH, 2
BE2 B o X F— N— ¢ R A 34 1)

OMCl7 4 vV T K& W= HRE RO, 5
K ORI S (A2217 35 BRI 5F0 PK :
fERERR N 4 1)

O QT M@z x3 2 mEt® (D2101 7Bk : 7 > % A1k,
ZEEM GHEEKITIEER) . 7T B AR, W TR
M fEEEEER N 113 f31)

< TR FERR LA A AR >

O haty—nboEYMAEERRE? (A2311 7
B JEEM. 1B 2 Wl o A —o— R A 22 1)

OvZuaRxRY &y AERRE® (A0107 &
B 7oA AMe, FEER, 7T RRSH, 28212
0 A A — R R 12 )

O & MEEAT SR & OB FR HAEFER @ (D2114 548k : JF
BEiR, 1RE2 B EEERR A Aot 31 )

© 7 hu By oRYEEEFAMEIER © (A0118 &
B o2 MM, BER, 77 BRI, 282817
0 A A —N— e A 22 i)

OAY7TaT L/ —)L&OEYERea A/ER W
(A0119#BR : 7o X Mk, HEH., 77 BRI,
2HE2 B v A — 3 — ¢ flEER N 14 1)

O7F /) a— LRI NLFT L EDOEYEEFAIFE A
EH 2 (A0114 %R : 77 oMb, HER, 7 7%
AR, 2BE 3 I v A — N—  fdHERR A 12 11,
13 i)

<Frpll7e A EMIC BT 55

B RE R >

O FFHSREREE C O BIREDMiEt 1319 (A0112 35k :
R B RED PK : fERERRA « BRI OV P45 B R BE
PR 32 . A2204 RABR : IEEMH. WATRER] : fHE
A - EEFFSREREEE 12 641)

O HEBHIERESE CORYTREDOKRF » (D2108 i
5 { %@&Efﬂ#@ PK : Rk A - B R e I
18 44

O B FERERS 5 & QMBI i3k 19 (A2202 55k -
A FRE 52 1)

5 1AH
B R R

O© [EWNE L FHRER 1719 (D1201
Bk SR ILE, T o2 A
fb. ZEHE®R, 77 BARK
BEL WEATHER « A8 MS
171 f51)

g

——

O VAN E AR ER 20 (D2201 3Bk « ZhirdLE, T o
X afb, CESH, 7T AR, WATEER . R
MS 281 i)

5 A
i A R

it

O A~ 7 & AR Lefadlg 20 (D2301 35 : £l
BALFE, T2 b, “EHEMR, 77 BARXIE, AT
REM - FPREMFA MS 1272 1)

O WEAME AR IFNB-1a brigakii 22 (D2302 Bk : %l
R, oA Ak, ZHER (XX ) E

SRR, IFATRER - R AR MS 1292 f51)




V. BEICEY 5IEHE

ERESA s ik
© [E Nk -3k 2 O ViAot B2k 2429 (D2201E1 3%k : &Mk MS
S | (D1201E1 3Bk : Shiqkdt | tbik | 281 ), D2302E1 iR : ZhiskikmE, JEEH. et
Ft%ﬁ ER #%ﬁ\ JE IR FEM —— | MR R MS 1292 1)
MS 171 {4

© : AFMIEERL, O @ BEEH

(2) BRIRZEIEHER

<HARAKROANENT —5F >
AARANEOEANDBERANZXISRE LT, 7423V E R 1.25~5mg % HE#E O G RO
74V ERbmg & 1H 1M 7HERKEREART L2 (A2304 BR) ., AFFRIT,
716 37 FNCFE 102 HFREL LT, 2D 26 861X 7 4 > TV E REE, 16 HL7 7 &R
HCThotz, REMEOEMN-T-HERESIL, B QL. HmIk (91 . KOYEY (9
) Thotl, AEFEROBIBEE I AL CRECTH -7z, AEFZ 1024055, 98
PERBETHY | AR PEETh oo, BEMALZHSELE LT, 74TV E R 1.25~
bmg ZHMREOHG RO T7 4TV E Rbmg & 1 H 17 HEKERO®ERSL-LED
LR OBEFEILRIF CTH T,

) AFNOAR S A - AR, Ty, RAKIE7 o> TV RELTLH1[E0.5mg /A& E

T%.] Thb,

(3) HERIGIRFRAER
M ER e L
<BE>
ENE TFEERBR Tk, MRIIZHES < RIEMEOKRBIEEIMMEZ 1 ©a < FERMFERRICEL T
. 7T BARBHCH AR 1.25mg BEL DN 0.5mg BE & B ISR FIICA B R A IMEN R &
iz, o, 2o OFHMIFEEEIZI VT, AH 1.25mg BEDO A 2L 0.6mg BEICEE~ES
AREME A R L7z, (TVL. 5. (4) 1) OEWNE DR (D1201 3ER) | OHESM)
WEANE AR ERBR Tl, MRIICE S < RIEME OB BIGEINE, FERERR, ROEEETICH
LT, 7T BRICH~AKH 1.26mg KT 0.5mg & b ICHEHFHINCHZE A RMEN RSz
23, 1.25mg & 0.5mg MIZHEFH A B R ZITRBO ST,
EWNRER CTIL. AA 1.25mg 28 0.5mg £V HENTZ R ZH T 5 AIEetE &R S vz 23,
KF# 0.5mg THEIRINZ TR BARENTVWD Z & SO B IARRER TldAa eI E
WEZR o7z 2 & Elo, AH0.5mg D270 7 7 A W 1.25mg LV BAFCTH -T2
ZEnb, WA E RIS, ENOME - &S 1 H 1[E0.5mg 23%4 &HIET L7,
) AFNOAG SN - AR, BlEE, RAIZ7 42V RELTL A 10 0.5mg 2/ 05

T5.] ThD,

<BE R EE >

Expanded Disablitiy Status Scale (EDSS)

EDSS (%, 8 2® FS (Functional System /#&EERIFEEE ; SEREMERE, IMEERE. BN
PERE. JRTEHERE. BEREENGEERE. ULRHERE. KEMREERE. T ofh) SBTREENOHK DS, MS
DR FEHPRIER M9 24 ChH Y, EDSS 227 (0: E¥~10: MSIZLDHEL) &
LTRREIND, B, MMTEELZHEOI LT 40 EER D,

Multiple Sclerosis Functional Composite (MSFC)

MSFC 1%, bk, T MORBMBEREORERZ 27 i+ 2EE Th 5, MSFC I Lo 3
DODMIRFHIMEREM A (subscale scale A7) (TR D FEBMED 2= A3 T Inb S, z-
AZATPENEE | BEEEREWI L ERT,



V. JAEICEAd 5IBR

- Nine-hole peg test ( FIHERERIE) : 9 DDOHIE RIZ AN THIT OICET 2551 5
+ Timed 25-foot walk (T BA&# ﬁ§)2574%h%ﬁ¢5@mﬁbt@ﬁ%Wé

« PASAT-3min GEENHENHIE) : BERIE R SN DT OV T, Bt DT NERE L
TWTARNTHD, 345 W@Eﬁﬁ%227&¢é

(4) BRAEAIEAER -

1) BEHEREEER
EEACTITREREHER
O EWE TSR 719 (D1201 55k)

ARV A v | BaROkE, T2, CEHER, WATHREL, 7T AR

x5 M MS 2%

E e B G L UE - McDonald Wi 5EHED 2005 FLETHRICE Y MS L2isivie, 18~607% 0%
MET MO B3 MS B3

« T MEET T ERNC 1T EIPLET 2 ERIC 2BILEOFRENH T2 HE. X
EA 7V —=2 7D Gd EEFHREN 1 DU LR =B

- EDSS 2378 0~6.0 DB

« 7% LERT 30 HLANIZHR DN 72 O FEICZE L TN D B

R TE 743 YER12mg, 74> TVEK05mg XiZ7T7HROWTFNnE1H1
EIR A Lo, BGWIRIT 6 » AL,
H 742V E N2 AR (1.256mg BEUL 0.5mg &) O T wRITHTDHEMEE .

BG83 » AR K6 » HROMIFRT, Gd EEMED A LI D > o BH
OFEIE EHEEPEREAEG OFIE) Z4EFE L L THk L, fHid 2,

TEFHmE A &“‘4—73 A H RO 6 5 A&OTR R T Gd TR OBD bR o B 0flIE

BT I H &R I
. aﬁﬁ%ﬁx VTR TE R L7 T2 S s it
« WIEFRE E oMM
- AR
- EDSS 2= 7
fREs (EEFF@EIER)
53 » HE KO 6 » H#EOMEEF ST Gd IERENGED L - - BEDEIS
1.25mg F¥ 0.5mg F¥ 75 REE
N=50 N=50 N=52
aa%’%)%gﬁ%@ BOBIVEISTE - 50 gy 57.9% 57.9%
(S5 oy (29/57 #il) (3357 f5) | (33/57 )
BhH-3 h A% L6 5 AZOH o o o
WAT Gl on|  S60% [ Sy
oo T BB DD (R (43/50 1)) (35/50 f51)) (21/52 1)
T4 3AVE Rys. 77 &R
* v R 15.238 3.628 —
(95%1E HH X 1)) (4.717, 49.222) | (1.504, 8.753) —
N <0.001" 0.004" —

N=f£5 3 » A% X% 6 » H%D MRI 7 —4 % AT 5 B#H

) FuFMeani b

AT aA g% 14 AUNO MRI 77—, KO 15 B LLERER O MRI 7 — & [FER4 L 72,
Fo R, 95%IEHARM, KO p fEix, #5558, 27 U —=2 JHE0 Gd iEEHH Rk
L 7= logistic regression model %\ CHiH L 7=,

kMRRE ., AEKEE, p=0.05

B3 5 AR KON 6 » A %DM T Gd iIEEHREIPTRD Lo T2 BEOFHIE
. TIREARRRC L, 7 ) E FERGWEEECREFEIICEBICE o T2
(1.25mg #£ p < 0.001. 0.5mg #f p=0.004 : logistic regression model), F7-. =
DO IIEFH R EIEG OFIGIL, 7 4 T VE R 0.5mg FElCILL, 74> FTYENR
1.25mg Bf CHEEHEMICA EICE -T2 (p=0.015 : logistic regression model),




V. BRICEY HIER

il R

(BIRAEEEIE B )

< MRI [T 25T EE >

- Gd EEREH

56 » Atk Gd ERIFEEOTHEIL, 74TV E R 1.25mg#£ 0.1, 7 «
YAV EROSmg B0, 7T EAREE14THY, TTEARBEIHL, 742
£ RWEECHREHFNICHEREICD 2o 72 (3512 p < 0.001 : rank ANCOVA), #
53 h Atk bEE 6 » Atk LR, Gd &R EHOFHEIZTT > TV E R
1.25mg #£ 0.5, 74> 2V E N 0.5mg # 0.3, 7Z R 2.0 THY, FF &R
BECHE L 7 ¢ >3V | Rl CRGFHEMICEEICD e o 7z (1.26mg fifp <
0.001, 0.5mg & p=0.001 : rank ANCOVA),

FFRXIEFHRIHE KR L= T2 5&RARE

6 » H OFE-HRH SIS HR U3 BUSHER U7z T2 38N 3580 b7 o 7o i
FOHEE, 74TV E N 1.25mg B 58.3%, 7 > U E K 0.5mg Ff 64.6%.
772 AR 36.0% T o 7o, FBSUIFHITIER L7c T2 5RFHHETBD S
STCBEOEGIEL, T RARBICL L, 7 4 AV E Rl CHREIAINICERICH
o7z (1.25mg #f p=0.021, 0.5mg £ p=0.006 : logistic regression model)

6 » H OFE B IS HHRR SOIETBUTILR LTz T2 SRFE R OB OFEEIL, 7
4TV ER1.2mg 0.9, 74 FTUER05mgHE1l, 77 8AREE6LTH
. TITEREECH L, 74 T UE FWECRAFIICHEICD R T2 GBI
p < 0.001 : Negative binominal model),

<BRRMIBEICEY SRS >

(%)
1007

90
80+

704

D S B it e

601

----- TIuRE
—_— 7423 ERN0.5mgE¥
504 — - - 71 AUEN1.25meB

0 1 1 1 1 1 1 | 1 || | 1

0 20 40 60 80 100 120 140 160 180 200 (H)
5 HAE

HIIEIHEE 56 £ COMRIZEI T % Kaplan-Meier 7' & > |k

Kaplan-Meier #£EEIZ L 2 HEFEF OFIS

1.25mg Bt 0.5mg #f 7T R
N=54 N=57 N=57

Kaplan—-Meier #£/7E
FE (A E) ' ) '
(95%1E #E X [#]) (71.48, 92.72) (65.61,88.50) (49.67,75.93)
R 0.031» 0.109 —
ANHP— R o 0.47 0.55 —
(95% B HE X [H]) © (0.21,1.03) (0.27,1.15) —
p fiEi @ 0.060 0.114 —

a) p fElT Log—rank MEIZ k> TR L7,
b) mWffRE, A EARE, pE=0.05
c) NY— R, ROp fEIL, 58, BT 2 FEM ORI, LOR—2 T A KO EDSS

A2 AT R o T sz Cox Hfl Y — RETF L& HWTHEE LT,




V. JAEICEAd 5IER

PP #4565 AR Kaplan-Meier #EEEIC L 2 B\HREFOEISGIL, 74 FVER
WRECE DN -T2, £io, YIEFEEHERE COMMIZ, 77 v Rt~ T T
E RS BIERE LTV, 778 RBEE OFGHEIICHERRZEZ, 713
E R 1.26mg FECOHRBD bz, 56 » AMOHERY 27 1%, 77 BREHTKE
L7 423V %ER1.26mg BET 53%, 7«4 >3 UE K 0.5mg T 45%HiHil L7,

- FEBRE
FEWEHRBROHEMIT, 7022V E N 1.25mg#£0.41, 7 4> = VU %E K 0.5mg
BE0.50. 7S EREE0.99 THY ., IITEREHCH L, 74 TV E NEEECHE
FHNCH B o T2, 77 BRI T D HEROM TR, T2, 58%%
N 49% ThH 7z,

<ZOMOFFEEE >

-EDSS X7

56 5 H%D EDSS A7 OR_R—AT A4 V)b OB T, FGHERICEE S
TR LN ol b DD, 5.6 » H% D EDSS A a7 N_"—2X 7 4 )b 1
RA v MU BB LT BEOEEGIL, 78RR (18.7%) 2L, 74 IV =E
e (1.25mg B 2.1%. 0.5mg #f 6.0%) T - 7=,

(ReMH)

BIVEFH OR BRI 1.25mg BT 85.2%. 0.5mg #£T 75.4%. 77 B REET 50.9% T

H Y HEEERNE o 72, TRBIERI. AA) 0.5mg B CEIATESR 26.3% (15/57

), FFESRERASME S 21.1% (12/67 #l) 25, AFK| 1.25mg B CHFHERER AT i 2

W 31.6% (17/54 ), SIHEHZ 16.7% (9/54 ffil) &ETH -7z,

TIRRBEL LT T 4 v T U E FEOWT N TREEN 5%LL EEho i

PT BIOBEWERIL, HMERBAGE, U o ERBAE. BRIk, F o EREE7n v 7,

T, HA, SHEESR . FFESRERMA R . SEE CTH o T,

EJER MRI ZHEES < RIEMOBEBITEIERE B ICRB W T T 7' ARRRIZH L, 7002

U R 1.25mg, 0.5mg MHE CHEEHAINCH B MHI 2 RN RO bl FERHER

RCTE, 77 RARBECH L, 74 TV E Nl TR FOICHEE R TRRD 5

N7ze 743V E K 1.25mg XX 0.5mg DAKMITIEATH Y . Ky oBE

NRBREE T Uiz, B“eME7Ta 77 A 0ix, 7423V E R 1.26mg BHCE~, 7

4TV R05mg BHECTRIFTH oI,

1) AFIOAGR S ik - HEX, TlsE ., RAZIE7 3TV RELTLH1H0.5mg ##%
n&h54%,1 THod,

@ g/ E T FRER (D2201 #kBR) 20
REBRT AL | SRR, Fo X ab, CEER, TR, 7T v R RRR

PIES M MS B
TR A | - McDonald Wi EHEIZ L0 MS &2 Sz, 18~60 ik D B X3 thd MS
BE

< JRBRSNETO 1ERNC 1R EGT 2 4E/-IC 2 B EOFR N - 7-8E,. X
EA 7V —= 7D Gd EZHEN 1 U ERD LB

s A7 V== T RH130 AN, MOARZ U —=2 7 E =25 1 MO
ICHERD W ZMIZEE L TWAHEBE

- EDSS 227 0~6.0 DHEFH

R 15 7432V ERBOmg, 742 VE R 1.25mg L7 T EROWTRNE 1 H
1 EfE AL L, &5 6 » AR,
Bt NR=RATA %5 6 » AR, HAEET D Gd EEHBROBEEFEL LT, 7

43U ER2HE (5.0mg LT 1.26mg) OFMEZEFMT 5,
TEFEE  |Gd EERE ORI




V. BEICEYSER

R RREATZE H

° ﬁ%ﬁr%@mu&b%ﬂiﬁﬁkof_'%%@$|
- HTHL T2 s8R 32K

- T2 FFHE OMRAFE
- FEMEIEE
- VIBlfEERE E COMM (EEEFOHEE)
- EDSS 2=a7
C MBEEDOR—AF A b DR (b R)
AR (EEFEEE)
Gd & ok
5.0mg #f 1.25mg #f 77 v Rt
N=77 N=83 N=81
SR (RE V(R 22) 5.7 (11.6) 8.4 (23.7) 14.8 (22.5)
R fE 3 1 5
b 0~91 0~182 0~114
vs 7T AR 0.006 < 0.001 —

3% p {1 Wilcoxon EATFOMRE % W THH L 7=,

[EIJ REFHEIE B )

Gd EEXRROBOOLNGEN>ZEBEDEE
P56 A%O Gd IERIFEOED L2 n o e BEOEIGIL, 77 2R (47%)
W, 7 42 E NiliE (5.0mg B : 82%. 1.25mg #f : 77%) CTEWEIA %
SRz (3£ p < 0.001 : Wilcoxon NEAFIE) o

- FTHR T2 SRR R

6 » A OFG KT OB T2 58I BE O EIZ, 7 ¢ TV E R 5.0mg BET
1.9, 7432 VER1.26mgHET3.0, 77 EHREET64 THY, 77 BRI
N T A YE NWECREIFIIICE BIZD 7o 7 (2 p < 0.001: Wilcoxon
NERLFIFRE) .

- T2 sRERR B DIRETE

56 5 A%O T2 WK EOBREEOR— 2T A b OLBLEOEEIL., 7 4
YAV EROWTNOFREHETHL D> (5.0mg B : -627mm?, 1.25mg

B -1183mm3. 77 B AREE - +129mm?), 7 4 > = U E N 1.25mg BRI~ &1L
BRRKENP-SET7 03 )E R 5.0mg BETIET 7 vREEL (b, FrFEMICHEE
72 T2 BRFHIR B ORAF O 3380 Bz (p < 0.001 : Wilcoxon AN AR E) .

- ERERE

6 » A ORGHIMF ORI FERFEIL, 7 1> TV E Nilj#E (5.0mg #f : 0.36,
1.25mg #£ : 0.35) T, FIvAREE (0.77) 1T, HEHEMICAZITE) > 72
(5.0mg #f : p=0.01, 1.25mg & : p=0.009, KT V> [al)F),




V. JAEICEAd HIER

ES

- VERERRETCOHE (RBERGOES)

100 Fingolimod, 1.25 mg (N=93)
007

Fingolimod, 5 mg
(N=92)

70 P=0.01 Placebo

(N=92)

60

Patients Remaining Relapse-free (%)

50
2

0 T T T T T T T T T 1
0 20 40 60 80 100 120 140 160 180 200

Time to First Confirmed Relapse (days)
BEIHEE 8 £ COMEIZEI 5 Kaplan-Meier 7' 2 » b

WEfEE S E oMM (Kaplan-Meier HEEE) 1. 7 BREEE LT o
3 REECHEFAICABICERE LT (5.0mg B : p=0.01, 1.25mg #f :
p=0.007. log-rank /&),

B 6 v HROEFREIOESITT IR 66%I2xt L. 74> 2VUE R 50mg
BE86%, 7 4 AVER1.26mgHE86% THY, 743V E RERETHEI -T2
(5.0mg #f : p=0.004. 1.25mg & : p=0.003, z HE),

EDSS X7
BhH 61 A%DEDSS A7k, 74 AV E REELE T T ERBETRERENT
D BRI Tz,

CHBEOR—RSA UhbDEILE (BDR)

NR=2F A5 6 5 AEOMETEOWRA S (MM O FE SR,
7 43V E R 5.0mg #ET-0.40%. 1.25mg #ET-0.22%. 77 ¥ REET-0.831%T
HY . 6 HMOEL WM IS HMIETRD bngnoiz,

(R&%)

HEEFEZOBARIIT T RELRT 4TV TR 1.25mg L L C7 ¢ =
U K 5.0mg fECTEN->72 (5.0mg Bf : 96%., 1.25mg Bf : 84%, 7 7R :
82%), FFTEAREEL AT T 4 TV E R 5.0mg FEMTN 1.25mg FECRBIRN S
Mo l=FHEE, B (74> 3V E R 5.0mg #f 11%. 7 4> 2V E K 1.25mg A%
9%, 77 EARRE 2%, LLFREER) . AMmERBAIME (5%, 2%, 0%). fEE Sz ALT
5 (12%, 10%. 1%). fHIR (6%, 3%. 0%). EHFHZE (28%. 17%. 15%)
ROMERNEE (13%. 4%, 1%) RETH-o7=,

ER:))

MRI T 52 < SIEMEDOBBIEE AT B IZB W T T v ARICH L, 710 F
U K 5.0mg. 1.25mg M CHEFHAANCA B RMHII R T8 biviz, R
T T 23T A—21%, T TERBECHART ¢ TV E REECHE L,
74 AVERIPRETHY, BEOKRIBOPRBEELTT Lic, AHFHFROFEBR
WX, T RARBELEART, 74 IV E K5 0mg BECTHEN T,

1E) RANOAGE Sz 1k - Ak, TEE, RAIE7 o2V RELTLH1E0.5mg /%
N&EE4 5,1 Tha,



V. BEICEYSEE

L EREABR

O EIAERER (777 BAR%R) 20 (D2301 #5R)

REBRT A v

SiaedtliFl, 7 F ab, “EHER, 77 RAR WATRER REGAR

RES

PRI AR MS

EEASER e 0

« McDonald @2 ¥ 2005 FkiThIC L 0 MS @2k & iz, 18~55 %D %
PEST I NED PR FARAL MS B

© T U 2R AR 1 EILLESOE 2 4RI 2 BILL EO RN S - 72 BE

« EDSS 27723 0~5.5 DE#E

© T 2MEET 30 HUWIZHIESC AT B A RIBEN 2V ZE L T D
B

R I7 1k

74> FVER1.25mg, 74> 2FVER05mg VI7T7EROWNTNE1H1
EIRE e U7, BRI 24 » A,

HE)

BRI MS OBRFEERE L, 74TV EFR (1.25mg K0 0.5mg) %5
24 » A OFEBERRICKIT 28085 77248 Lk - BEET 5.

TR E H

FEHEIE R

AR ZE H

F= 2 7 @AM R H
- 3w AFHET DIEEEITO BT 5 £ CoHIM
Z Ot EIREHnE B
. %ﬁﬁx BRI YER L= T2 Fa i Bk
Gd SRR OB D LN - T BE DEE
Gd &  HK
< BRI HER L7z T2 SRR B oo 12 g 0BG
- T2 SR B O AR
- TS SR B ORATE
- YIEIREE 2 COMB (A OFIA)
- EDSS 2= 7
+ MSFC z—-% =7
C MBEREDOR—RAT A DO (B HR)

ES

(EEFHER]
AR (L)

1.25mg #¥ 0.5mg Hf 7 Z 2 AR
N=429 N=425 N=418

AR R OHEEE 0.16 0.18 0.40
(95% (5 HHIX [H) (0.13, 0.19) (0.15, 0.22) (0.34, 0.47)

pflvs. 77 &R < 0.001 < 0.001 —

IR OHETEM (95%FHEXM) KO p L& G-, [FH, BT 2 M O HREE &L O
R—=R T A D EDSS 12 L - THli#% S 1172 negative binomial regression % i\ CTHH
L7z,

#5524 » A £ COFEMBREFL, 77 VRBICH LT, 70 >3 E RlfETHR
AHERICABICRD - 72,

(FELGBIREHEER)

30

:‘g 25 Placebo
Lo
v 4
§ - 20 Fingolimod, 0.5 mg
]
&% 157
._:."g Fingolimod, 1.25 mg
EE 107
0 g
oo

v 54

P=0.02 for fingolimod vs. placebo
0 T

T T T T T T 1
0 90 180 270 360 450 540 630 720

Time to First Progression (days)

3 AEpe 9 2 EEHEITARIT 5 £ TOMMITE T 2% Kaplan-Meier 7' 17 v b




V. JAEICEAd 5IER

il R

3w HEH T 2 EE TR SN o - BEDEISIL. 742U KT
77Jzﬂ$ct@m< 24 5 A OEGHMTIZ 3 » ARF T 2REEITOY 22
o, FTTRRBIH L, 742U E R 1.25mg BT 32%. 7 4> 2 VU E R 0.5mg
TEC 30% il L7=,

(Z DthE|REHEER )
< MRIIZE9 FHHBEE >
BRLUEHHUCHLR U7z T2 RN B

1.25mg #f 0.5mg B¥ 7T v AR
N=337 N=370 N=339
RoE (CEEfE) 0.0 (2.5) 0.0 (2.5) 5.0 (9.8)
pflvs. 77 &R < 0.001 < 0.001 —

R D p EITF 5-8E, K OVEIC L > TH§4% L 7= negative binomial model Z iV THEH L
7

24 5 A OFGIF IS, FBSUIFBUSIER U T2 SR EEIE, 7 =Y
FFWHET, 77 BRBECH A BEHAICAE BRI R 7,

Gd EZREDROONEN>-BEDEES. Gd EFZRES
#5524 » AR D Gd ERIWHEMOFEMEIZ, 7 0TV E N 1.25mg # (0.2) K
0“74 vIFUERO. 5mg1%$ (0.2) &bic, 7TEAREE (1.1 (THA~ HEEH
Bz 7otz (#5112 p < 0.001, rank ANCOVA), Gd iE#FHENRD Hi
fm)of_%%oﬁl I, 742U K 1.25mg #f (89. 8%) K7 4= ) = k
0.5mg # (89.7%) & blz, 7R (65.1%) Tt~ FEHFRICAHEILE
> 72 (3£IZ p < 0.001 : logistic regression model)

FFHRXEFRICHER L T2 BB ESRO NG >-BEDEE

24 5 A OFGHIRIPIZ, FBUTHHEUTIER L7z T2 58FIE RFE 0 HiL7en-o
TBEORIGIEL, 74TV E N1.26mg #f (561.9%) KO'7 ¢ =V E R 0.5mg
B (50.5%) T, 7 7JZTE$ (21.2%) THY ., 7T HREHTIES, HEFEICH
BElZmmoTz (3L p < 0.001 : logistic regression model)

- T2 sRERR B DIRETE

T2 SEIFFHEDOREBFEDN—A T A bR G 24 » At E TOE(LERTIL, 7"*7
AL L, 74 TV E RETHRIFRIICHERERZENRD b (2

< 0.001 : rank ANCOVA),

‘TEESHREDKER
#5524 5 A% O THREBHREOREMON—AT A b OET, 740 =
UE FRETIET 7 B ARREC A, ARVMEZ 7R LRGP A B R EDFRO b itz
(vs. 1.25mg £ p=0.02, vs. 0.5mg &£ p=0.01 : rank ANCOVA)O

<BERIRMIBHI(CBEJ H5HMEEE >

- MEHERERFE COHM (EFERAHOBE)

524 » AMOPIEEETEE COMBIX, 77 eRBEE LT TV E
REECRGHFICAZICERE LTz, 5 24 » ABOERY 271X, 77 8RR
XL, 7423V F R 1.25mg BET62%. 7 4 > =V E R 0.5mg HET 52%4H] L
7=

F72. Bh 24 » Ao Kaplan-Meier # &I L 2 BERFAOEISGIL. 7 TR
BE45.6%I2xF L, 7 42V E R 1.26mg BE 74.7%., 7 4 > 2V E F 0.5mg Af
70.4%THY ., 742V T REEECTEN- T2,




V. BRICEY HIER

il R

< Z DD FFTEIER >

EDSS Ra7. MSFCz-RXa7

EDSS 2 a7 OR—RATF A4 b O kIE, 7 4 TV E RFERE (LT
8 : 1.25mg #£-0.03, 0.5mg #f 0.00) T7 7 ARt (0.13) X0 BafekiRanGg
AL, TTEARBECHAS, 7 0 T U E Rl CHEHENICHBRZEDRO i
(#£12 p=0.002 : rank ANCOVA), MSFC z-A 27 DX—RF A U INHEOELT
b, 743U E Nl (BLEOFEE - 1.25mg # 0.01, 0.5mg # 0.03) T
77w AREE (-0.06) LV RBAULEERN/GON, 702 E NEEETT 7 2AREE
EHER L, FEEFEICE B R AR bz (1.25mg #f p=0.02, 0.5mg A
p=0.01 : rank ANCOVA),

FNBFEDR—RSA UM LDEE (FO=R)

24 » J OGP OMEREIL. 742U E K 1.25mg B (D RO
-0.89%) KO'7 4> FVE R 0.5mg it (-0.84%) T Z7&AHE (-1.31%) LV
b FERICH B/ NS o7z (F5I2 p < 0.001 : rank ANCOVA),

(R2t)
BWEBMOFERESEBRRIL, 74TV TR 1.25mg # T 94.2% (404 151/429
B, 7 4> =V E R 0.5mg BET 94.4% (401 $11/425 #) . 7°7 L REET 92.6% (387
HI418 f5l) Tdh o7z, 7 4 v TV E RMEECTRIENED ST HEFFHRIT, EIZ
JFFEREMR A S (1.25mg AF : 18.6%. 0.5mg ff : 15.8%. 7 7 EARHE : 5.0%.
PURRNE) . s LY » g Y o ek e (5.4%., 3.5%. 0.5%) &M
MERJRAE (6.3%. 2.8%. 0.2%) Z&FTel, @iME (6.3%, 6.1%. 3.8%). FHJiH
(26.6%. 25.2%. 23.0%) Th-oiz, MHIAZK (26.1%. 27.1%. 27.5%). 5%
(4.2%. 5.9%. 6.0%). ElENELR (6.3%. 6.6%. 4.5%) M OVRHEEKY: (4.9%.
8.0%. 11.2%) OHFFRZRIRIL, #IEL bRBETH T,

BITEF R BLIERIL, AH] 0.5mg #£ T 61.9% (263/425 fil) TH -7, AFl0.5mg #EIC
Bl 5 EREWERIL. ALT 890 9.2% (39/425 f51) . SLHEEZ% 7.8% (31/425 ) |
FAGERYE 6.8% (29/425 ) %ThH -7z,

Egago)

FRERM MS BE x5 L Lz 24 7 AMORBRICKENT, 740 2V E RO
B, I ERICHNTERL TS Z ERENT, HIE, BRI EDET,
SIEMERE OiEIM R L Ok S MRI Lo eF o 34T, 7403V *E
REEIC LV ABICHD Lz, 74003 ) RO 2 HEITAERIENFLSE T, FF

HLOREMET 0.56mg HET 1.25mg HE L VK -7=,

) AFIOAEGR S ik - HEE, TlsE, fRAZiE7 2TV RELTLH1H0.5mg ##%
nEhH4%,] Ths,

@SR IR RER (R 22 (D2302 )

mBRT A

gL, 72 a b, “HEMR, ¥ 7¥I— R (IFNS-1a), AT
T ] el

BES

TR ARG

P AR MS B

- McDonald ZWi %D 2005 £ ETHIC L W MS L2l shiz, 18~55 D%
P I MO T3 E AR A MS s

- T A MMERT T AERNC 1 EIBLEE 2 ERIC 2 BIBL FORIEMNR B - - B

- EDSS 2378 0~5.5 DB

« T 2T 30 A UNICHIERC AT 1A RIRIRN 2 W REAICZE L T D
B

AR 1%

74 FVER1.26mg X7 4> FVE R 05mg % 1H1E, #AKET D,
F 721k, IFNS-1a 30pg 4 1EM 1 BIFHANTEN T 5, KEHHIE 12 » AR,

HiY

FREEMAMS BEZHELE L, 74TV R (1.25mg K 0.5mg) #4512
» AR OERBERRICHT 598 % IFNG-1a L Hlk - BT 5, L73< L b7 4
v YE R 1.26mg TOHFMES IFNS-1a L0 HERD Z & 2HGEET 5,

T EEHIE H

AR AR R




V. JAEICEAd 5IER

RIREHIIE H | 3= 887 @ Wk S 1 F
© BT IER U7z T2 RN 54k
+ 3y ALl EFRiRE T D EEEST
Z DA EI T H
Gd EEHROWRD b e o T B OEIE
° Elméﬁ%%(
. %ﬁfﬁﬂbi%ﬁﬂ CHER U7z T2 58RI H e - 1o BE O E
- T2 FRFRIP B OFR AR
- T1AKAE S B O KR
- ERFEA OFIS
«- EDSS 2=
« MSFC z-A =7
MAEFEDR—2 T A b DR (D =R)
GES (FEFHEIER)
6] P<0.001
T 1
0.5
b P<0.001 P=0.16
Lo 04 I
LN 0.33
<8 o034
EE 0.24 0.16 =
<
0.14
0.0-
Interferon Fingolimod, Fingolimod,
(N=431) 0.5 mg 125 mg
(N=429) (N=420)
FERIFRE (EEH)
IFNB-1a #f 0.5mg £ 1.25mg Bf
N=431 N=429 N=420
IR OHEEE 0.33 0.16 0.20
(95%15 4 X [#]) (0.26, 0.42) (0.12, 0.21) (0.16, 0.26)
p fE vs. IFNS-1a — < 0.001 < 0.001

ERFFRROHEEM (95%EHIXE]) . FHHEREEO IFNF-1la #EIZKHT HEE, KO p X
PG, EL BT 2 MO TR AN — R T A gD EDSS 12 X - T & 4172 negative
binomial regression & FAVCH M L7,

P12 5 A £ TOEMBREFIL, IFNS-la BHCH LT, 7 4 > 2V £ NlifETHt
FHERICA IR > T2,

(EELGEIREHEER)
BRI U 7z T2 5RFTE B

IFNB-1a #f 0.5mg #f 1.25mg B
huiE CEEE) 1.0 (2.6) 0.0 (1.7) 1.0 (1.5)
p fii vs. IFNjS-1a — 0.004 < 0.001

ﬂ? i BehGRE, [EH, N— AT A VRO 2 M OFREH, N—A T 1 U0 EDSS X
Z X o CTH#E L 7= negative binomial model & W CHH L7z,

12 » AW OF SR P HR UTFRICIER Lz T2 siimiits, 703V
E R 1.26mg BFEL YT ¢ > TV E K 0.5mg BT, IFNS-1a FEL ¥ D 7e HEEH0
RHBENED b,




V. AEICEY %1EHE

il R

-3 N AT DEEET
P AT SRS S V7 R I A&ﬁﬁiilﬁb\fih’ﬂboto PEEEAEI T R
N5 ETOHM, BLOBMEETTAMRSNZBEEOEASICONT, 3HREGHMT
FEEITIAON ST,

(Z Dt EIREFEIER )
< MRI (B9 5 EFEIEE >
Gd EEFRRDBO OGN >=EBENEES. Gd EFREN

Gd IERIFENRD BRI 2 BEOEIE 1 IFNg-1a B (80.8%) (kb= 7
4T FEE (1.25mg # 91.2%. 0.5mg # 90.1%) THEIZE->7= (ki p
< 0.001 : logistic regression model), %5 12 » A% ® Gd &5 L
IFNg-1a Bt CEHME : 0.51) 12k, 7 02U E K 1.25mg #f (0.14) KO~
4 3 UE R 0.5mg#f (0.23) & HIT, MEHFICAEILD o7 (Gl p <
0.001 : rank ANCOVA),

FFRXIEFRITIER L T2 ARENRO NG > BEDEE

12 5 A M OF G I HHOTH UK Uz T2 IR TR0 b Lo Tz
BEOEIEIZ., 742 VE R 1.26mg #f (48.0%) K7 ¢ > 2 VU-E R 0.5mg #f
(54.8%) T. IFNp-la ff (45.7%) IR TEWEIEZRL, 74 TV E K 0.5mg
OB THHFZNRABEZNE O B (p=0.01 : logistic regression model),

- T2 BIRREOHREIE
512 H A% O T2 SBFREROMRAERIL, S GHEH THRAHFZI2A AT
Lo 7z (rank ANCOVA),

- T1RIESREDORETRE
T1 G SRR ORARE L. SR GEM CHEFNRFEZITRD Lo Tz
(rank ANCOVA),

<ERIRMIBHICBEJ HEHMEEE >

- BERMDEE

#4512 » A M@ Kaplan-Meier #EEEIZ L 2 HFRGIOFI G 1%, IFNS-1a #f
69.3%Zx L, 742V E R 1.25mg #f 79.8%., 7 ¢ > 2V E K 0.5mg #f 82.6%
THO 7 4TV E RWEECEN-7 (3512 p < 0.001, log-rank f#7E),

< Z DD FFMEIER >
-EDSS Ra7. MSFCz-Xa7
EDSS A a7 OR—RA5 A4 b ORI, 7 4 TV E FifE (Lo
fif : 1.25mg #f -0.11, 0.5mg #f -0.08) T IFNS-1a #f (0.01) X0 RIFipfEHn
Boi, IFNg-la Bt b, 7 4 T Y E N 1.25mg #E CIIHEHEMICHE B2 E
BEBH BT (p < 0.02 : rank ANCOVA), MSFC z-2 a7 D_R—AF A b
OEAIL, 7 4> TV E RilifE (ZLEOFEE : 1.25mg £ 0.08, 0.5mg #if
0.04) TIFNS-laff (-0.03) XV BAHZRFERBGELN, 74 =Y E T,
IFNB-1a Bf & ol U, HEEMICA B2 72 (1.25mg B p < 0.001, 0.5mg &
p=0.02 : rank ANCOVA) 3D Hiv, FEEITKT 2 ARG 12 » A %I
LT,

u




V. JAEICEAd 5IER

il R

FRNBEEOR—RZA4 UNSDELE (RDE)

12 » A DR GWIFEMOMMZENEIL, 7 ¢ > TV € FiE QD EOVEHE @ 1.25mg #¥
-0.30%. 0.5mg #f -0.31%) T, IFNB-la #f (-0.45%) LV LA EIT/NE o7
(&2 p < 0.001 : Wilcoxon BN FIFRTE) .

(R&)

BGRER O ERFSREIART, 74 2YE K 1.25mg BT 90.5% (380 1/420
B, 7 422V E K 0.5mg HET 86.0% (369 f11/429 f51) , IFNS-1a £ T 91.6% (395
B1/431 ) Toh o7z, IFNS-la FECHEIRDOFmNP ST HEERITA 7z W
e (1.25mg % 3.6%. 0.5mg #f 3.5%., IFNpS-1a £f 36.9%., LA FIAENE) M OV
B (3.6%. 4.2%. 17.9%) THV ., ¥l v 7L PHEERIZ 7 IV E R
MFED 10 f5LL ETh oo, EMPROREEE (3.3%. 3.3%. 10.2%) b
IFNg-1laET7 4 »F YV E FRFEL D mhoTc, 74 3V E R TEREED
o TZRERNZIER (22.9%., 23.1%. 20.4%). SIWHTASK (22.1%. 20.5%.
20.4%) & FRGERYE (8.6%. 7.2%. 6.3%) Thol, 77= T/ 7
VAT 2T =B (5.7%. 6.5%. 1.9%) KONU L RERBUDIE (1.0%. 0.2%.
0%) 72 EDFBRIE, IFNS-la#EL D b7 4 TV E REHE TR 72,

Eago)

7 4 >3V E R 1.25mg XL 0.5mg OWTF o HETH, IFNS-1a (2,

12 » HO¥E5T, FEREHAH MS BE COEMERREABICRTSES Z &N
RENT, IFNB-la 2835 7 ¢ > 2V T RO B E B ) OJEMER
BIEBIME 2 1.5 MRIFHEEE TR b, 7 4 v 23U FEGREOS < 1305
AP Gk LTORIE CARIRBRZ 2 T LTRY., 74 A VE RIAETH -T2,
743 ) E R 1.26mg (R T7 42U E R 0.5mg ODEEM%ET a7 7 A4 D)
DNEYRETHoT, AEFROREBRIL, 742U E RlBHILTIFNS-1a
FECmnoTohy | BIECIIERE LA ORBEIT T 1 TV E REFE TR,

1) AR OEB SN HE - AEE, s, RAZiE7 o3V RELTT H 1A 0.5mg &#%
ngs545,1 Thos,

2) B MHER

@ ENfksL 558 * 20 (D1201E1 #5R)

BT A v | ShakdilE, R, IEE MR

x5 S MS B

TR L lnmnﬁﬁfﬁﬁﬂ%@%ﬁ%%%%?bt$%%ﬁ%&bko

AR FIE BRI A —T bR . HEERINCIEZ 1 > 2V E R 1.25mg X
owgwmﬁhw%lal@ﬁm&ﬁb F =T HNIE T 4 2V E R 0.5mg
%151@&5Lt

ERWNCIE, D1201 BT 4 > I U E F (0.5mg Xi¥ 1.25mg) #&F 55N

th%% X, BT CRIHEDIRBRIELAE Y (+1F7=, D1201 i BR T 7 &R
%&@éﬂfwt%% id. BT T7 422 Y% F0.5mg Xk 1.25mg OV
WNZ 111 D TT & HITEND (572,
ARBRE DT, D2301 B KT D2302 EBROFE R4 %1 T, T THOEEDRSE
#% 0.5mg & L (1.26mg %5 L CW/=BHE % 0.5mg [CWIEE2), Lia 4 —7
e Uz, RBRHIMIE D1201 A A hE T 12 » A,

HE 7432V E NOEMLZEER AT — % 2IWET 5,

FEA I H -ﬁé@

d EEIREOBRD LR - T2 BEOES

- Gd BRI
-ﬁﬁXiﬁﬁ TPER L7z T2 MR E N R DR - T2 BEOE S
'@@ﬁ%$
- PIlBlfEE R E COMM (MEEEGOEE)
- EDSS 227




V. BEICEYSEE

¥
=]

(R2MH)
HERG R ORIEHRB R
1.25mg B 0.5mg B 7?31—:% -
N=54 N=57 _
N=57
HEEGRBIE (%) 54 (100.0) 54 (94.7) 54 (94.7)
BIERREBRBE (%) 50 (92.6) 47 (82.5) 47 (82.5)
T (%) 0 (0.0) 0 (0.0) 0 (0.0)
EERAEES (%) 11 (20.4) 5 (8.8) 8 (14.0)
BHFIEIZE - T-HEFHS (%) 6 (11.1) 8 (14.0) 11 (19.3)

B GHIEICE S T- A EFRZORBRIL, 7403V E Pkl S8t (7430 %
K 1.25mg #f 11.1%. 7 4 > = U E K 0.5mg #f 14.0%) IZthL., FTIBR-7 1~
DY FE (19.3%) CTrRN-oTm, b L ADNTEGPIRICE s AEFRIT
JFHERERMAE R THY, 702V E N 1.26mg#E (3.7%) (2L, 74> =3V
£ R 0.5mg Bt (7.0%) R OTT7®R-7 4TV E REE (7.0%) TELGBEOHLR
Too Gkl ’%ofdﬂm I D1201 B OWEER GO DT, 7 4T ER
1.25mg BEDH T 2 FllZZRD BTz, FOMOFETILICE > - HEHERL, W
NH 1PIORTHS T,

Ak 5B TR ISR SN G ILICE > A ERROBHERIT, 7 4~
Y & Nk G (742 Y £ R 1.26mg BECT 0%, 7 > =V E K 0.5mg if
T4.3%) Tk, 778 R-7 4 FVERE (F78KR-7 42TV E R 1.25mg
BET13.0%, 77 &HR-7 4TV E K 0.5mg BT 18.5%) TrEin-oTz, b L<
HONTEGHIRCE > - A HEFRIIHEERERT THY, 74TV ER
05mg i, 7T R-7 4> ITVE RN 1.25mght, ROTT®AR-7 4 2VER
0.5mg FECTH 1 FlZiR® b7z,

AFRBR O W P EWEH IR ERIL, 7T AR -0.5mg # T 74.1% (20/27 #51) . 0.5mg
-0.5mg #E T 57.4% (27/47 ) Th-ol=, EREIWEHIL, 77 &R -0.5mg #T
SHBAZ 22.2% (6/27 4) . IFHEREIR A AL 14.8% (4/27 #1]) %, 0.5mg -0.5mg
TECRIHSEZR 21.3% (10/47 1) . ITHEREM AL E 6.4% (3/47#) HEThH o7,

(A&E)
< MRI 2B 4 EFEIER >

Gd EXFEDBHoNGEH >-EBEDEE
T 42V E kR SRECB W T, Gd SRR B IR - - BE OEIL
1. BE 12 » A% TIE7 40> YE F 1.25mg #F 97.6%. 7 4> 2 U E F 0.5mg
FE97.7% & 720 . WREM CIlEW T A BN o Tz,
TTRR-T 4TV T FRECB VT, Gd iEEIRENRD LR - T2 BE OH|
BlE. TIERERELTCWE6 s A% (7 8AR-7 42TV E N 1.256mg #f :
63.2%, 77 &AR-7 42V E R 0.5mgRf : 52.2%, LATFRIE) 2tk L. 94 A
BTHIML (94.7%. 90.9%). 12 » A% THZOEIGITm W E EMFF Sz
(87.5%. 90.0%).

Gd DGR b h o o BE DOElE (Ex-mFAS?)

BhH3KRWN6 v AkD BH9KROR12 5 AD
i RE A i RE A
77 R-0.5mg KE ¥ 26.1% (6/23 f) 69.6% (16/23 f)
0.5mg-0.5mg #E Y 77.8% (35/45 ) 84.4% (38/45 #)

a) BIIRERTILT 7 Rz &G L, Mk 51T & IIAH 0.6mg 245 Lot
b) 5 MAHEERD AR 0.5mg 235 L, fikfiix 5ol 17118 bAA] 0.56mg 2 55 L7 it
) MEEE G RIRA TR A MEREA O MRI 77— 2 23 1 DLl 1 2




V. JAEICEAd 5IER

ES

Gd EEREH

7 4 AV E Rilfes 5T Gd ERIS RO FEEIImEEE &, &5 3 4 A
BATIIR—AT A VIFIZH LT L, 2ok b anE s, #5129
ABIILPEEMH R O g & $12 0.0 & 7o 7z,

TIRR-T 4 AV E RETIE, I ERERG L7726 » HEE T Gd EZRHE
BOEHEITR—2A T AV ERIBETH-7- (FT78AR-7 422V F K 1.25mg
HT12, 778AR-7 4 ITVEROSMgAET1.3), 743V E R~OYEZ
%3 n ABIC2D 9 » ABOT —# Tk, Gd EEFREHOFEHMEITHEHEE B 0.1
FTRAL, 12 0 AR ThORWE R SN (TTF8R-7 4 TYER
1.25mg BT 0.2, I EAR-7 4 IV E R 0.5mg#ETO0.1),

FFRXIEFHRIHEKR L= T2ERARENRO NG > -BEDEE

7 43V E RSB G RE TR, Bl UTHRICHER Lz T2 SRR AR S
ol BEDOEIGIE, 5 0~6 » AZICH L, &5 6~12 » A THML7Z
(7 4>2YE R 1.26mg BETH7.1%0 5 88.1%, 7 4 > 2 U E K 0.5mg #£T 66.7%
N5 86.7%), FIER-T7 4TV EFETH, %ﬁXi%ﬁ’#ﬁbﬁT2ﬁ%
SHENERD SRS TBEDOEAIT. T RKEY (5 0~6 » A%) |
L\74/3)%h«@@%z%@Dmmﬁﬁ@&EGwﬂﬁ(&56~Mﬁﬂ
%) THEIMLE (FF8R-7 4T E R 1.25mg BET 52.6%0 5 64.7%., 75
TR-7 4TV E R 0.5mg BET 21.7%H0 5 61.9%)

<ERRMBEXICEY L5EEE >

- FEBRE

7 ¢ >3 YT NGRS SERI R ERIL, D1201 B BIRIC L D1201E1
B CTEBIME TR L (74T UE R 1.25mg BT 0.39 705 0.28, 7 4 v~
FUE R 0.5mg T 047 205 0.23), —Ji. 7’T7HR-7 IV E RHEICEIT S
EREIERIT, D1201 BBRBIMICH L, 7 4 > TV E R~DEEx %0 D1201E1
HEHM CH O LRI RARO N (FT78R-7 42V E R 1.25mg BT
1.22 725 021, 75k AR-7 4 TV E R 0.5mg BT 0.97 725 0.26),

- MEHERRFE COHM (EFERHOEE)

7 43 E Nk G RETIE. 12 5 H ORG 8T o B ER G OEISTIEIE—E
Thotz, 778R-7 4TV E FEETIEL, D1201 AR T (D1201 KBk 5
Bt H ~D1201E1 3B GBRAA ARTH) (2388 HALT- R F OFIS O T A,
7 43V E FMEE#£O D1201E1 BRI [D1201E1 3R 5884 H ~ ¢ 5
12 # H#% (D1201E1 iREr#% GBRMG D 6 % H1%) OREMise T35+ 13 » A
BOBBIESET] ISl S vz,

<ZOMOFFHEEE >

-EDSS X7

P56 ARIZIX, EDSS A a7 E_—RAF A iz, 74> 3V E K 1.25mg
HETORET (&) Lizboo (0.21), 7 4 >3V %E R 0.5mg #EClx&(br
<, TTERBETIHRSL RS (B L, &5 12 » H#%II32#ET EDSS O
B a7 BORIRT (868) L. 2O EIX, 7 0 > 2V E Nkl 58
(74> FVEF1.26mghE. 74> TVER05mgHEL H 0.02) [ZtbL, 7It¢
R-T7 4oV ERE (FI9R-7 0 TVEF 1.26mg BHETO0.11, I &AR-7
43V E R 0.5mg #7T0.32) TREhotz,




V. BEICEYSEE

ER:o)

7 43V E R 1.25mg KT 0.5mg OREMETRIFTH Y, KO LBED 12 4
HoB5 %2571 Lz, “ettra 7y A4 0%, 7 4> 2 UE K 1.25mg BEIC A,
743V ER05mg TR TH o=, AEFEGIINREMSCIRANOREN D
TR TEFAO LD TH Y | AEEZOKAITIRENSHEECTH T2, 77
YAR-T7 43V EREETIE, 7002V E FEGRAE%, FSERERTOU >
RERIVE DA GO FE LA N u:o fhOFMEFER & B, Rk, B &
O JERET e v 7 OX ) RbERE, KOS A3 bz,
4T MRI ICH5< *rrmr%z@] PERHIEE H C, 7 ¢ 2 U ke 5-
FETIE D1201 BB TRRD L= IR S, 7T '8AR-7 4 TV E R
T, 743U FESHICIEIZRNRD S, FEREFERE R I OE
BIZBWT, 74 3V % Rk 58 Tl D1201 iR © 7' 7 R RHIC -~ Tk
%# IO LNTEY, Ak GRBRBIT%, IolcdER’ROLNE, 77%
R-T7 4 E I\Eif L, 743U E FRGZICH S NRUGERRD b,

1) RANOAGE Sz 1k - Ak, Tl AIE 72TV RELTLH 1 0.5mg /%
nEEhE4%,1 Thas,

@ M/ kR 5-akBR 20 (D2201E1 55k)

BT A | ShskdilE, FERIR, FEE MR
PO RN MS B
FRBEIEUE | D2201 BBRT 6 » AMDOIRENMEZ 2T LicBE 234 & Uiz,
Rk rfL%ﬁQ'é»;it%ﬁ ITHESHE (6~24 ) LA —F M (24~60 » ) nHALY .,
BRICIEY ¢ > 2V E F 1.25mg Xid 5.0mg OV g 1B 1 [EkEA#&
51, F—=TF I 7 4 AV E R 5.0mg &2 1 H 1 [RERS LT,
ERNCIE, D2201 B CT7 4 TV E R (1.25mg it 5.0mg) &5 Sh
Tb\t%%‘ L. 5T CRIAREDOBRBRIEZE Y (1172, D2201 iR C¢7 7 &R
%&Eéﬂﬂ\f_%%‘ (= gifﬁTf74 >3 U E R 1.25mg X% 5.0mg DOV
NN 111 DETT & LI EY 1T 7,
AR Briad <, D2301 ﬁ%ﬁ&o D2302 B DK R A2 Z T T, TRTHOEREDOHRE
% 1.25mg & L (5.0mg # 5 L CW=BEE 1.25mg ([CWEZ) . Uz A4 —7
UHIE U7s, SRR D2201 #RER A AT 60 » AR,
H Y 743V E ROEMOENEEZFMT 5,
74 3)E RORENR OEFMEORENT — X #INET D,
I E B . ﬁéf&
© Gd EEIRE OB LR - T BEOE S
s FOESOTHRIZIER U7e T2 HERIR R TRD Do 7o BE OFIE
< BT T2 A
- T2 58 B ORI
- WIEREE TR £ oMM (HEREAOHE)
- AR R
« EDSS 227
C PBEREDR—R T A OB (HR)
N (Z£H)
HEHG K ORIEHFBIZR
5.0mg-1.25mg #f | 1.25mg #¥ 7/251_:% &3t
N=94 N=94 N=281
N=93
HEFGIRBI (%) 93 (98.9) 92 (97.9) 89 (95.7) | 274 (97.5)
BIVE AR (%) 78 (83.0) 73 (77.7) 67 (72.0) |218 (77.6)
T (%) 0 1 (1.1) 0 1 (0.4)
EELAERFR (%) 25 (26.6) 15 (16.0) 19 (20.4) 59 (21.0)
B lcE - g%
e (%) 21 (22.3) 23 (24.5) 20 (21.5) 64 (22.8)

WL ICE A EELOREHARL, 7 02V E N 5.0-1.25mg FET 22.3%.
742U E R 1.25mg BET 24.5%, FFHR-T7 4 TV E FET21.5%ThH

ST,

SET3HLL IR b ICE s - AEFELIT, U o EkE (4

Bl 1.4%). 7= T/ N7 R 75— (46, 1.4%). &Ik (3
B, 1.1%) . ROSEBEE 361, 1.1%) Th-oiz,




V. JAEICEAd 5IER

il R

(BxhiE)

< MRI [ZBH3 2 EHMIEE >

-G EBEEFEORDONGEN 2 -EEDEE

Beh 24, 36, 48, KUN60 5 A#% D Gd EIHENTED Lo Tm 2RO E&
. FNEN 84.6%, 88.8%. 96.0%. KTR91.9%THV., 742U E FD Gd
IR OGS FIIE 5 5 FHROREMIChZ 0 | Figi L iz,

FFRANXEFRICIER L T2 REARENZEOONGEN - -BEDOEE

60 » A2\ T MRI THHLO T2 FFRHIFH AR B o o BEOHIE T,
7 42 Y E K 5.0-1.25mg #£ T 83.83%, 7 > 2V E K 1.25mg #f T 87.8%, 7
FER-T7 4TV RHETE.9I%THY, EFGRHTHMHERFSIN TV,

- RO T2 AR RS

P56 1 AND 12 » A% OFH T2 38R B OK FIgE 7 78 R-7 4 3V E
REECIRcbRE <, 85 12 » HAZROBEBITEIMIZ Y + TV E R 1.25mg FEL O
743 UERN50-1.25mg & FRIRREE TRT L,

Ak G5B h O BT T2 TR A O SR O FHMIL, &5 12~24 » A% T
0.6, #5 24~36 » A4 TO0.7, $5 36~48 » H#% T 0.5, #5 48~60 » A1 T
04 CThHoT,

-T2 BSREDRERE
560 » A% D T2 iR HRORARIL., WITHOELX—Z2 T A b bR
YLz,

<BESERMIBE (BT HETMER >

- PERERBRECOHHE (EEXRMNOBE)

P GBS OB AN, 7 4 >3V FREL D &7 7 2 RRECIEFERER OEIE
ICRERILTRRO Oz, %56 » ARIZT FERENL T 4 TV E NS
WO Z LI, BREIOFIEGMMET Lic, 703V E Nk S8 CIE, 115
60 » AMOFIEFITTTLD 5T, BHHEETH I 2B 2 HER S
DT ENRENT,

560 # A Kaplan-Meier HEE I L 2 MEREFOFIAIL, 71 TVEFR
5.0-1.25mg ff, 7 4 > TV E K 1.26mg ., 77 R-7 4 TV E REETENT
#168%. 61%., 51% Th -7,

- ERIERE

D2201 FBRON— 2 7 A M HIRERIEE S 60 » A % £ TOREE HBOER R
X, 742V %E K5.0-1.26mg #£C0.19, 7 1> =2 V% K 1.25mg # 7T 0.17,
TR R-T 4 TVE FEET023 Tholm, WEHMOETIZTEA LR, 2K
DOERIFFH 1L 0.20 TH o7,

TIRR-7 42V E FEETIE, KOO 6 3 HEDO T T v RFE LW CORE3EER
WEDo T2, 60 » ABICITME 58t & DET/ NS Aol

<ZDOFFHEIEER >

-EDSS X7

#5545 ARON60 » At EDSS i C, %560 » A &5 T L7284 140 #
DHH, R—=RF A 50 EDSS 2 a7 OFEA (R—2F A b DZEH>
+1) 23 23%ITFRO BTz, 60 » H oGz, EDSSICLY 6 » AMFHEd
% MS BEEDOHEITNRD SN2 - - BEOEE (Kaplan-Meier #EEH) 1L, %
Be5HET 60%~T1% TH 7=,




V. BEICEYSEE

il R

FRBBEON—RS A U LDEEE (HDE)
60 » A DGR OMATEOBD ROV FEHERE) (L, 2558 (h=129)
T-2.32% (2.61%) Th o7,

ER:o)

D2201 R TT v ¥ MMEENT2HBE D 50% TR D 5 EME 5252 T L,
EEERRYE (6 ], 2.1%) . IdmBEEORYYE (8, 2.8%) DOFHLUIA -
T2 ARENTHE 72 RYYE I m%ﬂ@moto&ﬁﬁOwﬂ%if o, 743y
E RO, BEERE, T DEEE~OEBMEN 8L R 2 HATEZ 57
Molz, FEYEE ERD 3 f5LL oo ALT EF-723 16.5% D AT L=, &5
60 » H# E CICHFEtEOBEZ R T 5 IR O EFITRD b o iz,
TR 60 » H#E £ T LAEZ LICEM L7z MRI I T, RIEMEORENR
n&#ot%%uﬂmuiﬁhotoé%m\%%%ﬁ%®%ﬁﬂ%%\74y
Y E R MS EADOIEEIEA KM D Z EovRrEnT-, %560 » HZETo
RG] (M EFTE) 13 65.8%. #4560 » H1% £ TOEMBERERIL0.20 ThHo
7oo #4560 » AR ETIZ 6 » ALl EFt T 2 EEEITRRD LR d - T EBE X
T4 AV E REHRELFEBED 60%~T1%ThoT-y N—RATA L LKL,
#5560 5 A0 T2 58 MRI W4 T3 BROAN (FIRAR) OBMIZED Hh
IRno iz,

) AFI D7

WENTHE - ARG, NEE, fACE 720 FELTL A 1H0.5mg &%

n&59%5.) THho,

@ M/ kR 538k 20 (D2302E1 7%k)

AT YA

LRIk, 7o ab, THEHEKR, X7V H I — FEHSIRA T iR

RES

I M MS B

Ep gL UE

D2302 FRERT 12 » HRIOWBEHIM 258 T LI BEE x5 L L,

BT 15

D2302 R AE T LIZBEE IR E L, 74TV E R (1.26mg X1 0.5mg) %
B STV BE T, RAEOIRBRIELZE Y 1172,
]m%2ﬁ%fﬂNﬂm%&§éﬂTmt%% . 743U %E R 1.25mg it
0.5mg DWFNNC 151 DETT & DIZEY (Fi) 72,
ﬁ%%ﬁiD%wzﬁ%%Abﬁfz4wﬂﬁ

Ay

- D2302 kT IFNB-1a (2 L DIRFEN D, Ak GRRT7 IV E RO
TRIEIZE) 0 B 2 7 B ORRIRO A ME L 2 K O MRI 2R T 5 A 3h i~ %t
IRETT D,

© 24y ABLIEOD T 4T Y E REEE IFNS-1la-7 ¢ > 3 U E REEO R Z T
95,

A F

- waet
« Gd EIR R
< HTBLUTHTICHE R L7z T2 SRR AR Hiie o 7 E 0FlE
© HHROTHEIC AR L7z T2 S8 Bk
- EMEE
- BEERBOEE
« EDSS 123-3< 3 » A+ D EAEIT AR SN D £ TOHIRM
- TR DOZEAL
« EDSS 227 KO MSFC z- A =27

il R

(=2

- T4 0O E PR ER
2AEM DT T v R ERER TH 5 D2301 iR TH LN A EFHLICHET TR &
—HLTWe, LT, ZORBIFEITT IV E F0.5mg #EIZHERT 1T
E R 1.25mg BECH FRd o7z, Eio, Ky OR FERLILME IR G RBBIT%IC
B L=,




V. AEICEAd HIER

il R

- IFNg-1a-7 4 T UE F#

IFNp-1la-7 1 > 3V FRIZB T 5 EFROIEHRIT IFNS-1a 5] (91~
94%) T~ T 0 TV E FEGH (86~91%) ThHTnTiKknoiz,

IFNB-la 58Tl b BURDO @D o 7o G FEFGUT R T, fel  CTHR OF
BURNED o T2M, RIHIER OFBLFEIT IFNS-la £ 581E 7 0 3V £ M G-H]
TRBETH -7, IFNS-la b7 1 23U E RICUEZRICERENNTho
WHHED 5% L EF LIEAEESERITY Vo SEREEAD & ) L SERBAME TH - 12,
—Ji, IFNB-la 726 7 ¢ > AV F FICUPRE A BRICEBBNNTIOR GRS 5%LL
FETFTULEAERGT, A7 FEIRER, BB RmTho7-,
IFNS-la 257 o« 3V E ROUEE X 171 TR 2 MO b
Dodz, IFNS-la inb 7 4 v 2V E RO thOREMET v 7 7 A /Wi D2302
RRTOT 4 AV E REEHTHLNIZ LD LEEET, 4 F TIiThh iR
BohLNIZRZEET a7 7 AL E—E LTz,

(B%tE)

< MRI IZEd 5HEIEE >

- Gd EEREH

Gd BEEWRENT, 24 » ARICBWTT 0 >3V E Nl 587 2V E R
1.256mg # (0.2), 74> 2V E F0.5mg# (0.1)]& IFNS-1la-7 1 = U & i
[IFNB-1a-7 1 > 2 U % K 1.25mg # (0.2), IFNp-la-7 4 > =2 U € K 0.5mg
(0.D]oMIc, AERZETRD LNR-T- (rank ANCOVA),

FFRXIEFRIHER L= T2 AR ENRO NG > -BEDEE

7 4 v A Y E R 0.5mg ML GHETIL, Y00 BABEC AT, T2 MG Lo
HURZE « PR EIZ A 72 < T2 dRiHmE_EOFHIIRZE « JERFEDFR
SNRINS T BELBD Lo T (ks 5-8F « 316 i 134 ] [42%], G1V &z
BE 2 279 B 93 61 [33%]. p=0.016 : Logistic regression),

- FRIEFRICHER U T2 s45Rm R

BOHSUTBHUNCIER U T2 38R BRI DL, 7 0 3 U E N 1.25mg # 2.4
&, 7 4> =2V E R 0.5mg #f 2.5 f#l, [FNf-la-7 1> 2V E K33 HTHH- T
7 43V E R 0.5mg BEL, IFNS-1la-7 1 >3 U € FEICH L CHEICD 2o
7= (p=0.035 : Negative binomial),

<BERIRWIBFICEJI H5FHEEE >

- ERIBEHE

524 5 ARMOKBESFECOFMBREOHEMHEIZ, 7 12V E N 1.25mg #f
0.20, 7 4> =3V E K 0.5mg i 0.18, IFNS-1la-7 4 I U E REL0.83 Tho 7z,

- EBRREGOBEE
Kaplan-Meier #EEEIZ L 2 WRERGIOFEGIX. 7 4 2V E N 1.25mg #f 71%.
7 42T YE R 0.5mg ff 73%, IFNS-la-7 1 > 2 VU E FEE60% TH o 72,

-EDSS [2E DK 3 n AT DEZETHIERIND ETOLHM
3 » ARG T 2BEEETHARVICHEEZE S5 £ TO®RMIZY VTR, 74 v
TV N GREE Y0 B 2B & ORI D v o7z (log-rank M7E)




V. BEICEY %1EHE

CES <ZOtanFHEE >
- B EOEE
IFNB-la-7 4 > 3 U REETIE, 74> 2V E K 0.5mg £721% 1.25mg ~8) v %
ZZIEL, IFNB-1la 5N~ T, AR ORI T L7z,
Months
0 012 1324 0-12 1324 0-12 13-24 0-12 1324
5
< 014
g
=
g
—; 02
3 -022
E (0-64)
& -03
c
£
g
£ -0-37 -0-37 0-67
§ 044 (071) (0-67) ©n
-0-45
0.5 - (0-67)
Interferon beta-1a Interferon beta-1a Continuous Continuous
to 0-5mgfingolimod  to1-25mgfingolimod  0-5mg fingolimod 1-25 mg fingolimod
(n=124) (n=130) (n=290) (n=255)
[ Interferon-1a [l 0-5 mg fingolimod M 1-25 mg fingolimod
-EDSS RO 7RUYMSFCz-Xa7
D2302 FRERDN—R T A inb 524 5 A0 EDSS 2 27 OZALOEHIE, 7
42U E R 1.25mg # -0.08 (), 7« =V % K 0.5mg # -0.01 (&),
IFNp-la-7 1 2 U %€ FEE0.02 (Bfk) Thol, FHEMT, AERETRDDL
7o 7z (rank ANCOVA), MSFC z—A 27 Ok, 7 4> 23U E K 1.25mg
£ 0.042, 7 ¢ T YE R 0.5mg #f 0.044, IFNS-1a-7 1 > = U E F§f 0.024 T
bt
ERa)) T4 23 F PRI 5

fhDOFBR & FERICA EERORBRETT 2V € K 0.5mg FHCH~RT ¢ T
E R 1.26mg BECET &N -T2, £17. 1FE A EOHEHRS Tk 5 RRBITE
2R LT,

T4V ERICEDEE 12 5 AR TH L7 IFNS-1a l2xd 24ER R EOMm
RIS 24 » A £ TR L Tz, RIEVEOIRBIRENE, JRB AR, A
FEICBET 2 MRL 7—# 1220 T, #1512 » HBTH LA 0MED ke 531
BBATH LIRS 24 5 At E CRIEL Tz,

IFNg-1a-27 ¢ > J 1) & K&

FFfER S . U BRI EYYE & BRE . IFNS-la 5 WA b i E
FHLOIZEANETT 4TV E RADURBRZZIIED Lz, 612, UEx#%ICT
WERLZEMEOREITRD otz IFNS-lanb 7 4 T Y E RO
ABOREET a7 7 A NMT D2302 B TO T 2V E NELETH LN
DO LARET, ORBROFERE L LWz, #IL T, 74> 3V E FOZRENE
IXRAFC, Mkt 53BRICBAT LI BRE O RSHUIIR G- 24 » AR E TORGHIH
5617 Lz,

7 42V E RO A%, FRFREEMET U, o0 MERGE B I b o
MWHBITZ, ZHUZ &Y IFNS-la G THONIADETT 4 > =Y £ Fich)

Bxtk, SbICWHET DI LRRINT,

1) RANOAGR Sz 1k - HEik, Tl RAIE 73V RELTLH 1 0.5mg ##%
N4 2%,1 Ths,



V. AEICEAd HIER

(5) 8% - FHERIBER -
BB L
(6) S FRAER -
1) ERMERE (—RERRERE. BEERAERE. ERRELRRE) . WEHs
#TF—5 R—RBE. WEREEERABONE -
R B D E NG 530 (D1201E1 390 % DIt BHEa s < b ) 52 b
B L. BB C O TR BRI HEOHE T LT,
2) KBGH L LTEBFEORBREEH L-HE - HBROBE -
WA (IR % FH LTz,

(7) 2Ot -
DR L



VI. EFEICEI HEE

VI. EEEICEY HEE

—_—

 EEZHICEEHHILEMRILLEME
AT 4rad 1= U, A VA
i BEOH HLEWDORNRE - HIRFIL. BHOBRM XEEBZRTHZ L,

2. EBER

(1) YEFRERL - YEFRHERF -
743V ERE, ATA IV F—RIC X0 ERNTEERED OV BRI
WEND 2, U Uik, A7 T2 1-) g (SIP) ZFE 1 (S1P, Z&/1K) &
fEA L. TOWNTEL & % iHE T 5 2 & CHREMIZ: S1P, /IR T v 2 =2 M & LIE
H3 %, 200U 3Gl EOZRY o1k 6 O S1P, K EZ N LIV VN EROK
HAH S5, 2= U CHURERA 7 Th17 MifnZ G H O O0ME T #II G . [FIEE O
TV i b O E S v, E OfE R RARRE A~ ORI LI 415 2829,
— 7. ARMER IR DI LB BB A ) =7 = 7 ¥ — A€ U — T MllL, ZK
)/Aﬁ%% TOHEBREZAIRND, 74 FVEREIZ 727X —2AE)—TH
WXt LIEE A ERE L2,

it 74/2)%hi t R OE O AR (CNS) ~oBiTEEAa L. 7 A b
7 ) A=A, B, RO OEGEZ IR T2 2 LB LNTIR TN D 30,

S1P /_\ S1PRHEK

A

274VIASTUF—t
Ga ggy
w555t l HHEIET
v

IFIUGE
S1P

ATV TYVEF—E
T4 TVERDY VEALIAANDERR L SIP ZEEA~DIEM

(A)

7 RU IR UZIGE
S1P>100 nmol/L S1 P<10 nmol/L $1P>100 nmol/L

J@i}u)

(B) 7\74,/1//#1-—12

:mUDNﬂﬁEﬁmiéuymﬁwﬁﬁ(A)
&) UBIBIRIZ & B 1) L ERIBH OS] (B)
MS Oo#EET L E LTAL VS TS EAE Tl FIE K OHETTICRE - TR %

Ak ~D VU o RER . BEIT CD4 FURESME (CD4Y) O~ 35— T Hifa (Th HIjE) %5 tehE
PEFRRR ORI & BLBERZE 0338 H v, MS OR Bk S & P mv, Th Mk, i



VL.

EMEE (T SRR

JFHI % DY A R A VHEERICE > TSSOV Ty M EN 5, EAE ORIE,
B3, ROMEATIZIE, A v —u A% 17 (IL-17) EAEREE A3 5 Thl7 #ifd & IFNy
FEAEREA A9 S Thl Mifusd, I =V UHRFFRAZE ORI T Milad L TEEEE X
NTWD, v~ ZAOBFFEEMR EAE Tld, BREICHE- TI =) UHURARRPZL Thl7 #ild
KON Thl MR D FHEH~DRERRO Hd, 74 TV E FEREICEEGT 5L, B
EIRHFEIERORE LWAT LT, I =) UHURFREA 72 Th17 Mifa X% O Thl Ao
B ~DFENE LB L, 742V E RIZI = U UHUEERY (HORGH) Thl7
MK O Thl M0 U 38 & OB H Z2 3 L, SRk~ ORE 2 142 2
& T, EAE [Zx L TPIRR. AR IERIREHET L EEZ DN D,

. @) STUVHEERN
il Th17#BR O Th1 48k

1y UVINER
T4V JUER-P $1P<10 nmol/L

@?‘)@ e

4 ] 3 Q /9 S1PI>J1%(’J\:1%§10I/L
EAE 25145 3 TV VSR Th MBOPEMER~ORBEE T4 L TUE FISLBY 2/ EH 5D
B H o

(2) B &R 1T B HBRAE

1) S1P 2 &AKIZx 9 4R (in vitro)

T4 ITVE NI EEATIZIA 7 o3 X F =PIl Lo TEMAREKTH DV vk
{BIRDS)-=F v FA~w—IZEHaInD 20 B, R)-FrFA~—3ERI N3y,
T4 FVER, Q-7 4TV ER VUKL OR)-T7 4 2YE R U UK
IZOWTH DL N SIPZFKY 7 % A 712ktd 57 =2 MEM % GTPly-358]
ROV REARBCIME L7z, 7«4 > TV E RO EC,, [TV o S1P &MY 7 %
A 7B WTH 10000nmol/L UL ETH-72, (8)-7 4>V E K U UE{bIRD S1P,,
S1P,. S1P,. M} S1P, &K T 5 EC,, flI%. 4 F4 0.3nmol/L, 3.1nmol/L,
0.6nmol/L . K% O% 0.3nmol/LL T& - 7= 28, S1P, & KR KT % 3 % EC,, & 1L
10000nmol/L YA ETH-7-, —FH. R)-7 4TV E K U U k{ED S1P,, S1P,.
S1P,. KON S1P, ZHMRIZHTH1EHIZ. (9)-7 4> TV E R U VELIRIZEERTHD
07‘: 31)O

J423TYER, (S)-T4rITUVER JUBIEEK RUR)-T2ITYER Y UBIEED SIPZE
XY TAa A FI2xtd % ECy, fE

S1P ZFIKYy 7 4 4
S1P, S1P, S1P, S1P, S1P,
T4 AYER >10000 >10000 >10000 >10000 >10000
S)-74v=aVxERY
WL 0.3 >10000 3.1 0.6 0.3
R)-7A>TFVERY
U 218 >10000 28.9 80.1 >10000

(nmol/L)



VI. EHEIEICEHY SIEH

2) S1P, ZBARDORNEILFE/ERA & REM ) 2/ \BRKEAER

DT #ifa o> S1P, ZFRIEONTEALFHEIER & U > i ORRS I T Ml ER (=
v A)
7 4 3V E RS A 0.05, 0.1, MO Img/kg DHE T~ 7 AZEHENE S LT
4.5 Wifitg . U )@ N o CD4A'T il o> S1P, Z FARH A2 7o —H A b A KU
—TCHIE L7, SIP, ZHREDORE L)X 7 >3V E RERBEOHEICS T T
T L. S1P, ZBERONIELOFFEN R STz, FRFRIZEB VT, U U7\ OKRRY
A CD4*T Miflad: 7 « > =V & R O H&I126 U TR L 32,

UV (EiCD4*THiE L DS 1 P ZBHORELAIL V) GRRUFERDCD4S* THEERE
UVINE mi#&
100 2007 200
EEEIFK
- il 24> 3yER0.05
Y # 20mEr0 2 o 3 o
o o)
% o 8 .l o 8. | o
& 12 & 1201 o
B | & B
= 40-*'{ E 8 g 801 ®
£ g g °
£ 0] 4 ° 401 ©
o o
o
0 0 o
SR 0.05 0.1 1.0 R 0.05 0.1 1.0
—_—
S1P1ZBFORRE 2«43V E FIE5E(mg/kg)

S1P, ZRARDORNELFEMEAL ) L/ \NERUKRMEM T MRaEUR A E A

@ ARG Y o 7 SERIBA VR OFRFEZEAL & [m1E M (=7 %)

C57BL/6 ¥ 7 ADEFRNIZH a3 (CFSE) TiEik L7z[FRe~w AD U 3Bk %E
BAL., 743V F FEEEE A 0.3mg/kg CHERE 05 T 7 HRMIKER O S
Lica (BHE461) ORMimH o CD4'T Mifa, %O CD8T Mz 7 = —4 A
AN —THIELZ, 7423V E NEREZHRBRROZS L7254, CD4'T Mg
J O CD8'T Mifaix, 5 12 R ICBEE W L7y, 7 B DAk BREE & 133
FRREOEIZEE Lz, 74 >3V € RIESE 2 7 HEKEROES LGS,
I Y > REROBAIE 7T HE CTHECTH o722, 28 HH (&RE5K T 21 A#) I
Voo FREE SIS AR £ CRIFE L7z, KiE B AL HIZEFEROFER TH o 72 9,

A CD4'TH#iHa B cogTHil [ ¥ERZ

L 100] 100
W

i 80: 80

% ﬁ 60| 60

B3R 40 40
E

K 0] 20
= 4

0 0

0.5 7 28 0.5 7 28
74> dVERE SR ORE (B) 74> IVUERR S RORE (H)

3) RBRMBCREMEMEREX (EAE)
O Z v FOZMERI EAE (281 5 TRz
HEME Lewis 7 > b O BARHENICE /LTy NEFHMOMEMZT Vo F e iz
FIETDHZ LI Lo CRAMA EAE 2 3JE S, 7 ¢ 2V NEEREE (0.03, 0.1,
K N0.3mglkg) HDHWFET 7 rAKRY A (CsA, 25mglkg) M EYHND 2
MRER DG L, PRI A i L7, MREROBEIEEIX, 5 Bt EAE 2 =
7 (0=REE7R L. 0.5=RHx%. 1=RHTemE, 2=%komimis L <IL7 2 F v



VL.

EMEE(ICHT SIER

T S=IRIEE A S Wi SE A RRE) CTHIE Lo, RHEREETIXE O 10 HiZIZ
EAE 238JE L, JERITER., KOBEOEF/NSIHE D . BIEGEEME~EETL
oA, ZAD OERITHR 10 AR L72%ICEE Lz, 7 4> 3V € RIERE%S
0.1 X 0.3mg/kg TPRAMICHG Lz #HilH. EAE OREITIFIFEERITHIE Z i,
0.3mg/kg BECIIH G TH% D 1 » ALLE EAE ORIENIH 7z, CsA O 25mg/
kg THFGHIFFIC EAE (33 S-2s, BER THRICEEOFERZRO -,

[ I— 2 RN 270K A 25 mg/kg
- - - 70 0YERN 0.03 mg/kg —k— 74>TUER 0.3 mg/kg

#2045 (day 0~13)
2.5

o o - —8— 7 dUEK 0.1 mg/kg ~ —*— 74>TUER 0.3 mg/kg [day 0-6]

742 TUER 0.3 me/ke i
(day0~6) Cm
20 il
Ve A

~
1
X 't
s \ .
W 101 VAN
. o J [
. e
0.5 : ’\"‘ .
-' SN
: ® A,
. oo /‘ e
0.0 $-0-0-0-0-070-0-0-0 0-s 0-0TacA L Wi 8N 010 0 0 -0 0 0-
0 2 4 6 8 10 12 14 16 18 20

REHOBH
(RGBHFRTAfE )

@~ U A DOFFEMFER EAE ([C31F 2 BRI R

MM SLI/J ~ v 223y o 7rusr AU vy FEAE (PLP) #3= U UHif e L
TTVanr b bITmE L, =D 15 A2 EAE 250E LT~ 7 A 256812,
7 43U R (0.1 3% 0.3mg/kg OERO#LE) & rm-IFNS (3000
N1E 10000IU/~ 7 ADWEHE FHE) 2RI 28 HIM& G- Lz, SREOBIEIT
1288 Uiz, #RUEROEEE L, 9 RO EAE 227 (0=8k7 L. 0.5=RD
fHE, 1=20550 . 1.5=R05 Y LWk, 2=—KOmE, 2.5=—KDRE & 2D
fD—DFH Y | 3=MWRFL DRI, 4=HFEDIRTE, 5=ET) THIE L7,
PG 28 Al EAE A 27 ORRIFE(LIZBWT, 7 4 2V E REREE (0.1
XiF 0.3mglkg) 1T LWINHIZIER 28 L7228, rm-IFNS Ol e R i3 g <dh -
72. F7-. EAE OFRE CTOHMICE N TH, 7 1 >3V T NERRER I3k 51
B OFROBENE L <KL, H¥ % TOWMEZ rm-IFNS BHI R THEICER
L7=3Y,



VI. EHEIEICEHT HIER

-O- IFREF (181F) -8 1 L1350.1mg/kg & 4 Lt50.3mg/kg 2~ rm-IFNB 3000 U/ -F rm-IFNB 10000 IU/R DA

1 LtS son. rm-IFN 3

EAEZ 7 (FIE:

1004

80

604

404

20

BROBHSNEVWIIZDOEE (%)

lI] % 1‘4 2‘1 2‘8 [I) % 1‘4 2‘1 2‘8
NERSEOR NEESEORN

n=12.1Lt>

*: p<0.05, %*: p<0.01(vs }IFEY) (Steel %)

#%: p<0.01(vs FIHBY). ##: p<0.01 (vs rm-IFNB 3000 IUBS)

T:p<0.05. T 1:p<0.01 (vs rm-IFNB 10000 IUB#) (—H{EDILITYU1RE)

ROADBREMRE EAE 2H1T5BRMFEZR

@ 7 v hOEMR EAE 281 5 PRIZAE., BRI OV A % o —AYTEHR 2R

HEE DA 7 > R ORI ANICEFR T > b OISR E 7 P a h ek
B Uiz, MR O EAEE L 5 B v EAE 2227 (0, 1, 2, 3, 4) THIE
L7, 743V %E N (0.3mg/kg, #&AKLE) 1L, PHi&E (%O 0~11
H) ., 1B &EG (GE% O 12~28 H) XIXHERI L AF 2 —& 5 (fE% D 40~53
H) #%E0 L7z, ffEtk 40~53 A HIZHEMOWRIMBIEALZIER L, v/ Yy —1 7
7 A N7 —Yett b HE Yo% £l L7-,
TR 5RE CIEARER OFIE IR ZIE TR STz, TRIER 5B CIIRIE LTz
MRIERI TR MTIHR LT, U A o —iRFEE 58 CH EAE 2 2 7136 BITK
T U7z, < RREEOFFHE CIR AR & 22 RTINS 3N BIEE v, £ OfEIECIE T
fab~rn7 7y —VOBWHERBENALNTZ, 7423V NEREZ 2 8B L A
X o —WICTRIERE G L2 BE Tl XPHRRE & b3 2 & BBEMER A ITRE CTH Y . &
SEPERAL OIZ M & B (2 LT 3,



VI. EHFREICEY HEE

3.5
#i 30-
ﬂ 2.5
H
{20
n
;H; 1.5
FI'\ & (LESTHHES
K 107 @ (LESHEES
L & (LtESUAFa—
< o5
sksksk
O T T T T T 1
0 5 10 15 20 25 30 35 40 45 50 55
REEOBEM
#kck 1 p<0.001 (—TTECES RSO TR U Tukey test)
Sy FDEUE EAEIZEITE 74TV E ROFHIE.
BEMRERVLRF 1 —HAEDR
TEREY 1LE5
A ' D
Wov—Ib o
T7ANTIV— & \\ 4
#&(A.D) g
" 500um o F o,
E
HEZR&(&
(B.C.E.)

Z v FOIEHE EAE I2E T HRERER U RIEMEHaD
HHEPADREICHT HER

@~ A EAE 2B 5 H ERUGHE T 0 F i~ 0 I 5 1R
~UAOITY T uTF ) vy REAE (PLP) #XEEREMHY EAE OFHIZE
J i L CD4 T M DSk % 7 ¢ v 2 U & REERHE O 1EH % 314 L 7=,
F72. EAE ORIE, HHEOMEITICH UGN T Ml & U CEER&E Z K293
T U UHURRFRF) 72 Th17 fifd & Thl Ml OB ~OREICRH T 2 EHICON T
ORI L7, MEME SLI/J ~ 7 ZIZPLP X U UHUHE LTT VanNr b e b
HIZHRIE L, BED 156 ARICEAE 2 RIE LI~ U A2 RRIT, 74TV E N
fetE (0.1mg/kg OB D E) ZI5%MIC 28 HREES Lz, &K TORAIC
FREK Y iR LTz, BFRE VY VR s U Bk E S, U vos



VI, EHEEICEY SEE

ER1E in vitro \2 3B\ C PLP THRIT U772 ICHBN T A MU A 4t %256 L,
PLP ¢ 5/ Th17 Mif & O Thl fifax 7 v —H%A ~ A U —THET L 7=,
KEREO~ T ZOFHTIE, BifEE & I Q-SCMmE E P #0712 CD4 * T i
DIREAGRD Bz, ZHICKH LT, 74 > =Y E FEEEE 0.1mg/kg % 58 Tl
e DAL & FHE~D CD4 " T Ml ORIM OB 58O b vz, iz, XHEEO
%%fiJEP%EWEM7ﬁm&Uﬂnﬁm#&ﬂbfwé LIRS, T

+4 3 Y E REREE 0.1mg/kg Z VBRI NG L6, *THEE L ik L T PLP
%ﬁ%&TM7ﬁ@&Uﬂﬂﬁ%@ﬁﬁ«@&ﬂi%b<ﬁwbto —F7 42
U REERE OG- T Y v /3H5iN O PLP R 24 Th17 fifia 2 O Thl MO
Doz, kX, 743V E RERBEIZI =) UHURBRN R H ARIGHE T
MO U VB b OBHEZIR L, ZORE, PR AR~ B O E T
i DR 4 5 Z & T EAE OFRMGIR 2/~ EHEREND 39,

PLPFEREAE T42d)ER E PLPFEREAE T2 d)ER
ASRREE 0.1 mg/kg ARREE 0.1 mg/kg

0.5 1.9 0.5

HhE

IL-17

UL INER

IFN-y ——>

/£ : HE 20 (A, B) KOWi~ ™ 2 CD4 &/ 7 o F— iK% 7= CDAT Hilfa o G s
W (C, D)
F¥ : PLP % 5A9 Th17 ffa % OV Thl #ifo 7 o —H o A b U —figfr
YJRAEAEICHEITH I I UHEFEMN Th17 #ka
RUTh HileDEHEP~DZ BT H/ER

® 7 v k EAE (281 5 iR EHERE I ) B 1EH
HEE DA 7 > R ORRHBEANIZ, FHR T v FOHFRMARERIEHE T Va0 F e
&b LT EAE Z230E Sz, NI IA A 2B DIER BN (VEP)
CARPER AR EAL (SEP) Ziék L. P1 ©— 27 BNHELT % £ TORRE (FUSHE
B, H{Z : ms) KOVP1 B —7 & N2 ©—7 OENME (RiE, BAL : oV) ZEE L
L TR mBRERE 25 L7z, 7 ¢ > 3 ) & FIEREE (0.4mg/kg, #%0) 1%, %
LHMND 2B O TS (day 0~13) L% 25 HH2 O 3 B OIREN# S
(day 25~45) % %EfE L7z,
KTFRBEOAREIL EAE OFRIEICHEVEER 6 H BURK T L7223, 7 ¢ >3V E R
Rl GREOREIL, 7V a2\ hORrERE LIZEEE ORIZE LVEWITR O
720572, SEP KON VEP OFUGIERFIL, IR GHEOL A, %%k 12, 18, 24 H
THEIER Lot L, 7 4 =3 U E NERBER G CIlEE 5 RSERE O I
EDMIE &N, %% 25 HED 3 (day 256~45) {EIEZ &5 L8 T
X, SEP L:%#éﬁﬁ?ﬁﬁ#@ﬁﬁH}E@m&ﬁﬁi% bhic, —H., 74 ‘/:z“):a F
HlRYE 7 3 HRTEHRIIC G L= 5E . RISEROIER & IRIEOME/MI E i
L7z 3%,



VI. EPEEICEHT HIER

)]
110 . 4
7 /éig"*'*} ] ns
= 1004 / \E}Jf{ﬂ{l%
o g
& 90 s AT Y AN
@ 7 ot “P1
/ "/ //
80{ K |Adjuvant” 7]
= VP'“'),% Z SEP VEP X\ P1
THFTY20” )
70 (L — Adjuvant - Vehicle — 74 3UER
s% 1 1 1 14
@X@m\’ ® P )
) BEEORH

Adjuvant HH Vehicle [ 7«4>3dUEN
70 p <0.001

1 (©) p<0.001 150/ (D) — p=0.02
—— = =0.007 —
60 p=0004 p<0.001 P
poos 125 p<0.001

‘@ 50 —
E SEP 100
404
E 30 ] S
X ] 50

10 4 25

o 0
0 6 12 18 24
REEODBE

A BOREELEET (T)

B : JEGIEAIIR (SRR . SoUR LR R QYRR (AR . W ONCHBLE RN ¢ > T Y | RS
CK#Y) o SEP (/2) KOYVEP (£) o s3]

C : SEP O SGIEERE ORI AL & 7 4 > T Y = ROBE

D : VEP O REREORIFIEL & 7 0 > 2V E ROBhE

v b EAE IZH T 5 MR CEHEEICHT 2 FHIE

RS p<0001 iz
ms \
(A) V1 (B) p <0.05
50
600
40 ]
&
W 30 400
20
200
10
0 0
F1—-7 BB 74 TUEN F14—7 B 74 TUEN
EAE EAE

% 53 H1% D SEP OGN ER L RIBR OZNOICxT 27 4 3V E ROHE
Zw b EAE 28T 5 #RmEEEIC R T 2 ABRMME

(3) {ERISTRIR - AT
AR L



VI. EMBEICET SEE

VI. EYEIREICEIY 5IER

1. M REOHR

(1) B A R MR
AR L

(2) ERIREBR CRERR S NI MAFRE -
1) Hel$ 5
HAANBERER A 1961, 7 4> =Y F K 1.25, 2.5, bmg ZHEIROKG L& X,
74y 3VE ROMPREMEBEITLROL DICHRE L2 (A2304 3 ER),

5.0

M RZLARRREE (ng/nl)

0 72 144 216 288 360 432 504 576 648
i (h)

T4 3dYER1.25, 25, 5mg #EEROKS LIz E0MAPREKEEHT (THEHEERE)

J423YER125, 25, 5mg ZHEROKRS LIz& EDRELCEDOEYHE/NS A —4

1.25mg 2.5mg 5mg
HERE T A —H

N=6 N=7 N=6
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
Ty, (H) 5.9+2.4 5.8+1.5 7.6+3.4

B AR S, i (e M~ e K A)
1) AR OARE AL - HEE, TEF, /RAZIZ7 4 3FVERE LT H1IE0.5mg 281
BE5ET5,) ThD,

2) g5
AARNEERER A (661 (27> 3VERbmg4a 1 H 1A 7 AMMEROELS L&
X0, REMELONEERETH2 Y VBBbEORE 1 HHEKORT7 B HOEYEHE S
TA=HIITROLEEBD TH-7-? (A2304 iABR) . RE(LEOWHIEWIIE 7.9 B
ThHY ., HEEG LRk TH- T,



VI. EYBEICEY HEE

RIALIR UINGL 2[RI
$e51HH
Tmax (h) 14 (6~16) * 14 (6~16) *
Cmax (ng/mL) 3.11t0.8 3.7+1.1
AUCtau (ng + h/mL) 54+12 52+ 14
$e57HHE
Tmax (h) 12 (6~16) * 9 (6~16) *
Cmax (ng/mL) 18.2+4.8 11.3+3.5
AUCtau (ng * h/mL) 382+106 236+76
Ty, (H) 7.9+2.0 6.0t2.4

T (RS, P (B ME A~ Fe R )
MS B (108 41) 27 4> 3V E R0.5 XX 1.25mg % 1 H 1016 » HMMEROD
L&, EYREETVTINLEE 2 » AEZTICEFRREICEEL, EFIREICE
FOREARE DY VLA MPREITTEO LY TH-7= 19 (D1201 #ER),

. REAAR U ERAE iR
FEAIL
0.5mg ¥ 1.25mg & 0.5mg 1.25mg #F
15 B % 2.64+1.01 6.76+2.59 1.837+0.61 3.60+1.54
(54) (54) (54) (54)
L B 3.15+1.30 8.01+2.55 1.69+0.87 4.32+1.52
(54) (51) (54) (51)
L 2.96+1.23 8.77+3.08 1.57+0.81 4.88+1.93
25 Atk (52) (50) 1) (50)
L 3.19+1.31 8.61+3.02 1.70+0.86 4.80+1.92
3n Ak (51) (49) (50) (49)
6 Bk 3.50+1.44 8.92+3.55 1.82+0.81 4.84+2.09
(47 (48) (47) (48)

ng/mL ($1%0)
) AFN ORI AL - g, o, lAIZIiE7 4 TV RELTL H 1E0.5mg &%
BET L, Tho,

(3) h&EH -
P

4) BE - HHAXOEE .
1) BFEORE

<SHEANT—5F >
fERER N 29 Bl &2 5t RIZ, 7 4 T T ROEYBEREICHT 2 RBEORE LM L-
(D2107 #&BR), 7 ¢ > T U E R 1.25mg & 2GR R OV EIFE (R 50% D v U —73
NERGHISR) Z#E A% 30 Jlckn&Eh L L&, SRRSO 7 TV E ROR
ZALR D Cmax KON AUC W ONZ U U {bik o AUC ORI FEEO . (% %218
RE) D 90% 5 HE X X AW F 0 [R5 D HE 0.80~1.25 Zdii/= L7223, U VB {bikD
Cmax TR 34% K T L= Y, UL, REEAKRD Cmax L NAUC WM U 8



VI.L EMBEICET HEE

LD AUC ERISTh o722 L inh, RENAKIOBER Lo SR U Sk P
Z RAZ T AREMEITIR VW & B 2 BTz,
) ARFNORRS AL - g, @, lAIZiE7 4 FVERELTL H 1E0.5mg &%
BE5ET 5,0 ThD,

2) D E D8
O b atry—v & oY ERELAFE A EARER © (A2311 RBR)
<HEANT—H >

fERER A (22 6) 17 b=y —L200mg 1 H 20 9 AMEROHEE L, 4
AEICZ 43U %E R bmg A HERRA#&E L& & REMAKD Cmax N AUC
IXENENK 1.2 4O L7 Lz, U U Bbiko Cmax (37 haF Y —
NDEE L Z T Iao 7=, AUC IR L7 5287, &7 b2 — L oimiE
kT 7REICEEITRD bl o T,
) AHNOAGR S - HE - R, TEE, ACIZ7 42U RELTL A 1E 0.5mg %
ROE5T 5,1 Thod,
@ v 7 AR L OIEYEhE I AERHRER ® (A0107 #Bk)
<SHEANT—F >
R (1241) (v /e AR Y > 200mg & 1 H 2[[ 8 HEKERAOKE L, 5
HEIZZ 42V E R Img ZHEREO#&G Lo s &, REMED Cmax LN AUC
ICEBITERD SN o T, FT-. Y7 AKRY O Cmax KON AUC 1258138
LORSY AWASIEESY el
) AR OAR I L - AEiX, TEw, mAZE 72V ERE LT H 1M 0.5mg %
RO&EET 5, Tha,
@ % FBEAT3E & DI B RE - AOFE B/EAHFER @ (D2114 3ER)
<HENT —5F >
PERERR A Pt (31 ) IR AT (= F =T X T PF—/1 30pg KO LR/
VALV 150pg OELAHA]) 2 1 H 1[0 28 AKERO#EE L, 156 HE DS 28
HEHETZ7 4 3VEROSmg #XEROFKLG LI E, ZF =LA RNT U4 —
@D Cmax KL NAUC IR D bl olz, VAR V7 A FLL® Cmax &
WAUCIE, 74 I VEROPFHICEY ZNEN LIFEE L2 F8ML-, %
Too REE KON U EREIRD Cmax N AUC IZHBITIRO Lo Tz,
@7 hr vy loEyEE TR AE/EH 10 (A0118 k)
<SHNEANT—F >
fEFERR N (22 61) 127 hr ey (FIENZ 0.25mg % RN G- L. DA% 110~
120bpm X (F#a ¥ 5 & 2mg 2T 5 £ T 0.26mg # BN E) &7 TV ER
Smg G Liz & & REMKE N U EREIRDO Cmax &K OV AUC (2215
O Lo Tz,
) AHOAR S - HE - R, DE%, ACIE7 42UV RELTL A 1E 0.5mg %
ROK5T 5,1 Thod,
®AYTuT L =)Ll DOIEYEREFAMEAIER Y (A0119 #lER)
<HEANT—H >
TR A (14 61) (24 Y7 rT v/ — (lpg/mL OA Y T aT L ) — VKK % L
124 110+ 10bpm XA RKIEAEE 5pg/min (CET 5 £ THARNE S [R5 &
100pgl) &7 43V E R bmg Z0fH&EG Lz &, REMKEERY Yk
Cmax KON AUC IZEITH D b o7,



VI. EYBEICEY HEE

) AR OER I -G - HEE, HEE. jAIZiE 72V E RELTLH 1A 0.5mg %
BOEE5T5,] Tho,
©® 77 a—v&OEYERE TR AE/EH 2P (A0114 3ER)
<HENT —H >
fERERR N (1261 1277/ va—/50mg % 1 H 185 HEXEROES L, 5HHA
27 4> 3V E Kbmg ZHERRO#KEG L- L&, REMAELOY VEELIAD Cmax
KONAUC IZEITRRD benoTz, £72. 77/ 2—/1® Cmax KON AUC 125
BIIED LN Mo T,
) RANOEB S HE - HEld, Tay, wAIiE7 >3V RFELTTH 1 0.5mg %
ROEET 5, Thb,
DUNTFTE L EOERYENREFHIFEIER 12 (A0114 35k)
<HNEANT—F >
A (136 IV VFT7EL240mg 2 1 H 185 HEXEROESEG L, 5 H
BIZ7 4> 3V E K bmg Z#HERRAOKE L7z & & RE(MKRE DN iAo Cmax
KONAUC IZEBITRD bnehoTz, £2, U FT7ELD Cmax KON AUC I8
BIIERO LN o Tz,
) AFIOEB Sz L - AEE, TEE, fAE7 42 VERELTLH1E0.5mg %
ROEET 5, Thb,
@ N R<=B Y L oY ERELAF HAEH 37
<HEANT—H >
fERER A (23 ) (2 H L "< 2 100~600mg Z i 5T 1 3 26 49 H X
EROBELE L, EEIREIZZELZ3HBEIC7 3V E R 2mg Z HERROE L L
7o b REARD Cmax XN AUC IZZNZ 18% M N 40% L7z, U ik
R® Cmax &N AUC (X224 18% KT 38% I L7z,
) AR OAR I G - AEiX, HEw, AIZiE 70 FVERELTLH1E0.5mg %
RO&EET 5, Tha,

¥, EHIC L 0 L RETEENCOWTIX VL 7. FHAEAEH] OEAZSR,

2. BEUEERB/NT A—4

OF 2y
AR L

(2) RUVEEESH -
PN L

(3) HEREEH
TR L

COYR R I 4 B S
<HEANT—H >
e AN (11 61) (27 ¢ > TV E N Img Z BHEIFIRNEG L&, 70TV ERD
7 VT 7 A1%6.32.3L/M Th-o72? (A0108 ikER) .,

1E) AR OAR SN HE - HE, TEw, RAE 7 020 RELTL H 1 0.5mg & H#&5
T5.,] TH5D,



VI. EYEEICET HEE

(5) N TATE -
<HENT—% >
@%WAHW%%%K74VﬁU%FMQ%$E%WW§5ka%\74VﬁU%F

VTHRARIZ IR 948 Ly DA AFEITH 1199+260L ThH-7- ¥ (A0108 ER) .
£D$ﬂ®%aént%$ FEx, T@E, mACiE7 4> 2YERELTLH 1A 0.5mg 2k 0#5
T5,] Thd,
(6) ZMDfth :
mMER L

3. BFKH (REaL—>av) @l

(1) BBAT 753
B L

Q) INSA—AEFHER :
<HE>
<HEANT—H >

4. IR

< PERINIZ DWW T

MS B3 490 5] (5B1E 150 B, 22 340 fl) 2B\ T, 74 TV E FEONY UEEBR
DI N T 7 RET B L L THREFFI A EEITRO o7 (D2302 ),
F7o. MSHEE x4t & L7z 2 DOEKRAE (D2301 & O D2302 ikl ; “oit 4201
. B 1779 WK OOFEfITCIX, U B bR o R E DT (BT
PEL D 10.4%K\V) RBD LD H DD, BRIKIZERDH 5 22TIERWEB X biv,

« (KEIZHOWNT

MS & 551 HlicBW T, 7 4 > TV T ROREKRE N LAY h T 7
IFEREIC KD HFENRAEZITRD e -7z (D2302 RER), £/, MS ¥ %
®g L Uiz 2 DOEKRRE (D2301 & O D2302 548k ; 1251 #1) OOFAfTCliE. (K=
IZE0 U B bROMmPIREIZDT 72 (14dkg OEEBENT 6.2%IKF) @D LI
HH00, BKRMICERO S HZTIERNEE X B,

« AFEIZHOWT

HA (7851%)., BA (6.1%)., B A= 7 (4.18%)., HAAN (4%) 72 O NFE
THER Sz, BRBAEE 861 28 & LR RBR THE LN 4 3V ROIR
WENRE Z AT LTS5, AT D7 V7 T 0 RFBITRT A ANEOZE /NS L, AR
EEOIESLS>XOREPANICH Y, AR O 7 VT 70 AEL, BWENCEROSH H%ET
72 B X Hi7-(A0124 3Bk, A0125 3Bk, A2218 #ER),

(KRR REAT R

WAL « RE 4 E R L
%W$:@%ﬁAKWd74VﬁU%Pﬁ%ﬁ%ﬁﬂ&%btk%@ﬁ¢&@ﬁ¢%ﬁ%i

&Wii%%uikﬁiéﬂthmmﬂﬁ%%

%ﬁﬁﬁ %M R L



VI. EYFEICEY HEE

<HE:Tvb>
[“Cl7 4 T2V E REOZORFIONGITFIEEREZ, IEIC =2 —va &Lz 7 > b
FWCRHEE L7z, 8514 24 RERILAINICHEH SR 288 L. BT » b O+ FBENIC
HEAT D&, HE, R, ROEPIC, ZNENEGBIHRED 18.1%., 21.3%, &K1 64.0%234F
M, D &L EHED 34.4% B THLE DRI SN, HEALTET v b DERRLTZ
fEHHIZIE, DEDOT 4 TV E FORE(E (5 ED 0.6%) BRI, U B bRiTm
HENehotz, ZOMENS, 7 v MBI DBHFEERIIRE(LAED D03 ) AT
2, BEIZA Y UiAEZT R TH D M5, M8, KUMI1 2 XIck-~THELDL EE
ZHiv, BIFREN T v b TOT7 4> I VEROZ VT Z 2 A ZBEET 5 AR IRV &5 %
bz,

(RFRIRFREAT &R

NAFTTRLSEY T«

<HEANT—HF >

fEEERL N 11 Bl 2RI 7 4 2 U E R 1.25mg 2 AH% 5 L7 & & Okt A4 74 F £

T4 %7 432V E R Img OFARNE S & O TRl L= (A0108 3kBR), 7 > TV E R

DM NA T T XA ZEV T 41£93% TH o722,

) AR OB S - AEE, L@, A7 42V RELTLH 1R O0.Amg &0
%, Thd,

5 9o

(1) & — iR EaEtE
B R L
<% :7vh>
7 v NEBIIRIZ[MCl7 1 TV E R, [UCIQ)-7 4 2V E R U Uk, RKUMCIR)-
T4 AV ER U UBREEE TN ENRIER G L, MAN~OBITEFM L, 70T Y
T ROMAN~OBITRIZELG Lie7 03 Y E RREEICKEF L, 20p¢mol/L TiX 17%.
100pmol/L TiE 38%(ZHIN L 7o, Z ORRBEARAFRIZ2IINZ, PHFEAENEST 57 4~
TV E RYEH ORI SUIEER R E B2 bhvd, £, RERICMCIS)-7 4 TV ER
U UBALE KR OCIR)-7 ¢ 2V E R U Uik Z BRI G L7Z/EER—R D, 71
=Y E ROMRASOBATIIISREIRNE (-7 4 TV E R U VERbiE>R)-7 1Y
ER U UK AROLIE W,

(2) % — R BEEAPT A 14
UER e L
<BE . UHPX>
XL - IR TR, RV T 0 2V E RE 0.5, 1.5 2T 5mg/
kg OH&ET, 7 HES 20 HEIZT T 14 HREIREERSG L, 743V E NIkA
MEBAR 2 imiE U, RAER 5K T#% 24 FE ORR IR REg it 7 > 2 Y £ RREIT 17
~23 2L, 7432V E K% bmgkg OHRE TREROFEG LzE &0 24 Bt D
FRIRFR T o) F REEL, HEREG Lz & Ll LT, 30 fFIC LA Lz,

(3) L~ DB -
MR L



VI. EYEEICET HEE

<& .7y k>

RHF DT v MZ[MCl7 4 TV K& 7.5mgkeg OB CTHEROKES LI Z A, ik
FERITHIFICAT L, 5% 24 Wl Chem B REIR & (3.91pmol/L) 1ZHE L7,
HHORERRIZ. FIZT7 40 TV E RORBIGEKEKE DY VBbikCTh o7, Fith 7 4~
TV REOY CEERRE L, REW O MR & i LT, R TERETN 2.7 4K
W18 fFIZRE LT 9,

(4) BEEADBATHE -
B L

(5) Z DD~ DFEITHE -
MUERR L
<HB#F : in vitro >
7 4 >3V E RIIMER~O SN E L . 4.5~45ng/mL OIREHPH T ¢ > 2 U £ FOMmER
BATHIL 8% ~8T% T o7, U rMbRIL, MER~OSAMITR  MERBAITRIL 3~
3000ng/mL T 14%~18%. 0.3 &2 Ing/mL T 2%~9% Cd > 7= 4V,
<BE Ty bh>
HetE 7T e 7 7w MZMCl 7 4 > 2V E R4 Imgkg O HE THEROE LS Lz &0,
e 5-1% 168 IRifi] £ TOlign - AN B BRIRE 2R3, RO &% 6 R TIX, 2 I2JA
Hi72 U RR A A s U, THARE DA LRI Cie b @ W RE S @R B v/ (i Hh iR B
(0.136pg-eqlg) @ 28 %), WWNT, Mili. I, Mg, M OB CIIMiPRED 10~14 %
DFEFREN GO BTz, O G 168 FE TlX., £ < Dlifias « fLfk - OB REIR 13k
EED 1/6 LT, B, K., LROREHE EACIIEmEo 1/2 F2E £ T L, IRes - ik
HBURRE IR 72 W R Ao LTz,

WU REIR L (ng-eq./g)
ligezs « HELAk
6 B 24 TR 72 IEf] 168 I

1% 0.136+0.026 | 0.0680.005 | 0.015+0.001 nd

I 4% 0.1560.043 | 0.0490.004 | 0.008+0.002 nd
% 0.058+0.010 | 0.160£0.042 | 0.209+0.022 | 0.110%0.006
RREIREN 0.801+0.079 | 1.395+0.395 | 0.575+0.040 | 0.081+0.025
AR ER 0.057+0.008 | 0.083+£0.021 | 0.041%0.003 | 0.005+0.001
SN—A— | 0.22940.029 | 0.5440.163 | 0.419+0.051 | 0.059+0.014
M it 0.592+0.086 | 0.785+0.226 | 0.183+0.034 | 0.019+0.003
PER U L% | 0.296+0.038 | 0.509+0.140 | 0.198+0.039 | 0.018+0.004

CIRNI 0.8660.068 | 0.5340.089 | 0.117+0.032 nd
B 0.216+0.032 | 0.287+0.081 | 0.111£0.009 | 0.021+0.012
it i 0.163+0.020 | 0.337+0.093 | 0.211+0.021 | 0.022+0.005
il 1.865+0.097 | 1.326%0.198 | 0.275+0.063 | 0.024=+0.005
Lo fisk 0.651+0.068 | 0.493+0.085 | 0.099+0.018 | 0.011+0.002
JF e 3.764+0.216 | 1.226+0.116 | 0.289+0.079 | 0.022+0.003
Bl 1.644+0.185 | 1.427%+0.235 | 0.306%+0.060 | 0.029+0.004
RS i 1.336+0.133 | 0.997+0.153 | 0.217+0.038 | 0.031+0.004
I 1.467+0.107 | 1.201+0.211 | 0.242+0.039 | 0.018+0.003
PN 0.604+0.093 | 0.621+0.065 | 0.178+0.022 | 0.046+0.005
k) 0.177+0.039 | 0.325+0.061 | 0.142+0.008 | 0.018+0.002
THH 0.055+0.010 | 0.107+£0.029 | 0.143+0.012 | 0.093+0.009
FEH IR 0.111+0.015 | 0.181+0.041 | 0.184+0.012 | 0.075+0.004




VI. EYEEICEY HEE

HURREIRE (ng-eq./g)
fiees + KLk
6 B 24 IFH 72 IFf] 168 [

=01 0.090+0.010 | 0.099+0.021 | 0.035+0.003 | 0.013+0.002

AR Y > %8| 0.666+0.268 | 0.8830.217 | 0.206+0.046 | 0.018+0.004

BT S7 0.167+0.025 | 0.448+0.147 | 0.314%+0.008 | 0.073£0.005

37 Al 0.179+0.017 | 0.154+0.037 | 0.031+0.007 | 0.003+0.000

B g 0.371+0.064 | 0.506+0.104 | 0.145+0.036 | 0.026+0.004

R i 0.142+0.026 | 0.195+0.047 | 0.082+0.007 | 0.015+0.001

B 0.511+0.061 | 0.605+0.150 | 0.147+0.026 | 0.010%0.002

H 0.722+0.093 | 1.235+0.180 | 0.331+0.049 | 0.018+0.004

+ 56 4.149+1.770 | 0.400+0.027 | 0.089+0.013 | 0.012+0.002

25015 4.828+1.462 | 0.682+0.206 | 0.097+0.013 | 0.010£0.003

[F 5 1.322+0.620 | 0.424+0.065 | 0.094+0.016 | 0.010+0.004

K5 0.279+0.147 | 0.361£0.060 | 0.146+0.037 | 0.012+0.002

58 0.180+0.069 | 0.200+0.048 | 0.070+0.003 | 0.009+0.002
FEE+SD (n=4)
nd : 5 H PR A
(KRR R AI R

(6) MBEEEEE :

<HB# : in vitro >
743 UE RERNY U RO mEEE B EHRITE <. 0.1~100ng/g & T 30~3000ng/
mL OJEFEHIF T, ZIF1 99.85% K% ) 99.7%~99.9% T - 7= 4V,

6.

(1) BB R U R R

FRHHERAL « Tk
R . <SNEAT—F >

7 43V E ROEEMRBRKIT, KEPOIZEEEZET L2700 TV E N U UBBER
S)-=F v FA~—~Or#HH)7e ) iRk, FIZ CYPAF2 #0032 W LI &L OV D%
DRENIEER B AR D4R, R OFEMMEE 7 I NELURO AR TH - 72,
R AN B 4 f) [CMCHER L7274 > 2V E K 44Tmg ZHERAOKG L2 L&, @
FIZRO BN FERT ¢ TV E FERS (%5 816 Kifili: £ TORBUIERSL & D
AUC Izt 2FIE) 1. 74 TV E ROREMEK (23.3%). U bk (10.3%) KO
ARG (VAR G M3 [8.3%]. BT I R M29 [8.9%], &7 I N
B M30 [7.3%]) ThH-o7=9 (A2217 RER),

) AFNOAR S A - AR, Ty, RAKIE7 >V RELTLH1[E0.5mg /A& E

T5,] Thb,



VI.L EYMBEICET SEE

NH NH

Howygen Hom
OH OH

M29 M30

/ Ho_ 0
NH. S NH.
HO /0

OH OH

FTY720 FTY720-P

i (S)-enantiomer

NH2
" s
OH OH
M12
(not observed)

OOOH

i \ Gluc.
NH, NH
OH 000H OH 000H
M22

M4

Gluc. : glucurony! group

EMIBFET 40T EFOHERBTR

Q) R#IZPI5 T HEBEE (CYPEH) OHFE. FE5EXR

7 43V E REIEIZCYPAF 7 7 7 I U —TREF S 4. FRZ CYPAF2 OF G AR E N
EEZLND,

<Z&# : In vitro >

tMFI 7 v Y —2ZHAWEREBRIZEWT, CYP3A4 2O CYP4F OFERITHSH /77 k=
T =nid7 4 Y E MUGHZEF L7 (Ki 0.74¢mol/L) 7%, CYP3A4 BRI EHEY
BThHTHLY LR OZEDM CYP 4 FREOEMEIZ T 4 2V MUGHAEIZE A ETH
ELphotz, 7 haFy—iE, CYP4F2 KON CYP4F12 BB /7 v Y —AIZBITH 7
4 FVERORFHHF L, IC,, 1ZENEI 1.6 X 0.6pmol/L Th-o7-, £7-, E |
JFX 7 vy — AROSEE I CYPAF2 Hiilk %z b MFI 7 v Y —LAEABEDR KL FET
WINLTBE, 74 U Ry M1 EBRCREW OERIT, I LI HUR O IR B A7)
(CBRE Sz 2,

Q) VEEENEDEERVZDEE -
mMERR L

4) REVMDOEFEDOEERVESL., FELE .
T4 FVERE, AT A rFF—BIC Lo TEMERIKTH D U VKA D(S)-—
FroFA~—[Q)-7 14 TVEF VrBEicEREINLN, R-=FrF4~—[R)-



VI. EYBEICEY HEE

743 VER Y UBBERNTER SR, 74 FVER (S)-T7 4 FVERY U
B, R)-7 4>V E R U UERAEIKICOWT 5 FRED E F SIP S/EY 7 ¥ A Sk
7 A=A MERZFHE L 7=,

S)-7 42V ER U UBLAUSAOREH TH D M1, M2, M3, M4, M29, U M30
IZDWT, SIP ZEEY 7 X A Ikt 2ERZ M L7223, W oG L 1EM %25

o,
T4 VIYER, (S)-T4 > TVER-P, RUR)-Z4VITUVER-POSIPZRAY T4 TIZHT S
EC,, fE
SIP &k 7447
S1P, S1P, S1P, S1P, S1P,
T4 AYER >10000 >10000 >10000 >10000 >10000
(S)-7 12V ERY UEBIGK 0.3 >10000 3.1 0.6 0.3
R)-7 42V R LK 218 >10000 28.9 80.1 >10000
(nmol/L)
7. e
<SEANT—5F >

R AIC[MClI 7 4 TV £ FEROEE Lz & & &5 LI BSRE o BRI # 5% 10 H
MO 34 HE CTHREEDZNTN 62% K X 89% Th 7= (A2217 #Br), MERK £ CTOIME
DL RPASOPEHE 81%, FEh~DOHEHIE 11% & HEE S iz, JRIICHEM S 2 e D =
FERES IR M3 THY . HE5ED 36.6% Th -7z, KEH M2, M4, KON M22 OJRH
PR Ix, 2N ENEEEO 7.1%., 3.1%. KN 1.3%THY . 7 1TV E RORE(LEKLDY
U U ERITR TSR &N o T,
FEPA~OPEIREE LY VIBEERETH Y . TNENHEEGED 2.4% % TN 1.7% ThH -
T=o TOMOETORBWIT ML, M2, KOM3 Th-o7- 7,

8. b3 RK—5—IcHT Bi%HE
MR L

9. BMEFICKDBREE

<HEANT—5F >

MR - FEBMEE 52 fl 2RI, 74 FVERN25mg%x 1 A 1ERAKEGL, &
FARIED 7 4 > 3 U E RO MR T 2 BHEREREE & LR ENT D24 5 L 72 (A2202
B, B N OV OB REREREESE (Cer 1 30~80mL/min) DIMF DT 422V £ RRE
BRI, EW2BHELs AT 0BT LRRECThH T, £, REMMKRREIL, migENT
IZE > T 14%IKF L7219,

W) AANOEGE S - ik - HEd, @y, RAZE7 >3V RELTLTH1E0.5mg 2 N# 59

5.1 ThH5H,



VI.L EYMBEICET SEE

10. FENERZEITHEE
(1) IFpéaer s AE

- B K ONVHR A B IR R R

<HEANT—F >

SME AR (8 ], Child-Pugh A=27 5~6) KO E (8 4], Child-Pugh 2 =7
T~9) FFHREREER 2RI, 74> TV E R Img ZHEREOEG Lz & & O3y,
REIZDWT, PRI, i, AE, HE. ROBERRE~ v T 7 ST fRERA (16
) &R L7 (A0112 §BR)

7432V E RORENAED Cmax 1L, BE (0.6520.12ng/mL) K& OV H % JiE
(0.57%0.10ng/mL) DiFiREREEFE & fEFERK AN (0.64%20.17ng/mL) DHIZZITFE
biipnr o7z, AUCIn [T OV 25 BEITRRRER 8 C, Rk N L iz LT, £
FI12% K N 44%I8IN U 7=, SR EEIFHEREFE E 1236 1T D RE(IR DT I (K 4.9
A (XA & RIRREE CTh o 7ond, HEERFHEREREF 4 TIX 6.7 A M &K 50%4E
ELZW,

) RANOAR I HE - &, TEE, RAICIE7 42V RELTTH 1[H0.5mg Z#0

B545,1 Tho,

- TR E

<HEANT—% >

SME N EE AT REREE S (Child-Pugh A =27 10~12, 6 ) #XI%ic, 742V E
K 5mg & HRFE O£ 5 Uiz & & OMBREIC W T, MBI, Fln. BRIEIIAE, O
WUEIRI 2~ F o 7 SETAMNENERERCN (6 ) & Hleiat L7z (A2204 35R)
IR R E A e OMEEE A A @ Cmax & Y AUCInf O % F8ME O e [T RERE
F RN (BB 90%(EHEX ) ] X, 1.07 (0.81~1.42) K (*2.03 (1.62~2.54)
THVY, Cmax [ZEITED LI > Tn3, AUCInf 135 TR e EH TR A O
Ko chot, HEEMBERESE CIIANTIOZ VT I AR 50%IK T L, 1K
AP 3K BO%IER: L 72 9,

) AFNOARS L - A, TEE, RACE7 3V RELTLH1EO0.5mg 4% 0

BT 5. Thh,

(2) BRgRemE AR

<HNEANT—F >

AN E N B RERE S (Cer : 30mL/min A, 9 ) 234Uz, 7 4 2V E R 1.25mg

ZHERROEG Lz L & ORYEREIC OV T, AFE, BRERRSL, MBI, ik OMAEZ2 ~

v F o7 SETANENBEFERON (961 &l L7z (D2108 #ER)

HEBMRRERE S O RZE(LIAD Cmax K N AUCInf 1., ERAICLE L T,

32% K N 43% o7, — )7, U LA Cmax & O AUCInS 13, BEFHERR A G L

T, ZNEN 26% KD 14% @ o7, 7k, REMBE Y VB bR E b, HI R

WCBAGIE AR DRI Do o, AEMEAEY M2 (VR E#EY) © Cmax 1% 3 500 E,

RIEMEARH M3 (LR R REY) @ Cmax KON AUC IZZFH 8 5L T 14 f31C

Lz W,

) AFNOARE N Bk - A, HEE, RACE 7 >3V RFELTL H1[E0.5mg /0 &
54%,] Tho,
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VI.L 2&M (ERALOXES) (CBY51EH

VI &£t (ERLDIESF) (CBYHEE

M

1.
1.

HEABEZDER
&

2 FHEIORERFEAER. HARICHOEY MEROETERNA OIS, HICREMDBIEIKE

3 BEELGRREMNH OO, ETICESHNBESNTILNS, F=. FH & OREEMEEEHA

-4

1 FFOHREFT, REAFIZ+IHMBTEIEREKICE VT, AFOREMERUAREIC
DPVTO+HLEHEE SREBILEDARERE L DEMD D & T, REEHIEY & i
ShBEFICODVWTDHARES S &, T, ERFEFOERLCREENRESTH_&
BRHEIDT, +RICHRTELIRMELERNLENIGERICOHFAERTH &, [8.3,
9.1.8, 9.1.9, 11.1.3 5]

CIMEBMNMETTHSEAHENT, MRBLZEMLTIEMEEETLIH L., HULTR
ENTAZEETCRSEMIETA L, [8.1.1-8.1.4, 9.1.4, 9.1.5, 11.1.2, 17.3.2 B ]

M TIEA LA, Epstein-Barr DA JLRICEEE LB V&, ) o/ MEEERBOR
BEWESh TS, FEOBREICEVWT, EELAMERICLY. BAMNEGRRAEES
CERHBIDT, ABRLOEEEARKRNEEZ LEZ LHHEINIBEICOAHRET I L,
[2.2, 8.2.1-8.2.3, 8.7. 9.1.1-9.1.3, 11.1.1 BEE]

<>
1.1 AANZEWNI TOMEHRBEAR O TRY . BE ORI ONT @158 O8>

5. MS O+ VB RRRER 1 DV | AANZ DWW T 43 72 H53k D & 5 Rl 23 AH 4 A 9
52 &,

£ AR THHAEKFENBO 6N TE Y, EIERTH > TG 3~4 » ARITITIRF
FHRAPBLETHL LD, IRBELEEN LN OIGAICOMEMNT LI L& LT,

1.2 AKAIFBEGFRRICIIRE SDHEPME T2 2 08050 T, MERSRZHM LI LEAM

LHEET 5L WYIRAENMTALDEHO T TREZHMGT D 2 L,
BRI O TRk B

« ARFNOWEEE AR A RZETE TV D% T Y . e-learning % 52tk L CTAFI DA M e OV22 42
PEIZOWTCTH e ik a G325 2 L 2R INTEMNERE L TW DR Thd Z &,

« MS OZEINAHET, +5072 MSIRERBREAT HEMTH Y, JRHAIE L CTHARMERES, HAM
BGEFS . BAMRIBEZ2O VTN OZERIFRT D EMNAEE L TW AR TH D 2 &,

c JERERIR A EET & D EAT LB 5 L U AE N T X D EHE T OB ERIHIE NS LER
HE %2 E0BIEN AR IR RH SO TnD 2 L,

c AFNIOEE2BIER (BYUES) ~xHh CTE 2R EHIAR SN TV DNk THDH I &,

< IRBHE & oD = LS ATRER ik T D T &,

1.3 VEAMEIRERERIZ IV T AAI 1.25mg/ A ¥ 245 L 72 BE TR TIZE o o H R RV

WIEZ ., ~NRAWBENHE SN TNWD, Fiz, ENERRBRICBW TIEMEY R
DITHINHRE SN TND, AH & OBEMENEE TE RV TIER 2 E NI THE &

NTWLZEnD, RFIZEEGT DB, 1BE Lo EENGERIEL BE S & s
LA ORBETHZ L,

¥ AFIOAGR ST - L, TlE, A7 4> FYE RELTL B 1[E 0.5mg &% 05
5.1 Thob,

2. EQAREZTDER

2.
2.

R (ROBEHEIZEBRELGBWNI L)
1 AFNI ORI xF Ui BUE DREERE D & 2 B



VI. 2&M (FRALOFES) (CBY51EH

2.2 BHERRYSEDH % HEFE (1.3 2]

2.3 W XATATER L CW D RIEEME D & 5 etk [9.56 BHR ]

2.4 U F oMLV L, [10.1 ]

25 77 A Ta (F=Uv, 7abAr7IRE) UIZ 7AW (T IAFary, Y¥a—L
%) PIAREENRA &2 &5 o [10.1 28]

2.1 —RICHEANC L DBBEUEZ L Z L= BF IR CEF 2 H& G515 & mEEEBUE %
T AEEER S D Z E SR L LT,

2.2 AANIKEMIMF DOV L RERERD SELZ 200, BRIENHEETLIBEIARH S, £,
MR RRBRIZ IV T AA 1.25mg/ H ¥ &2 &5 LT B TR EICE - - EE KM
PIIE | ~_RAPRDPME SN TWDHTDEEE & L,

MARKNOARE - YL - HEE, TEE., A7 FVERELTL H 1R 0.5mg 20
T5,] Ths,

2.3 BMER (v b UFF) IZBWT, AFRGEIZLDBEFEEPEOONTND, F
7o, BRRBIZE T, AAEZRA LN aE s/ T2 B2 HE L EOMERD
B EME | G ST LTV B ATREVE D B B I IIAR 2 G L & ) s
L7z, (IVIl. 6. (5) #fhw) OIAZHR)

2.4 KFNIRM Y o RERERD SETRIEMGEWERIZRET 221, £V 7 F o 2Bl
THERIETLIRNEH D70, AFEEFROF %Y o REREREE T 5 F TIE,
HEUIFUoERE LW b, (VL 7. (1) PFRZEEZ0MB ] OESMR)

2.5 AAOEGIZE 0 LHBEMET T 5720, FAICL Y REIRZE®RT2B8ETNWRH 572
wiEs L Lz, (VI 7. (1) AR s 2 0BH ) OESH)

3. MMRERIIMRICEET HFE L EDNEH
(V. RICETSHE) 22952 L,

4. RERUVAZICHAEYT 535 L ZNDER
RESH TN

5. EELGERMIE L TDER

8. EELEARMIE

8.1 AFNOEHHIERF ISR T, BEEEOBIENE LD ENH LT, AFIEE
BRAART M O G- HIILL FORICIEE T2 2 &,

8. 1.1 FImF 51570 < &b 6 REIIT/NA Z WA L OB EIT, WllalE 5/ & OW)[a]
5.6 FEMZIC 12 S LEREZNET 5 Z &, Fo, PIRIEG% 24 T O EKL O
ORPEICIZ, EHFEMICLERNEZE=F—FT25Z NLE LY, [1.2, 9.1.4, 9.1.5,
11.1.2, 17.3.2 &[]

8. 1.2 AAIF 512 ZARNRMEAFENRIZ B~ 5 e SUTTER S & & o I 556121, w7
BEITH) &, o, WOFEGR (B H UIKRELZFRHE) ICbL0EREE=X—T 55,
+oiEE, BlEE21iTH 2k, [1.2, 9.1.4, 9.1.5, 11.1.2, 17.3.2 &/H]




VI.L R (ERALOXES) ICBY5IEE

8.1.3 BEMMWITIZ, HFEV, SBL2XRHLLNDLZ ENHDHOT, BENEDEL R
ZRE O OERE 2T ABICITEE S5 2 8, [1.2, 9.1.4, 9.1.5, 11.1.2, 17.3.2 Z#]

8. 1.4 ARFNDHEYPREENEFIRBICRZE L% 2 B 282 283 L2 LI2GA1R, BE5H
BRI DS R B BEEIC T 2 EENRDO LN BENNH L5720, HlEHE 5 L [F
BROBFEE., BlE2175 2 L, Zods, WREHIMA 2 BELWNOEE S, &5 HHFIX 71
HETHZ L, £, AFOKEMRENEFIREICEZET 2N L, 52/ T 2
Lrald, BEHORERM 23 L, glE& Gk & RROTE, BIg41T 9% +0120E
BIb52 L, [1.2, 9.1.4, 9.1.5, 11.1.2, 17.3.2 2]

8.2 AANIARIEM Y > NERAEWAD SEDEREAT D2 LN, ARAIOEHIZ X0 EYED
YR BERTHEBENDSH D, AFEGHBRTR ORGTIEL TOSICEETHZ &,
8.2.1 AAIFG-FAMAANIC MR E (MEREEESE) 2175 & &b, BETITITEHRI
RIREZIT D Z & U U 7SEREDS 200/mm? % Flal- 7284 12i%, 2 %% B HREZ
ki L, e L C 200/mm?® Kili T o 723551213, JRAlE L TG2 L, U o ek
MEET 5 E TEREOREZEEICBIERT S & L b, BMYYEDMEBEICERE 249 %,
OB 2T 5 2 &y WHEHBICOWTIE, U o Bk 600/mm?® L EFE TRIET S Z &
rHZE L, IR ORI S R A EEICHHE L 72 E TR 5 2 &, [1.3, 9.1.1-9.1.3,

11.1.1 &[]

8. 2.2 AAHIF G- ARG SATHAIRIB I HIEGL T 5 L BIE (LT 2B 20 H L T720 . KHFIHE
HBAAARTZ AKSE ST RIS DR PO A B2 R L, NEIS L TY 7 F o4
HaBETL2 L, BT HAIEY 7 T OMRP 451G LN D E TRAIKR 554G %
FEHI4 S Z L, [1.3, 9.1.2, 10.1, 10.2, 11.1.1 &M#]

8.2.3 BFITxI L. BYYUER (GBE, TAREYE) 1L bNIGEICITE BIZEIREITHE
BT DEOMET D&, HEERBYENHB LGS IIIAR OG- 2 hilr L, wEelie
fEZAT D T &, BEFBIZOWTIR, EYYEDRTE Z MR L, 167 Lof M & it
ZEEICEHME L2 TRl S 2 b, (1.3, 9.1.1-9.1.3, 11.1.1 &[]

8.3 MEMNE L & O, FRICEGUMICIIEBRER S DbND Z RN H D70, F554h 3
~4 5 ABICIRIERE 2 5 0IRBHAMREZ £ L, BEPEREEZHFRAZHAICHIR
BRI 2 R 2 2 &, SBEREAMR I NG I10E, BEE2 PRl #URE
ZATH 2k, MIEBZOBGHBICOWTIX, 1R EOf M & faltE 2 B E IS 7 L7z
THWT S Z &, [1.1, 9.1.8, 9.1.9, 11.1.3 &}#]

8.4 HEREEFE N HLDOND Z LN DD T, A GRMGANIIITH#ERE (F727 3
FT—F, BV UE) 21T L EBIC, ARG FITEHOITITREREZITO Z &,
[9.3.1, 11.2 ]

8.5 Mt EANHLLNDZ ERHDHT0, BHEHIXEMICMERNESEZITH 2 &, [9.1.7,
11.2 /]

8.6 IM/MRIEADN o LoD Z LMD DT, ARG BIGET & OF G- 911308 BRI Mgk
& (MEREAEES) 21752 &, [11.1.9 /]

8.7 AANTHI W NR L (6~9 AR . &G ILEROEFDMLH 76 OHEKITITHRKEZ T
25 AP bEENHY . ZOMY L REREGEA 72 EOIRT IR L R T 5720, K
YOEDRB S ICEE T H 2 L, [1.8, 10.2, 11.1.1, 16.1.1, 16.1.2 &#]

8.8 ARAIDF G-It IC, FGBItART X 0 EEOREMENRE IR TRY . &5 IL%48%
P24 WETIZROONTWD, HEEZFILTHIGEICIE, BEEORERBHEBEICEET S Z &,
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<fian >

8.1 AFNOHTEFIARHC, ODHEIET, BEEEOEBENELD ZENRHY | RIRMEREER
IRk, BET vy 7%) DRESHLTVD, D54,
MLUARICARE D | 6 FFfEfR £ TiZidmk (0.56mg &5 TIFFEEK 10 1,/ 0 DI T) (12
T2, &5 2 BAUBRICO OHEDMET T2 28038008, 51 HAICERSEZD
EFIE NS 2%, £, ARORGEkET 2 &, LIAEUT 1 » ALRIZIEESN—

AT A AMEIZEIET 5,

LU, SRS, FIlalEe 5 6 B OBEIRICITRE 23809, &5 21 K%
(O I 2 FBL L7 B 99 & 24 IFRILIANICAE T LTREE TR A S B GERIEIAR
H) BHESN TS, T D OMER & ARAF & DBEVEIIH S0 TIEZRWA, Wiith
KANP G 24 B HLINORITH 5 Z &b, KA GRBICH > TE, £ETORET

24 BHIOE=4 Y IR I N D,

(bprg) @ - JS5tER (h=57)

%
[iva

i

g==:1
N

=@= & & 0.5mg(n=57)
- K Bl 1.25mg*(n=54)

—10 4

B EHS TSR AUIN=), O
|
[00]

—12 4

—9.60

—13.53 —13.49

—14
R—2
Sa

1 2 3 B . .
5 %M (BRFRS)

AERS BOALMARB#OELEHR (ERNE IHERER]

(bpm)
6 -

—10 4

BIRMEHO S FN ANN= ), SEHFRHE

—14

-®- ISR (h=57)
=@= & A 0.5mg(n=57)
—129 —e— & #l 1.25mg*(n=54)

SA

~—2R 15H 118 21A 318 41R 5x1A 61nH

5 AR

6 n AMDALMRBHRDOELEHTRE (ENE 18R]

DO T I G 1
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AR IR (LB DB/, W4T — )

POE- 3
ik

fEEEM RS 1261 (HEARAN 661, EA 64)

743V ENRERIH (78R EE) 267 423U E R bmg*a 1 H 1[H
PR T~8 R AR N & 5% O DB O 2. A2 —0EREZ AW THIE L
71‘; o

100
95
90
85
80
75
70
65
60
55
50
45 | msmEmEe |
40 T T T T T T T T T T T T

0O 6 12 18 24 30 36 42 48 54 60 66 72

REfE (h)

REZORSOBROEREL UBsERKRFER)

L1828 (bpm)

CARFNOARBEN-AE - AR, TEE., RACIE 732 RELT1 H 1EO0.5mg ZfkA#&5

T %,

8.1.1

1 Tho,

. 8.1.2
E-AYUTARE
OFBRISEHM LT HEMEEET 5728, MURAEZITX2EHO F T
BRI+ 5Z &,
BIWERBBLOSA I A, EHBICLENMTZ D L 5. AR EO 21T 5
_& FRZULFO X D 72 BE T, EEICBEITZ L,
BUNEUEOREETv v 7 MT SEMERE, R MME PR BT D o i
REOH 5 HE
- DA OIRWESE . BN A R OB I v U AR A ST
DBFE TR OB IO &H 5 BE
AEH Y U AE, e RYE QT ERJEMGRE UL QT IR D& 5 E&
@ AAIBH AR K OWIEI# - 6 Rl I2IX 12 8 LERAWET H 2 &,
@9&<&%$ﬁ%ﬁ%Gﬁﬁi1ﬁﬁﬂ_umﬁ&mr%ﬂmﬁé_ko
®EBHITK LT, 24 B OBLEICBWNTIL, MR EEZRETSE LD
2, AL EX T = &)/ﬁ®%%ﬁ%“éhé
@%_45' U 2 T HITIRIRME A FEAR OB SUTIER D FR O e GE1E, SHEIC
S UGB 2L E (7 b e v Ep RIS SR @&5)%ﬁw\%@@@ﬂi
FERDER U, ZEMT D TRIE AT 22 &, £, kbR (3
H X IXARIESZ BB ICH LEXEE=X —F 5%, +okiEi, BT
&,
JREARERLHE
BISIRIAE T (24 BEIMERR SN D) 12, LT O AR THI- SN2
&%ﬁ;btﬁf JREFRENG N2 Z &
IRERFO DD, BHRIO LD 80% %2 T\ % (45bpm &% TV
HTENEELW),
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8.1.3

8.14

TRFOOFED, Beh- 6 IEfEf: £ TIZRRD b - i KfE % EE 5,
TR, WIRMEAFENRIC B S 2 e - ik (REED v, JR97. BifE
%) ROWERBEEFTRNAA LSRN (ZBELTND),
B HAZITRIRMEARBERIC BEE T~ 2 BRI (REMED £, 2T AR, B
%) BDAEUEGAICIE, LEIG U CHEEIZAE (7 ~a B o XIS iSRS
Beh) 2TV, ENOOERPHRT HETREZBET &, 7o, DKk
MR—=ZAF A NRED 1 H A% E CIIEBHEEOEIRIER T2 L 55T 52
E(DFEVERHLLDNDAREERS D),
ARFNTE GBI DA EIR T, BEREOBIENEL L 2 L03b 5D, @HE, X
WIREIZ L0 2 OEMNITREEE S 2 23, IREHIIC X > TEAAI O M iR MK T
L. FIEE G & RIS DAEIR T, BEGEOBIEZ L LD it d 2,
L7ehio T, IRERICR G2 BT 25613, BEHRORERMZZE L. 1)
[El¥ Gk & ARRO TR, BIRETOSE+ICEET LI L,

I
I

PEREERBT—2F&(ICLzY3alL—Yay

ERARSEEERBR OFER D O | IREERZRIZ T 0 > TV ROIEMERHY CThd Sk U
VERGARIRIED 0.2ng/mL & TRl 72355121, ARAIOF G- BB R E 55
EREEO DR T ARDO HND Z EMRB I NI,

B ORI OT — & IZHES&, PIREG% 1, 2, KOV 4 B TIREL
ol ZOWHFEOMBT ) VEBILERRELZ I 2l —Yar Lt ZA, KR
W H Y CERGARIREE DY 0.2ng/mL IZET A P HEIILL T LB Y TH -7,
- WlEEG% 1 B CRE LI2GE, K305 9 B

- WA G4 2 W TR L2 A, RN D 13 B

- WIEl G 4 W TR L2 BE . RS 15 H

(ng/mL)
1.2

- 1BERRS
- - = 2Bf#%5
4 BRRS

0.8+

B\ BB
o
o

S
1<)
=

0.24-----fft----F----- : PN\

e e T T T

0.0

0 7 14 21 28 35 42 49 56 63 70 7 84 91 98
#i@AK (")

ARF=2Fvab—va VfERTH LD, lxDBEITT DInFEPOMPEREOHR &
FERRS D Z ENEESND,

SZE  BRNICH T HRAXELRHERR
LIFDSEIs, MR G L FEROER, Bl8217T9 ZenfElian s,

b

‘\_[
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8.2

- WGBS 2 FWRLANIC 1 BB Lok % L84

- BEHBRMA D 2 M A 2 4 BELINIC 8 HEL LRI ZE LA

c BHBMNS 4 WM A B A% 2B 2B DRI E LG
ENADERARRBRIZINT, 77 8AR L ik U CTEYE R & L CORBIRITEIT R
>77,
[ NS PR BRI Z 30 T BLSR DS (51 700 o T BYSE | LS EEE 2 . SRS, BEMESE . SRUE (K
ST oTn, WAMNERRBRICE N T 7 ARRE L il U CRBERNE Do 72 BYWE 13/
REXREOTRERETH -T2,

- AP GANCMERRAE 217V, MEREZ R 2 & &b, &ER b EMICHmAEL

THZ L,

- AAIBHAARTIZKSE - #RIE2 OBEERE, TH#EBOAEZERTL 2L, £, HNE

WIS CTCU 7 FoEfEZET 52 L,

 RYYEO B Lo 7o | BEIEGYE OSBRSS MG AIEK T A Lo e s L,
- EEREYMENGRO GG A T, AAlEZ IR L, RENGEEZRLEATT O L,
< RFNOIMAF S OWERIFEGHFIESR 2 » A2 Z EBH 0, KFIFIEED 2 » AR

VRREYE OFERFEBUER T 5 Z &,

8.2.1 AANIAMIM Y > REREZWD SHELEMEZHA LT D, ARAEIOENEEKHER
TIEHFEHH DY »REREIE, AK 0.5mg & 58T, #5165 HRRITK T0%
YL, FOBITR—AT A MEDOK 22% (CEHIK) 450/mm?) THER L7-, #%
5.6 » HTU »/RERED 200/mm? % TRl 72 5EG1E 5 61/56 61 (8.9%) &
D, ZDOXDRFERRY SEREORD RO SNTGAICIE, 2 %A B
(CHRRAE A 9406 L, ¢ L C 200/mm? K Th > 72551, U o SEREn
600/mm?® (2[R 2 F TR EZHFWT5Z & L LT, REIDY o ek
DD & RYIEFEBL & OB I S Tid e Vs, SRR RBR IRV T
ARFN e 5 B 7R RYLIE L X 0 FETE U7 EBI N & B 7 EIRYYE S E
BT 228N BH 5 Z b, U SEREA 200/mm? % Flal% K 9 28 7
WD D TR DA IR, &5 A2l L CEREORES HoIcBIg T
5L,

(MEREDO X A 2> 7D BEZE)
BB 15 B, 1 A, 2 » Atk 3w A%, TNLEIE3 » AT L

8.2.2 MEAMIEIRFER CAK 1.256mg™/ H 2 &5 SN BEICB W T, HLEICE-TE
BB IREE N HME SN TWD, AR SUTHRIEZ OBEREREN 72 < |
TRIEERE 22 T TORWERE TIL, ARG FIKE - RS U A L A1
WY 5 L BIE(LT A2 RNH D Z s, MLEBEIN U TAAIKRGRTICY
JF U EERTD L, VI F U BT D5, AR R I
FIHNCAIER T 2720, U7 F o OMRPEET L ARERH L2 &b, U
I F AR DRIENER SN THOARBIZR G ZBGT 52 &,

KRR OGRS T HiE - HEE, T, KAE 743V ERELTLH 1E0.5mg
RN 595,] ThHDH,

8.2.3 AFNIKMIMF DY L RERZRDIHDLZ LD, BYENHEESTIBZERN
HD, BYYEOBRIR R OIS, BEITGYERDNENZHA I EE T2
EOoEET L, o, BYYENRREB L-HGE1E, \EERT 5 ARtk &
L7, AFIPIESED, RHICHURAEZITH Z &,
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8.3

8.4

SMERGRBRIC BT, ARIORITEH & U THEBHFEARDO b TEHY . 213, &5
Biin 3~4 » H X TITHE L T\ 5, BRIV TIEBREN RO b 581
FHa2PIELTERY | ke G5 OB RWNZ D EHEERES T L7258 134K
BehaT oL Lic, 72, HREOBE LT FUEROBIEEDH 2 BFH T
IPEBEREA BT 2V R B RT L L 0MENR DL, EEMRET D & & bIT,
[EHE % OF GBI OW T, AieltE & et 2 EEICFHE L7 ETHIBrd % Z &,

0 30 60 90 120 150 180 210 240 270 300 330 360 390 420 450
1% 5 3R (=

CmOomO & H| 0.5mg (n=854) == IFN B-1a (n=431)
OO0 & Fl 1.25mg*(n=849)  0-0-O0 ISR (n=418)

BHLZEORBEREROKS BN ENIMAHRGSHEN) BAT—42
AR OEKRES NI AYE - AEE, L@, ACE 72V FE LT H 1[E 0.5mg Z#% 05
T5,1 ThD,

- B GBAA 3~4 » A, ROMREENED LN EAICIRIERE %2 & L IRA 2R
EEEHL, TO/BREEATT L2 E EBZEZHRFICEER ChHoTm@ELH S
7o, JER R TH 3~4 » ARICITHREZE_T 2 L),

© REB G EBEE RO SN A IR, ARl R TIE L, EUARLEEITH Z L
(AFH ke L CHe G L7 RRBRIT 20\,

- FEZICAROR G2 BT 25613, Ak & RN A S E ISR L7z ECHIbT
5L (RIS RO D TJERII R G2 P IE LT D),

< BEPRIE O BRE UL T R UK OB D & 5 BE TlE. AFIBRAGRT R O 5 & &1
IR 24T\, EEICES T 52 & (HEREN KRBT 5 Y A7 BT 5 & O
ENHD),
BEDOX A I 7D H%R)

5B 1 » A%, 3 » AL, 6 » Atk. THLKBIZ6 » AZ L

AHITIXAFSRER AR FE 0N EHEE TRO LN TE Y | BIBI D% I TAFI 5B 1614

3~4 » AUNIZIRD G TWEDR, ZOBRBBOONDLZ N D, KFEZEGT HEE

(X, ARFIBRGARTIC TR REMR A 2 MR L. 55 b EMIMICIFHRERE 2175 2 &,

Flo, ARG HIIFHEREREE DS HBBL L2568 1E, AAORE 2P L, MU 0E %

11952 &,

(MERAED % A 2> 7 O HE)

BB 15 HE, 1w A%, 2 » AtL. 3 » Ak, T3 » AT &
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8.5

8.6

8.7

8.8

AFNEHEHITEMENRD LTV D20, AFE G I EICmERE 2175 2 &,
MED ERMEEITEE 15 R L VRO LN, &5 2 3y AR LEEETH T,
(JEHED X A I 7D HZE)

BGBAG 16 HiE, 1 A%, 2 v Ath. 3 » Ak, TLIIZ3 » AZ &
BB, BREE DDA LNTT — & 2T LIRS E. /MR & ORI R
EEETDHIEETE RN, RAIZEET LB, AFIBRGITCMEHRAE (EREE E
%) AERL, BE5RHE S EMICIERELZITY Z &,

AFNTHE RN R (6~9 B, #HHIEZORF O M H 6 OERITITRE T
25 BB 5EERbL LB LI, TOMAA OV v ERERA 72 & OIS0 R
LR T D720, AFIFIEED 2 » HRIZEWERORBLUIEET L2 L,

<BE>

Hilmlfg 5

fEEERR A (19 B1]) (CAHK 1.25%, 2.5% bmg*a HERO®KE Lz L&, &Y 16 %
(FPIfi) IChem SR (Cmax) ZHIE L, {HEFHEBNIL 5.8~7.6 HM TH -
722, (IVIL 1. (2) ERARER CHESE S N7omHiRE] DHSM)

MAKNIOAR SN E - HEX, B, AIE7 o FTVERELTL H 1E0.5mg &k H &5
T5.1 Tho,

EWNIZBN TS ZRMEEALAE O B ORBIGEICEHT 2HMEDEHRL TWDH T Enb,
[ IE O EEORBHE) (CHETEBWRELZBRL L, 2B, 5P IE%ICEE
DOFBIEENFEEL U EFNCB T 5, PN SR E TOMMMIL, 5 F1E% 12 80N
2% 64.5%, 12 HFRIE~24 HLINDS 31.2%, 24 BFRIEE D 4.3% Th o7z (EINSAOT

&7 —4),

<G IR R O B O PR I O SE B EE >

il A
| g | e
T P 54171 . !
| (ADEE) R O

BITER  ZFEMEREALAE P58

5 FATOFEN &, FHRIEBTIKT,
JEIR R ARH Y

ELRRE | BERRG

®E 615 HA e e
5 - ) PML O ARZZE AR Ik,

Hik 36 A% | 7~ VR A T L HBREA,

MRI (2 CHFER R ZEMERE L AT 1A K7L 205%
I k91 AR | IEHEAT.

10 | ZRIEREE ] 0.5mg JEAR @ RIS AR, L UMUK

- | (AR

fo | (BORERLY ) 615 1 MRI | C RS S R L A 1A /S AR
AT

MRI (2 THRERRZERER L AT 1A F/3r 25
AT

MRI & CHBERBEEME L AT 2 A KoL APR
EREAT,

ik 173 A%

ik 301 H%

ik 419 H#

Wik 465 H 14
§ GIE W35 X T Jif T
ik 525 H %

ik 5256 Hi% | FA&iWr « ZRIEMVIER S, 2 RMERELAERIAITE
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o PR R A i
Be H-BAAART ehikE | gk 28 A% | BIVEASHLE
MRI IR EE 5 PR — AFBEG-F DS 28 B DN MRI
B, OSEBE. o BB AN T, AAITIE 91 |
(e 2 SN %0 MRI Tix, ZHRMEEEERDSERA
FMBHRE - 5V R LT, TVNEY A F IR
INBIRE - A2 L Wb bd, KAl R IE2S 119 A
MR 7e L & 173 1212, % MRI CHE X
RRAERIREL : 72 L T WA &R 72,
IR HY KEGIRE - HY
INIMRRE © 72 L
MR - 72 L
FRAPRRIRE « 72 L
ISR . HY
EDSS 1.5 — — 1.5
U NERE | — 479 1191 -
(/uL)
DEREEES © 7~ LliEY A F L
PERE . v, LAY T7rEFIVL, TIELVTTFUIUX I LAF RPN A,
RYBIVRT 4 VT T b EEERE LA

6. RENERZAI HBEICHT IR

(1) BHHE - MEEFDHDHEE -

9.1 EHHE - MEEZEOHLEE
9.1.1 BREEDH D EERIIREENTEONLIESE
BHYYENET 2B EhnH 5, (1.3, 8.2.1, 8.2.3, 11.1.1 B ]
9.1.2 KEXITHKBEZDEERENLZ L. FPHIEEEZZITTULVENWES
ARFN B G AKE X REBICHE R T 5 L HELT o620 nd 5, [1.3,
8.2.1-8.2.3, 11.1.1 Z /]
9.1.3 ZREEMDREICHDIEE
BIHMELFHHETL2BENNH D, [1.3, 8.2.1, 8.2.3, 11.1.1 ]
9.1.4 FIELULEOEETAY Y., AFLEERE. EOMHMEEXIES ~OELFED

HHHEE
WG PAMEEHCEERLD) AAEERS LDbNOIBENLNH D, [1.2, 8.1.1-8.1.4, 11.1.2
2]

9.1.5 DMAKDEVWEERILXHDOBRTENOH D EE
B H-BRIGIRFICAFNC X 2 0MBUR T O L2 = 1707, [1.2, 8.1.1-8.1.4, 11.1.2,
17.3.2 & #]
9.1.6 BAYDLME., £XME QT EREFREXFQTERDHZEH
QT MRz \EIIERE S5 8ZNRH 5, [17.3.1 ]
9.1.7 amEnEE
SEREET BTN RH D, (8.5 &M ]
9.1.8 ZEFEDHLHESE
WENRIEAEET BTN H S, [1.1, 8.3, 11.1.3 B3]
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9.1.9 BRFBDEEXILT FOBERXOBREEOH I EE

B IEN BT 5 U A7 BRI 5720 AR G-BAGRTICIRE AR A 2 520 L |
gHRICH ER LI 5 Z L, [1.1, 8.3, 11.1.3 Z ]

9.1.10 EEOMRF/EEZEI HEE

JERDHEES 2B H 5,

<fa >

9.1.1

9.1.2

9.1.3

9.1.4

9.1.5

9.1.6

9.1.7

9.1.8

AFNIRMIM P DY P REREWO» SEL Z D, BENEES L BEAND D
VEEICRETHZ L,

@%&%ﬁ%fﬁﬁl2@mmx%&ﬁéMt%% BWTC, EEICE-T-EHER

FHEMEIREE DS ST\ D, KE UTEIRIEZ ORI E 70 < TRIHRE
BT TR WSS ClE, AR G- A U RIEZ I WG 5 & BHIE L

THBENR D Z ENGEEICRETHZ L,

KAFIOFER S NI AE - HEE, @, JAE7 4 FTYERELTL H 1E0.5mg %
ENnEs+ 5, THD,

ABNIEMIMF DOV o REREWDEEDL Z D, BYUENREI LT < 725w

RN S0, HEICKRESTLHZ L,

AFNP G-BRIAERH DA BUIR TR B EOBIENE L 5 2 &b o7, U
UbEDREETay 7 WASERR, Bl EE XL > L AREDH 5 R

F I, DR T AR 72 R A U IERE LT D AREME N B 2 b
L2 EMbEEREIIEGTLZE,

AFN G BRIARF S O BUIR TR BB OBIENE T D 2 &N d 5, DK
WS (55bpm AJil) XUTKAFOBEIEED & 5 B Tk, AFIEG-BHIGRZ.0

BTt 2 MBS 22 BN A U 5 LD BUR T OB L= TR0 TVWEB I b1
LI EMBEERICERET S &,

MESMERE AR AH] 1.25mg* L O 2.5mg*% 1 H 1 (8] 7 H [ Sl ik ek
OG- Lzl &, QTeF ITIER L, 90%E# XM D LRIX 14msec LL T Th -
729, MS BE COMKRBRTIL, QTIEEDV RV 2HTHABREITIEENTEDL

T DI OWT o BmaiirbhTnanizd, QTEED Y 27 2 H4
DARA Y 7 AMGE, SeRME QT ERIEMRE L QT IER O & 5 BE ~DARH -
IZOWT, FRCEERNPMELZZ DN EPDHEBICERGTH L,

AF| 1.25mg* RV 2.5mg*E REREXIEEXF L 70FH T 400mg ZEEHRSLI-LZ2D
QTcF R

QTcF FEEHEH] (msec) @

HA (7T &R EDFE[90% XL 96%(2 1 X [ °])

AFH 1.25mg* 10.64 [7.46, 13.83]

Al 2.5mg* 10.65 [7.41, 13.88]

TH T 0 FY o U 400mg 10.61 [5.94, 15.28]

a: 12 FELENITIHRG 7B HO®RESE (F7 v RELOAAFGRET 0, 1.5, 3. 6, 8 KX
12 B, x> 7o U 5EIT 1.5, 3 RON6 IR ICHIE LT,

b : AHNT O%EFEXE., TX 7 x4 03 96%EFX 27,

AR OARE I HE - HEE, EE, fAZE7 > FYVERELTL H1FH0.5mg %
BRo&s54+5,0 THD,

KRB GRICHMENEOOND ZLAH Y, milEEZEPFL TWDHEE T

TERNELT DN RH 5700, HEICKRGTLZ L,

. 9.1.9 MS & ExG L LIzl RRRBRICI W T, WEEFEOEERRIT, 7

R UK DBEAER 2 WEE T 0.6% ThoToDIZH L, 7 RUBRROBEELRH 2D
— 69—
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BETITR 20% Th o7z, Flo, BERFEE AN E B OWEIMERIRR T
1. AH 2.5mg/ H* & bmg/ H* O 512 X 0 SERIEO R BLR N 5HREE (2 =
T x )IVRE T = F V) IR 2MEFICHEM LT, 0=, FERFEOERE XL
R R OREERED & 2 BE CliX, MEREORBLY 27 BREmnZ ER Tl S
HIZEMBERICERGETHZ L,

KAKNIOEKR S - HEE, TEF, AEZ7 4TV ERELTL H1E0.5mg %
ROKE5T 5, ThHD,

9.1.10 AMIEARRER I B W TS EER AT OIK T (FEV, XX D,CO DOBM7RHA) 7
BOLNTEDORENH D, HEDOMWIRFERZA T 5 BE IXERRBRICHA F
NTELT, ZEMEICOWTIE BRI IThbTWanzd, ZhbofiE
TIE, ERDBEALT D REEMENE Z DD Z D, HEEICKEEGTHZ L,

(2) BHaelEERE -
BRE SN TV

(3) FFikRelzE 8% -

9.3 FFHkRefEE RS
9.3.1 FriaeEEXIXZTOMEEOHHEE
MAHYRE S RO EENMERE T BEN R H 5, Fo, IERPEETIBZAN
b5, (8.4, 16.6.2 &[]
<R >
# % (Child—Pugh 77¥i7 7 A A), H%E (Child—Pugh /3% 7 2 B) KOEE (Child
—Pugh 77¥7 7 A C) OIFFERERRES (22 #1) (ZAK] (1% bmg*) #H[EREOHE S L
7o L& EFER AT, READ Cmax ICEKIZH bR > T273, AUC BNENT
A 12%., 44% KT 103% N L7z, BEEE DATBEREFE FE CTIXTH R R 2 bIZ A i
Dro oy, W K OVERE O FFHERERE 553 CIXVE AR A 224 49 LDV 50% LR L
2o U VBRLIRITEE OFFEREREICB W TOLMIE L, fER AT Cmax KO
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Fol N B 1 (0.0)
A AR 1 (0.0)
TR abs 1 (0.0)
Bling 7 1 (0.0)
FE A LT I 1 (0.0)
A 1 (0.0)
FANGEIm 1 (0.0)
HA NG e 1 (0.0)
AN ) 1 (0.0)
i) L= 1 (0.0)
HERESE 1 (0.0)
HENELIE 1 (0.0)
[ 1 (0.0)
7 RE (R 1 (0.0)
BRES 304 (13.0) *
N 101 (4.3)
T 71 (3.0)
HIEAR R 26 (1.1)
FIEE 24 (1.0)
T 7 AP N 24 (1.0)
& 20 (0.9)
(X 17 (0.7)
1 PN 12 (0.5)
i 12 (0.5)
B 7 (0.3)
Bl 6 (0.3)
EEES 5 (0.3)
JE AR PR 4 (0.2)
i Bl 4 (0.2)
BEE I 4 (0.2)
H % 4 (0.2)
A 3 (0.1)




VI.L 2&H (ERALOXES) (CBY51EH

Bl VER % OFEH TR (72721, kB (%)
AR E R R 3 (0.1)
P 3 (0.1)
B PI% 3 (0.1)
MR 2 (0.1)
NS 2 (0.1)
AN ES 2 (0.1)
WAL 2R 2 (0.1)
B I AE R 2 (0.1)
1PN 2 (0.1)
TREE R 1 (0.0)
nE%R 1 (0.0)
fHE ) 1 (0.0)
e PR 1 (0.0)
IS 1 (0.0)
B 1 (0.0)
B b 1 (0.0)
FEhEIEE % 1 (0.0)
Bl 1 (0.0)
AR 1 (0.0)
EiEi 1 (0.0)
I P 1 (0.0)
H S E R 1 (0.0)
M EPTEB I AR 1 (0.0)
AIER 1 (0.0)
SVl 1 (0.0)
0 O 1 (0.0)
L P9 & PHALBE 1 (0.0)
EHFLSD 1 (0.0)
SR P 1 (0.0)
FH 1 (0.0)
E N 1 (0.0)
D PERE 1 (0.0)
—fg - 2BEETE S VERSIGELOIKE 243 (10.3) *
Uiai 95 (4.1)
ST VT PR R 28 (1.2)
FEEL 26 (1.1)
7 5iE 18 (0.8)
NS 18 (0.8)
FE M 10 (0.4)
HaJa 8 (0.3)
K 7 (0.3)
AR 7 (0.3)
K PEEIE 6 (0.3)
IR B 5 (0.2)
AR 5 (0.2)
23 5 (0.2)
B 4 (0.2)
I 3 (0.1)
TR E 2 (0.1)
RIE 2 (0.1)
RS A I 2 (0.1)
o J A v P 2 (0.1)
e 2 (0.1)
it LA SR 1 (0.0)
5 1 (0.0)
2 M 7 (R 1 (0.0)
TEFNMEIS T 1 (0.0)
PRI 1 (0.0)
B 1 (0.0)
fENEEsE 1 (0.0)
HH R 1 (0.0)




VI. 2&% (ERALOFES) (CBY51EH

Bl VER % OFEH TR (72721, kB (%)
A By PR 1 (0.0)
Z2fg 1 (0.0)
HEANZEE S S 1 (0.0)
TES AL H if 1 (0.0)
RSB 1 (0.0)
R 1 (0.0)
Zlidign 4 1 (0.0)
PHZE 1 (0.0)
PRI 1 (0.0)
bR 1 (0.0)
HW & 1 (0.0)
R 1 (0.0)
1R AL A TRE 1 (0.0)
FFREERES 21 (0.9) *
JFhE 10 (0.4)
iER 4 (0.2)
EHY UL ey MAE 4 (0.2)
FFHERE L & 2 (0.1)
REY 5 - 1 (0.0)
SR R AR T 2 1 (0.0)
AFHE R 1 (0.0)
RERESE 2 (0.1) *
T L — 1 (0.0)
AT L L — 1 (0.0)
BREES L UFERE 590 (25.2) *
EUEFEDS 170 (7.3)
- &GE R G 116 (4.9)
SR % 58 (2.5)
WHSH 25 55 (2.3)
F e~ L~ A 53 (2.3)
A7 41 (1.7)
RIS 38 (1.6)
Bl e g 36 (1.5)
Sl G 35 (1.5)
R 28 (1.2)
2% 24 (1.0)
ELCES 23 (1.0)
S 15 (0.6)
AIVARA Y A U A JEY 15 (0.6)
TR 14 (0.6)
RS 12 (0.5)
Mg 11 (0.5)
ke 10 (0.4)
B~ L~ 10 (0.4)
WEGE 2 10 (0.4)
RS 9 (0.4)
S B L e 9 (0.4)
EETRS 8 (0.3)
JNEEE 8 (0.3)
ShRaiiE D A UE 8 (0.3)
R Jif B g 7 (0.3)
A L ZPEE B 7 (0.3)
P~ L~ A 7 (0.3)
JRbksE 7 (0.3)
AERBPEZE 6 (0.3)
T AOE R 6 (0.3)
REE 6 (0.3)
JE R A 6 (0.3)
LRYS 6 (0.3)
A L Y 6 (0.3)
T+ 5 (0.2)




VI.L 2&H (ERALOXES) (CBY51EH

Bl VER % OFEH TR (72721, kB (%)
AR RIS 5 (0.2)
e 2 %E 5 (0.2)
Bt 4 F2 9% 5 (0.2)
T PE P e 4 (0.2)
A J 4 (0.2)
AL Y 4 (0.2)
U NVER 3 (0.1)
(R YN E R 3 (0.1)
B hRER 3 (0.1)
TR 2 (0.1)
JEGE 5 2 (0.1)
WA PR AR B e 2 (0.1)
RN 2 (0.1)
e fr i 2 (0.1)
il e 2 (0.1)
Hh B G 2 (0.1)
F g g 2 (0.1)
RAE R 2 (0.1)
A EAFRE IS 2 (0.1)
% A L APENEEE S 2 (0.1)
%7 A L AP A R 2 (0.1)
N5 1 (0.0)
SRS 1 (0.0)
Ak H PR R AR S 1 (0.0)
BRI SR 1 (0.0)
TR 1 (0.0)
KU SYRIENE 1 (0.0)
S Sk 1 (0.0)
7 A )b APERE R 1 (0.0)
S g% 1 (0.0)
JeE 1 (0.0)
TEHER 1 (0.0)
(SRR RPER 1 (0.0)
7 A L ARG 1 (0.0)
LA 1 (0.0)
A L APERN S 1 (0.0)
W AR B 1 (0.0)
LA i 1 (0.0)
PE R 1 (0.0)
SRS 1 (0.0)
PRI 1 (0.0)
VA ZNVE R G 1 (0.0)
Al ~ L~ 2R F 1 (0.0)
Y 1 (0.0)
RIEMERTZ8 1 (0.0)
7 A L AP AGE R 1 (0.0)
FLER SR 2% 1 (0.0)
JTUR G 1 (0.0)
MY 1 (0.0)
Ak E 1 (0.0)
SLEENE ™7 A L AR 1 (0.0)
NG A TN A )L A Y 1 (0.0)
NGRS 1 (0.0)
R 1 (0.0)
=N 1 (0.0)
HHK 1 (0.0)
NH 58 Pk 2% 1 (0.0)
AL A% S 1 (0.0)
IS IRES 1 (0.0)
PR 1 (0.0)
AR LB R 1 (0.0)




VI. 2&% (ERALOFES) (CBY51EH

Bl VER % OFEH EEME G220, % D (%)
12 F B 1 (0.0)
74»%@% EIREZS 1 (0.0)
RE R 1 (0.0)
gD X 1 (0.0)
7R U ER R 1 (0.0)
F TR S 1 (0.0)
A 1 (0.0)
EPEIRE 1 (0.0)
AR 1 (0.0)
IR 1 (0.0)
B RY 1 (0.0)
7 R U ERE AR 1 (0.0)
BE. DEBLUVNEEHE 23 (1.0) *
P15 5 (0.2)
i 5] 4 (0.2)
WL X B BER 4 (0.2)
R G 2 (0.1)
£4 ISR 1 (0.0)
A E g 1 (0.0)
By 1 (0.0)
AN R] 1 (0.0)
QLB X DR 1 (0.0)
AL 1% Ry BT RO 1 (0.0)
B2 T I fiE 1 (0.0)
Al 1 (0.0)
BRRRE 565 (24.1) *
Ty T ) T AT =T — PN 180 (7.7)
U 2 oRERERD 137 (5.8)
= NNEIN T AT 27— B 110 (4.7)
AR L5 77 (3.3)
i ER ek 58 (2.5)
U NS 48 (2.0)
TANRTGXURRT 2 ) b T AT =T —B N 45 (1.9)
HERER ) 23 (1.0)
NS AT IF—F L5 22 (0.9)
M= L AT o — LN 21 (0.9)
Mg~ U 27 V%Y RN 17 (0.7)
IR E 17 (0.7)
IREE N 16 (0.7)
JiiE e 15 (0.6)
P RE R A S 15 (0.6)
[RELE Y AR AN 13 (0.6)
I ERE s 13 (0.6)
M7 vh ) HRART 57 2 —F RN 12 (0.5)
X)W R 11 (0.5)
M7 27 —8BHn 10 (0.4)
ey e BN 8 (0.3)
I H BRI 8 (0.3)
NS e 7 (0.3)
HAERE N 6 (0.3)
SRR IMER Z R RN 5 (0.2)
HERH 4y S E N 5 (0.2)
JiiiA GEFR A L 5 (0.2)
7 L7 F = H#a 4 (0.2)
U L RERE Sy SR 4 (0.2)
IR I ERE D 4 (0.2)
I ER T 5y 2 3 (0.1)
il RE R A IS T 3 (0.1)
Jiti i s 3 (0.1)
I A — A b SR EE AN 2 (0.1)
W = o o — & e R L 2 (0.1)




VI.L 2&H (ERALOXES) (CBY51EH

Bl VER % OFEH TR (72721, kB (%)
~NE S 1 e R 2 (0.1)
U U oSEREEN 2 (0.1)
NS 2 (0.1)
Ty T ) NTURT =T — BRI 1 (0.0)
R A2 T 1 (0.0)
MFETAHYRAT 7 & —F 1 (0.0)
M7 H Y RAT 7 2 —B 1 (0.0)
gz vy F = 1 (0.0)
17 R o BN 1 (0.0)
LR E IR T 1 (0.0)
YRR i EF 1 (0.0)
IS H 3 1l FE AR 1 (0.0)
IR F 5 1 (0.0)
CSF [+ -5 1 (0.0)
CSF & [ #m 1 (0.0)
D 1 (0.0)
oo — 2 W E R R 1 (0.0)
X PR IEE 1 (0.0)
DX QT R 1 (0.0)
DFER ST #% F R 1 (0.0)
DEX ST #4y E& 1 (0.0)
JIvhEE S 1 (0.0)
I ERERE M 1 (0.0)
~< 7 U M 1 (0.0)
DR 1 (0.0)
LAEEm 1 (0.0)
I 1 (0.0)
i HLE Y R AN 1 (0.0)
b FLEENE 7 A L AR 1 (0.0)
R A 1 (0.0)
VAER (a) 80 1 (0.0)
SEHFRIMER~T 7 1 B R BN 1 (0.0)
SRR M ER~TF 7 1 v i 1 (0.0)
JIIRY W RGS 1 (0.0)
T EHEBAI TR 1 (0.0)
KR SN 1 (0.0)
NS AT I F—BHEE 1 (0.0)
REBFBLUEXEBEST 83 (3.5) *
Ea L AT — UIE 56 (2.4)
e I IfLE 9 (0.4)
U 7R RifgE 8 (0.3)
AAKJCHE 5 (0.2)
BB 4 (0.2)
NEE HLHE 3 (0.1)
SRR 1 (0.0)
M R 1 (0.0)
I AL 1 (0.0)
KT V7 3 v E 1 (0.0)
1K+ U 7 A IfE 1 (0.0)
ZHE 1 (0.0)
BHEERRE L UHEAHERES 76 (3.2) *
7 P9 17 (0.7)
A Es I 13 (0.6)
BE i 11 (0.5)
DU 2 11 (0.5)
735 H SR 7 (0.3)
73 B s O 7 (0.3)
e 5 (0.2)
777 A A L 2 (0.1)
B 1 (0.0)
Bh#RkE 2% 1 (0.0)




VI. 2&M (ERALOFES) (CBY51EH

Bl VE R % OFEH R (72720, kB (%)
S4B RE 1 (0.0)
HRAE AT R 1 (0.0)
TRIRE 5 98 1 (0.0)
REHENE 1 (0.0)
KT 1 (0.0)
i 1 (0.0)
SR 1 (0.0)
S 1 (0.0)
B, EESLUHMATHOHEY 76 (3.2) *
(BEEIUVR)—TE#EL)
AZ A MEREE 25 (1.1)
J2 e FLEANE 15 (0.6)
B g 8 (0.3)
R & B e 7 (0.3)
LB D BIEHEY 2 (0.1)
fiti > B LW 2 (0.1)
Ly 2 (0.1)
3 PN A 2 (0.1)
fFo Bkt 1 (0.0)
HERR D BT EY 1 (0.0)
FURBR O BYERTED) 1 (0.0)
Bl > BT =) 1 (0.0)
o BAERT A 1 (0.0)
HBRHEME AR ER S 1 (0.0)
F ek ot 4 e 1 (0.0)
7 i 11 A5 1 (0.0)
iR 1 (0.0)
JIE W5 A N 1 (0.0)
PR E 1 (0.0)
85O BRMEHEY 1 (0.0)
Rl Bkt 1 (0.0)
RE IR A bE 1 (0.0)
B S A R B 1 (0.0)
T E IR E 1 (0.0)
HERES 299 (12.8) *
BIEEL 170 (7.3)
FEMED F 63 (2.7)
BRI B 18 (0.8)
fEE R 18 (0.8)
Jr 8RR 15 (0.6)
BERCH 6 (0.3)
ST EIOARAE 5 (0.2)
i 5 (0.2)
EXRRVESEIR 5 (0.2)
FRARRESE 4 (0.2)
AEE 3 (0.1)
Al 3 (0.1)
EE I EE 3 (0.1)
IRNEPED F 3 (0.1)
TR SRR 3 (0.1)
REAR 3 (0.1)
TR E 3 (0.1)
PR 3 (0.1)
RAn e 2 (0.1)
VAX R — 2 (0.1)
RIEVER 2 (0.1)
TR A 2 (0.1)
It AR 2 (0.1)
X AEES 2 (0.1)
%3 MEREALIE FF R 2 (0.1)
iR 2 (0.1)




VI.L 2&H (ERALOXES) (CBY51EH

Bl VER % OFEH TR (72721, kB (%)
HIRE 1 (0.0)
= 1 (0.0)
I 1 (0.0)
P SREES 1 (0.0)
EEEZi SN 1 (0.0)
b4 N 1 (0.0)
FPREARR R IR A 1 (0.0)
SR 111 1 (0.0)
B HE 1 (0.0)
T 1 (0.0)
g AR 1 (0.0)
SRR AR PR 1 (0.0)
kA £E S i EER 1 (0.0)
A 1 (0.0)
K= 2 —n {F— 1 (0.0)
WL T 5 1 (0.0)
TR ER L R RERE R 1 (0.0)
R 1 (0.0)
TADAERIRE 1 (0.0)
= XA 1 (0.0)
AR 1 (0.0)
BT K8 1 (0.0)
iR, EBESLUVEEHOIKE 1 (0.0) *
H SR PE 1 (0.0)
AMEE 66 (2.8) *
AARAE 21 (0.9)
5 O 16 (0.7)
RITEAR o 10 (0.4)
ENs 4 (0.2)
ARE A 3 (0.1)
TEihpE 2 (0.1)
F S REbRE 2 (0.1)
Ko 2 (0.1)
= 7 RIE 2 (0.1)
LA 1 (0.0)
JENE AL E 1 (0.0)
A PR 1 (0.0)
Tk 1 (0.0)
o>y 1 (0.0)
RS 2 1 (0.0)
Koy TRvEREE 1 (0.0)
EE 3 1 (0.0)
KAk 1 (0.0)
TAE 1 (0.0)
IMER A N L AREE 1 (0.0)
BEHLEIDRS 1 (0.0)
BRI & D IEIREEE . RIRGER 1 (0.0)
BB LURBES 11 (0.5) *
BEATIE 2 (0.1)
JRA 2 (0.1)
HEJR A 1 (0.0)
JREYhE 1 (0.0)
W RIS IR 1 (0.0)
HEIR 1 (0.0)
s 1 (0.0)
JRIE A 1 (0.0)
HEREEEE 1 (0.0)
DR B 1 (0.0)
BRBLUVIAEESE 53 (2.3) *
SRR R 11 (0.5)
A 7 (0.3)




VI. 2&% (ERALOFES) (CBY51EH

Bl VER % OFEH TR (72721, kB (%)
F B B R B AR 4 (0.2)
Fhil A4 4 (0.2)
ARIE -5 . 3 (0.1)
PN ZER 3 (0.1)
#EFEH #% 3 (0.1)
Jia H af. 3 (0.1)
H IR 2 (0.1)
PR 0 W) 2 (0.1)
A 2 (0.1)
EAVERTSE AR KIE 1 (0.0)
B 1 (0.0)
eI 1 (0.0)
K IR 1 (0.0)
FHEZE NP L R 1 (0.0)
FLAg 1 (0.0)
L LI 1 (0.0)
A% 1 (0.0)
H R IE 1 (0.0)
i FLEE iR 1 (0.0)
B 1 (0.0)
EZ e 1 (0.0)
TFEHEBOD A 1 (0.0)
e L B 1 (0.0)
S\ Bl g 1 (0.0)
FiRge. WEE &L UHREES 236 (10.1) *
I ) 81 (3.5)
WZ K 65 (2.8)
Y islIER 32 (1.4)
55 VRN R, K] 8 18 (0.8)
i 5, 10 (0.4)
£ i 8 (0.3)
=P 8 (0.3)
i P 7 (0.3)
PAIEME SRUEREE 6 (0.3)
VR 4 (0.2)
) 4 (0.2)
R EE 7K 3 % 3 (0.1)
X 3 (0.1)
U BEARE 2 (0.1)
AU SR 2 (0.1)
MR iz fe 2 (0.1)
LA 2 (0.1)
KR FIE 2 (0.1)
JiiArAESE 2 (0.1)
WO 2 (0.1)
7 LV X —E kg s 1 (0.0)
JE B i B 1 (0.0)
A5 i 1 (0.0)
U R 1 (0.0)
B AES 1 (0.0)
T RE 1 (0.0)
IR 1 (0.0)
E&GE AR 1 (0.0)
RV P i R 1 (0.0)
X 1 (0.0)
S ph R 1 (0.0)
AR ] % R S 1 (0.0)
JEC AR I 1 (0.0)
N FE 7 1 (0.0)
i AR E 1 (0.0)
Hafside 1 (0.0)




VI.L 2&H (ERALOXES) (CBY51EH

Bl VER % OFEH TR (72721, kB (%)
iolEeR) 1 (0.0)
REEE i 2% 1 (0.0)
T Ik 1 (0.0)
Jiti 7K i 1 (0.0)
IR i 1 (0.0)
MR 55508 1 (0.0)
S0 D oI 1 (0.0)
3 1 (0.0)
EEN s 1 (0.0)
2 B 1 (0.0)
IR o P 1 (0.0)
MEME A Y 1 (0.0)
OB P IE 1 (0.0)
F5GE 9~ 1 (0.0)
7 DPIE 1 (0.0)
HLW 1 (0.0)
BESFURETHEES 176 (7.5) *
Wi EE 34 (1.5)
w5 26 (1.1)
1z 24 (1.0)
B 13 (0.6)
JZJER 9 (0.4)
HLEE 9 (0.4)
% ) FEE 9 (0.4)
L3 7 (0.3)
ZITIE 5 (0.2)
BT 5 (0.2)
IR RER AL 4 (0.2)
BEPR H if 3 (0.1)
TGRSR 3 (0.1)
IRINGE S 3 (0.1)
B3z 3 (0.1)
F TS 2 (0.1)
7 LV — R % 2 (0.1)
E LA IIE 2 (0.1)
Sk SO 2 (0.1)
BRI A R E 2 (0.1)
L 2 (0.1)
RN SIS 2 (0.1)
IR ICa 2 (0.1)
) FEM RS 2 (0.1)
AL REE IS 2 (0.1)
A END 2 (0.1)
F SR AL 2 (0.1)
A YA AE 1 (0.0)
JHEE 1 (0.0)
7 N E—PER R 1 (0.0)
b 57 % 1 (0.0)
2 JEIE 1 (0.0)
Pz 1 (0.0)
S AT 1 (0.0)
i EPEAT BE 1 (0.0)
F2 T 1 (0.0)
LR E B 1 (0.0)
B S EE 1 (0.0)
A 1 (0.0)
% EIE 1 (0.0)
RS2 1 (0.0)
2 1 (0.0)
P I BRI 1f /8 2% 1 (0.0)
i i 1 (0.0)




VI. 2&% (FRALOFES) (CBY51EH

Bl VER % OFEH TR (72721, kB (%)
fo L RERIN 1 (0.0)
J G TR 1 (0.0)
AR 7 S E 1 (0.0)
I35 RS 1 (0.0)
Al R SR A 1 (0.0)
LM ) FEE 1 (0.0)
NEIRIE R & 9% 1 (0.0)
F G E 1 (0.0)
J2 G 0 58 i 1 (0.0)
S JE R 1 (0.0)
S & L R 1 (0.0)
J & SO 1 (0.0)
J G 1 (0.0)
< HIRFEBE 1 (0.0)
mEREE 93 (4.0) *
B I 69 (2.9)
L 4 (0.2)
IFTY 4 (0.2)
1 fiE 3 (0.1)
(ESiNES 3 (0.1)
JE TR 2 (0.1)
A IR 2 (0.1)
B IREAZEME R R 1 (0.0)
I E 25 B 1 (0.0)
B A 7 U HE A R 1 (0.0)
DI =3 1 (0.0)
HRAHENIREA ZEE PR R 1 (0.0)
SRR I 1 (0.0)
USR5 1 1 (0.0)
iR 1 (0.0)
I JETRE 1 (0.0)

% 1.FREEDOMS B (D2301 #ER) : 77 B A - IEA(L - “HEMRIERE ( AE 7 0.5mg #f

KON 1.25mg BE 0 24 % 1),

3% 2. TRANSFORMS itk (D2302 7klk) : FIExt - MEL(L - “EHERIEGEER (1 287 0.5mg Bt KL
N1.26mghf: 12 7 ) ROZDH%, A X =Tz fEa A
Lt T 0.5mg BEL 1.25mg BEICIEIEZS 2B 0 T 7= (24 % A).,

i

9. BERBRERKRICRIZTEZE
RE I LTV

1

k|
\

10. BERE

13. BERE
13.1 &

AFNTZEANT ST MAEZHIZ KD IZ & A ERREBES R,

<fiEsn >
S EREEE LA AH 40mg A W R[G5 L7

) S
Aok

e

UL BT D LB 2 B D e

B MRS B, RO ERGIZLD 2N O DIERPEIRT 28001 H 5,




VI. R&M (FRALOXES) ICBY51EE

1.

12.

BERALEDEE

14 ERAEDIE

141 EHIZFEEDTE
PTP 2 O3EANL PTP > — F2 oV L CIRHT 2 L 5#&E+ 252 &, PTP— oD
AR LD | BEOBLATS IEREEA~RIA L, B3R AR 2 L CHERAR S OEE 2
BOHEZ T2 LD D,

< fifEE >

PTP > — FOBEKIZ L 0 | SLAENRERE~FI AL, FIZIEFELEZE - L CHERRRA SO E
BRAMHEZRTHIZENRESNTEY ., MR EBIET A=, Rk 843 H 27 HAHH
HOGHIREER 240 5 [PTP ORRERXIRIZOW T ICHER L TRE LT,

ZDHMDEE

(1) BRERERIICE D C1EHR

15.1 BERRFEAICE D < 1E#R

15. 1.1 K| & OBSEMEITI & 2y TldZe s, #llal 5% 6 BEIT R 25803, 85 24
I R AP MR L SRR AR D FE TS ISR » T2 HESMEBI A S Sh TV 5,

15.1. 2 PR BRI S R MERE LI FRE 2 kP G & U T 3igEoh o JE4E A b — 8 B M LB G A 3R
IZRWWT, AA0.5mg BHRET T 7 B ARRE & bl U CIRJEHEARIE O BLER 23 @\ ME )
RO biLle [ARFEGHE 1.8% (14/783 f5]) . 77 B AREE 0.6% (B/773 f)] & DR
ENRH D,

15.1. 3 —RVEEI TR VIR B 255 & LIoish o 7 7 e A IEER (L —EE
B TRER bl i BR 2B\ T, AHK 0.5mg X7 7R %2 1 H 10136 » A (RkE
5AEM]) OGS LofER., AHl 0.6mg #EI2351F 5 EDSS. 9-Hole Peg Test (_ELiE
BIEAE O FEMFEEE) K& O Timed 25-foot Walk Test ( FHGEEMEREDFEANFEE) 2 Huv
AW IIEIC RS 3 » AR T D REETNRELT 2 £ TORBIX, 7%
REEE S U CREH A R A EEITRD Do o7z (O — R 1 0.95, 95%154H
X[ 0.80~1.12) V., [5.2 &M]

< i >

15.1.1 S CREMI S 49 S TWD Z & bikiE LT,

15.1.2  TFRPARM 2R LIE B 2 %P5 & LTz 2 DO O B{E 4L — B B R LRl

ERBROGFAT —Z 128V T, AHKl 0.5mg #E5HHT T T B RRE & bl U C I/
JageE DFEELE NS MHAINEO DN ENBRE LT,

- FEECHE el O 8 B
0.5mg ¥ 7T R
FREEDOMS &8 (D2301 #kfr) 2V 0.9% ( 4/425 f51) 0.7% (3/418 1)
FREEDOMS-II & (D2309 ) 7 2.8% (10/358 ) 0.6% (2/355 i)
2RBOOET— 4 1.8% (14/783 1) 0.6% (5/773 1)

15.1.3 — RMEEIT R Z I M RLIE B 2t G & L7 VgES O 7T & AR ik IR R AR R
(INFORMS &) 4 |2\ T, FIREE OETIHIZNER IR EN o722
EMHERE LT, RBOMIZIZILL T LB,




VI. 2&M (ERALOFES) (CBY51EH

HEBTHv12
—RMEEITR o MR L BB (PPMS) x5 & L= ZhEsk ik, 7 v & Ak,
BmEMR, WATHEM., 77 B Rx R (S E IFEEER, D2306 #ER)

i&ﬁﬁ%ﬁ
+ McDonald Z#iiL#E 2005 FEEGETHIC L W PPMS &2l S 7z 25~65 %D
B

- 1L EOEBMEITAZRD b, o, I MRI M. FHE MRI Bk, K OV
FHEE (OB X IgG index) @ 3 DDOHEHED H b 2 SLL_EA 1724 PPMS
LW SN EE

- IR IR 2~10 4F

- E 2 LN EDSS (& BERFAM R 2. Expanded Disability Status
Scale) A= 7 2 0.5 LL &N L7i FEEHEIT NS DB

- EDSS 2= 773 35 LA E 6 LAT, #EAREHERER A 272 2 2L E, KON T25W

(25 7 ¢ — M HEREIHIBRMEAT T3 BR . Timed 25-foot walk test) 7% 30 Fb AT C

HoEE
RERAE -
AHKI0.5mg L7 7AREZ 1 H 1H 36 » A (k5 FH) &KOEE
FEFHEIER -

EDSS. T25W. KO 9-HPT (9-Hole Peg Test) % /- & HRHtiFEAZIZ LS
< 3 1 ARkt 9 D EEET D MR XD £ TOHIR
ST OWT NN T 56, 3 v AR T AEEEITEER LT,
-MESX:7T\A—X74/ﬁ%®%M(A~X74/@E%Sﬁ3&%0
DOPERE L L RA > b, X—=2F A4 ® EDSS 78 5.5~6.0 D#ERE 1L 0.5 K
A > SO 283 » H LR
« T25W A7 T, _X—=R T A D 20%LL EOBNA 3 » A LL LR
« 9-HPT 227 T, R—=RZ T A 15 20%LL LD 3 » A LI E#e
BR -
<TEFH@EEEB >
A 0.5mg BEOE S BIRHBFEARIZH-S< 3 » H R T A EEITHARILT 5 £ T
OHMIE, 77 BARE L B L THREMFIRAEZITRD bR o T,

100 — —o— &# 0.5mg
90 = TItR
v R 3\0, 80 1
o & @ |
WHE 7
vl oo
m % e 60
¥E % 50 H
gk
B 40
2k
o™ 0 30
BSe
B2 20+ Cox ElJF/ V¥ — K 0.95(95% 153X @ 0.80,1.12) ; p=0.544
104 Log-rank %7€ ; p=0.689
04 T T T T T T T T T T T 1
0 26 52 78 104 130 156 182 208 234 260 286 312

At Risk %1 5 %EERE (GB)
A% 0.5mg 336 239 177 134 105 86 57 33 14 0 0 0 0
77K 487 359 248 175 139 109 80 48 28 5 2 1 0



VI. 2&% (FRALOXES) (CBY51EH

<ELBIRFFMEER >
AH 0.56mg B> EDSS FHili 2 H-5< 3 » H Ffe T 2 FEEFET RIS 5 ETD
WL, 77 AR L i U TGP AEZITRO bhino T,

100 —e— A¥H| 0.5mg
90 - 77uR

80
70
60

50

40 o S ‘
o = e .
804 E%_'F'ﬁJ
207 F Cox R/ V¥ — K1£0.88 (95% SRR : 0.72,1.08) : p=0.217
10 4 fkﬁm Log-rank &7 ; p=0.315

EDSSEHifilc &<
35 BEET BEEETY
05 N /-HWEBREDEIE (%)

0 f@j

T T T T T T T T T T T 1
0 26 52 78 104 130 156 182 208 234 260 286 312

At Risk £ BB %R (B)
A% O05mg 336 281 236 199 167 146 106 58 21 0 0 0 0
TSR 487 411 337 266 227 197 146 93 46 15 2 1 0

Al 0.5mg FEIZE 1T D5 MRI FHBFEAZIZ RS AR OE(LE (B RO T
filfl © —1.49%) 1%, 77 AEE (RO EOEEME : -1.63%) & Ll L CTHEGHER
RABETIRD LN -T2 (p=0.673) A3, AFEEIZ L0 B SUTHELIC IR
K U7z T2 075 5 0S 73%I8) (rate ratio : 0.267. 95%154E X[ : 0.185~
0.386, p < 0.0001), Gd &5 T1 AN 78%H/) (rate ratio : 0.217, 95%(F
FEIXH : 0.102~0.463, p < 0.0001), Fril T1AR(E SHEED 62%FHD (rate
ratio : 0.375. 95%fZ#EX M : 0.240~0.587, p < 0.0001) L7-,

[ 421k

A 0.5mg DABKMEIT R T, BEFOZ2METr 7 7 A )V EFRERTH T,
HEDHERERII Y 4TV T REET 846 (25%). 77 BARET 117 61 (24%)
WESNTBY, ZOPIIHERE7 2V £ REE6 61 (2%). 77 BREE
6 (1%)], FEEHIEEELT « > TV E REE14 61 (4%). 7T BAREE 9l (2%)]
NEFEN TV,

(2) FEERREBRICE D < HHR -

15.2 JERREREERICE D < 1BHR

15.2.1 7 v & HW= 26 B ER G- #FMERER T 0.3mg/kg/ H LA E, L% vz 52
T [ A B 5 R C 1mg/kg/ B DL E O B CTAUE L - e A O I8 i IE R 23R
DOz, £lz, A X &Mz 26 BFEKERGEMEART Img/ke/ B UL EO R TL
IO M AEHRZE (BYIREEIEE & ORAEL) RO O, RO OFTRIZBEI LT, BK
M ETOREBITHER STV,

<SR >

Wistar 527 v b & H\\ e 26 R ER G- EMERER O 0.3mg/kg/H LA . Lz Huvz 52
W ) 18 P G- R BR O 1mg/kg/ H BA B CRUE 3« IS O g i B RN b ivT,
Fio, A XEHW- 26 B KE G EERBRO 1mg/kg/ B TUDIRO MAEFHZE (BIREE IS
F O L) RO BN, THOOFTRZEO bz HEICK T 2 RFEEIL, KA
BT RBEORETHD, LnL, Wistar 57 v b E VIV TIIAHAEN YZRERIZE




VI. 2&% (FRALOFES) (CBY51EH

JOREHETH Y, WEEENHECTETWARY, o, A XOEHM I 0.01mg/kg/
HEELS, ZNDHOFTRIZOWT, FEii S - JERR R TR R IC R T 5 %4
LR S LTV,



X. JFERREAERICBId SR

X. JEERREAERICEIY HIEE

1. FEEHER

(1) ENFEEAER -

[VI. EZh3BICEEI5HE ] DIESMH
(2) REeMEIERER -

1) PIRHERICK I HEMA
7 43V E NEREE A 10mgkg £ CTOHETY U ACHERROKES LR, —
FER K O T8, WO B EER E~DOEBEII A b0 T, EER (W) - #HUEM) .
BRRERT (50 - $5PUERD) . R OB REHUEMIZER O e oTle, w7 2 & v
T2 BIRAERRER I 0 AR ~ D S A BT L 72 . 10mg/kg O HE[EIRE A% 512 K
D FEHFRICH BRI O FME N A DTz,

2) RRBFRABRUFRFRICT HEH
T4 rAVERKOYT7 4TV ER U UKD QT BIFRERIEN % in vitro iR T
H5hERG 7 vtEA ZHWTCIHI L=, ZO/ER, 74 ITVEREORT7 4TV E
R U UELR O rlfEf i (7 4 TV E R 0.5pumol/L N7 4 TV E R
U ERIEAK : 0.4pmol/L) T, #2fE72 hERG BIiOE (2 2h 25% K% N 18% )
NERD BN, LML, 74TV E RO Y DT NF o HEOIREB BN ~ D%
et L7z f5 5. 100ng/mL £ TOREFEICHBWT, HFEIENMN/ ST A —Z ICEB IO N
rholz, £, A XERWE ZHEBNEGRBE L OV L2 OB RO T L
A MY —RERICBWTH, 10mgkg £ TOHET QT MROEEITFRO b oT,
Pz HOZHRERAREGT LA M) —#BR T, 74 3V E FEEE O 10mg/kg
OHBETOHEOBA . MED R, T2 MR TN LI, WK g7~ 5
TR N o T,

3) BEREMBERRUAMHBZERICHT H1ER
BREZEEOFEHE (TeFral) s, exZIy &r b=, KOHEANY T L)
IZRDENE Y MEHEIIGOIME ST 57 4 3 Y E ROEEZ R L7ofiR,
HEeE O 1pmol/L £ TH 6 8B IFE O biLie o Te, 7% W TR A i
RE~OREICET 2R TIL, 74 3V NERE A 10mg/kg O & CTHEIH
BN 595 Z &2 &0 BEREARISUHE O 255D DTz, FREER 2 % - B AR
(k5 B 2 e L2 B Tlx, 10mg/kg £ TOHEOHEI+ BN EGIC LY,
£ 711 FE SR %3 2 BRI 0D SO M OV SEBIARPAZE S L <X/ v T R L U OFRR
WHEGAZ £ D I & WA O ZARIZ 3T 2 BT b v o 72,

4) LR R R VMR ER 3T H1EA
~ U A% O R AR ERERER N MRS SR T v b2 W B IR~ OB T 5
HERTIE, 74 3V E NERE %2 10mg/kg £ T M ETHEIRR O X3+ 8
B UIAER, BipEEs), WO HRELOBIRTERE S BE~OEEIIR N2>
77
T N AW BEERE~OREBICET W TIE. 7 13U E NERBE A 10mg/kg
FTCOHECTHEROKES LR, 5 4% E CTREBDBALNTZN, &5
5 IRl f2 1 IXBIE U7e, SR EME P BRI G- O FBITFRO b o Tz,

(K ERIFRIAM R



IX. SEERAREAERICBES SIER

(3) Z Db DEEIBEAER -
BIRMEEHER (SEFBHR)
1) RBEREEHAR
66 FEfHD G EABEMLEMZHIK (GPCR), N TV AR—F— A4 FxxL, KO
FERICxIT D7 4 TV FOREE | B Y 7 R a2 fE G5B CRE i L
oo TORER, 742V ERITe A IV Hy, ZRFRICHT 28 (pKi=6.3,
Ki=0.50pmol/L) LSk, FFETREFTRITR N o7z®, 740 FVER U U@
BRI SN T 65 FEXHD GPCR, b7 v AR—H— A F o F v 1L, KOBERICH
T DL TN Lo AE 5, 10pmol/L £ T, FMli L7 T X Toa1Iox L THERGES
TEEE RS> T2 19,
2) 7EFILAY D ERE S UERTEEHIMEICT HEE
T4 3AVER, 74TV ER U UBMEKE, BT NOREROEE OULHERK
JREFE Loz, 2. IR T— L E Ve AX I UFERIEROGC S LT HIER
EIRE RNtz 50,
3) ) UNERD REFEREICXT T H1EFH
T4V ERE, VI RARY AR DE 7 v ) AR EOREIHIE & 3R |
[FIFE U > SEREA RS, &2 W% Tl 5 4&/CD28 %41 L CifE sivd T Milaody
FER B % N &7, TR S DY A A > OFEA KO EMIIC X AHLRE
AT HIHEER 2R S o e 5652, 7 ¢ 3 Y R, milE T ML B 56 K& O iR
N TOEARBRTRIC & BB A 5 2 72 72708, RREHE 7> & O RV i o H
2 L7259, ZOERIE S1IP, S BIRICK T HHERER T v % T =X MERIZHES< b
DEEZ BN,
4) IRIRARRBREICH T HRELE~ADFE
OHERUIAIINRBRE(IZHNT DRELRE~DEE
UZAT U THEDOREGC K> CRRICREFTRAEG LI~y v AT 4 TV E R &K
HlLleEE, Uy g, PEEOMET O U 27 U 7RERA T Mlafiiiz s A &%
b9, MEOBREREICLEEL 5 X ehoiz 5,
U U RERARAG RIS 7 A LA (LCMV) & 5 WIdKREEDNE A L2 (VSV) %
T ALY ST D L. A AP Y SRR SRR S A5 L
A NVAPURIZ RS 2 PURREA: & PURRF R e G EE T ManFEsns, 7
4 >3 Y E RZLCMV & 25 WL VSV ORI 2GR & » THES S - aEitiE
(7 A NV AHURFE R 72 HUR O FEAE K OV S T Ml OF%E) ([CEB8 L KIF S 72
N T 33)O
SR % Y A FOEM CREICRERIBEZ S LI =4 icT7 o TV ER
EEE L, BTSSR N Y 4 2SR LS. RGBS N HE
SN b, REFTRESMER SN TND Z DRI %,
@I T7xVa—AF)—THREICHT HEH
743V E FE 1.256mg/ H TR OGSz MS B3 Tid, R o
A—7 THiEEORE N T AE Y — THEOMBE D Loz LT, =7
=7 Z—AF Y —THIREIZZEAEE LR oT2, Fo, 74 FTVERK
N7 4 TVER U UKL, =727 2= ) —=THIRNSDYA B A
PEAEICKT U CTHER Z RS o Tz,



X. JERRPRAAERICBIY STHE

SRR
(1) BEESEMHHRE -
B SR B i B (ma/kg) m%@ﬁ%%
mg/kg)
~ A HERES 5 iR 10, 25. 50 50
Z vk HERES 5 FRAN 10, 25. 50° 25
Z v b HERES 5 B 300, 600, 1000* 300
+ X HERES 1 g 1000, 2000 >2000

* R MR B

YA Ty P ROA XE AW BE R G EERBR A E Lo, AR5 T, Ty o

300mg/kg LA EOBETH TN H vz, —J7, A X TliL 2000mg/kg FEE THTITRD

h@#otoﬁ%ﬁ&ﬁfi\v?z@wmwgﬁ&07/k@%mwguiwﬁf%
SO LT,

UL\74/3)%P@$@&5Ki5%%®ﬁ%%ﬁ\ﬁm&ﬁ@@\?y%:%mw

kg, A X : 2000mg/kg PL . §ARNEES-TIL, ~ 7 A : 50mg/kg., 7 > b : 25mg/kg Th

7,

(FKGRIRFRTAM &R
(2) REEGHMRAER
= e
w22 | e | msm R MR
L (mg/kg/H) (mg/kg/H)
~ A 13 . MR- 10 [0, 0.1, 0.5, 5 0.5
4 R MERES 10 |0, 0.003, 0.01, 0.3, 3. 10, 30, 60* 0.3
_ 13 fr | eSS 10 [0, 0.1, 0.5, 5 <0.1
7k 26 e HEiE#S 12 |0, 0.01, 0.03, 0.3, 10* 0.3
27 e HERES 20 [0, 0.3, 1.5, 7.5 <0.3
2 A M1 XX 2 {30, 60, 100% <30
A X 4 fr | MERE# 3 |0, 0.001, 0.01, 0.1, 1, 3, 10, 30* 0.001
26 B MERES 4 |0, 0.001, 0.01, 1, 10* 0.01
2 # A MERES 2 |0, 3, 10, 30% 3
. 13 R MERES 8 |0, 1. 3, 10* <1
43 fr | MERE#- 4 |0, 0.5, 3* <0.5
52 R HEMES 4 |0, 1. 3, 10% <1
* A R R

YUA Ty b AR ROV W RAERGEERRE E i Lz, ~ 7 21213 0.1~
5mg/kg/H % 13 #fH. SD &7 » MZIi% 0.01~10mg/kg/ H = i K 26 #[H. Wistar 527 v
MZIX 0.3~7.5mglkg/ H % fixf& 27 B, A X 121X 0.001~10mg/kg/ H # ix = 26 HfE, W
TIE 1~10mg/kg/ H ek 52 W[, £ LuR ARG Lz, 7 v b&2 vz 4 BERE
B H MR IC 1T 5 30mg/kg/ H L OF 26 M [ 8 B 5wkl 1) % 7.56mg/kg/H
BEL I ONTA X & Wz 26 R AE R G- mERBRIZI 1T 5 10mg/kg/ H THRLEDRD HiL
Too ARV TIE, ARIEEGICEE LTI A LN 5T, TRTOEYHIC
io‘b‘“C ARIEDOIEIERIER T2 Z2 605 Y Vﬂ"%%ﬂ%@%%&()“ﬂ@ﬂ%@%gﬁﬂﬁ
RN Y RERE DR BFRD bivic, 7 4 3V E RO EE 2 BRI EE
%(792\7yk\4ﬂ\&0%wﬁ'Mm(7yF&U4RLIMWMM§(7VF&



IX. JEERAREAERICBEY HIER

OA X)), B (A XS Tl (F v B EROA X)) mE (7 v ) ROEE (w7
A, Tv b KOAR) ThHhol,
CRRBRFRTAf R

(3) EIEHEMEHR -
F XA == ANLAZ— V79 #fifd s Ao ek RE R T, BREEFRE L, L
L. B AR Lo e 2 & MOBETFERER CILBE RN 2 T T 5 fER 133
DHNIRPoT I EmD, T4 T E FEBBEEEE A LRV EE bR,

(4) DA RMEER

~ 7 A% Wz 104 B O 2 AUEPERER CiE, 0.25 LT 2.5mg/kg BETHEMEY o SfED %
B OMMAFRD bivle, #EMEY N EOd A (B ML ONT #Mifn) % ikt s
Yefr K0 RRT L7k SR, STPRBE L i L C 7 ¢ v U £ R GREC R R 2B A 13580
bR ole, v U ADEME Y BT HRBERICRD b DD, 2O REIHIC
KO ZORBNBENMTHZENMENTNS Y, LEenoT, 743V E REEHTR
DOV Y OB O, ARSEOILIRIEH IS < 5 MO s 1EH
B L2 bt E 2 b7z, 0.25 KON 2.5mg/kg BE Tk, *HREEIC LI U CHLRRER P AE,
MAEME, KON RIEORBLRIZH G PRI EREMARO bz, LarLl, Zabo
JES O RBIR TR . RBRFEO~ T ACBIT HEET — 2 X—2ThH 2D RITA 7 —F X—
A 5960 DG FAENTH S Z Lnn, RIEEE L OBEIIARWEO LB Lz, oo
T OFID IR K ORGP L, £ DOFBIE . 754m K IBRRTFIREN O . AR
WX DEELERETHHOTIHARWEHE Lz, 22k, FEEGEHEEIE LT, i, B,
M, Mg, B8, KOV Rk IR Tz,

Z v NEHWTE 104 O A JRMERER CTlX, DAFMEZRIE T 5 Z2BITRED b -
7o —ESOEBICHEIFICARREINNR A ONTZN, WTRLBFEHNTHY . ZDIEL
FIXERET —F X—RATH D RITA 7 —HF X— R 960 THREINTNWDHFRFRLDO T > MC
BFA2EFMENOETH-722 Enn, BEFNERIIZVWLOEE 2 bz, ok, Ik
MEEPEZE L & LT, M, A, e, ATEE. O, . R OVY oSRAERE e ST B YRR
LoYSY Wil



X. JERRREAERICEIT SHA

(5) EFEF A FZ AR -

. - ) R AR
AR IE H B FE B £ e 508 (mg/kg/A) (mefke/ )
TR O » "

KECOME | Ty b | kS 20 @0 0. 1. 3, 10+ | PLEMWOLEIARGE : 10

< IR DI 10

- BEEN D — Rk ER M M OV
Z v b 4 20 B 0. 1. 3, 10* FERETHE - 1

R RIRORAE <1

« REEN O — i K OV

R34

v b - 20 wEo 0, 0.03, 0.1, 0.3* FEFEHE © 0.3
R - A c e BRIEOFAE 0.03
s AL

N B gr |0, 001 0.03, 03, B

A R 7 £ 0. 10, 30, 60* —

« BB O — TN OV
AES HEE- 20 w1 0, 0.5, 1.5, 5 BEFETEE : 1.5
< B JRIROFEA 0.5

ﬁi%&@ﬁ
CREERE sor | ww
FRE
ATy N
AW & | 97 » b HERE 10 o 0. 0.5, 5 —
5
kA RS, AR ERR, — o BT
O ZHRRER UK £ ORI AT 2 Bk
T v M AW AR R O HIIRFE AT B9 5 38R Tk, AL IR D 286 03 e &7 C
& % 10mglkg/ HFEDDEHNZGRD HAVIZH, /ST A — X OEAFRR A ARSI -
2}-Z - 1= NSV AWAYIEESY
O - JRIRFEAICEST 27 BR

« Ty hEHAWER - RIERAEICET 2R B TIX, IR L OUER%RIE CROBM, A&
FIR BB DR 233 B, 10mg/kg/ B EE TIZW TN O REIMIC IV TH ALEIR ENTE
D oo Tz, BIROSERE TIE 1mg/ke/ H LA EORE TR TEIEN 2S00, PN
AT, 0.1mg/kg/ H UL L O CRREN RS EFR, MRSEHIRE ., K OVLEFREKE
72 EONIREE DR bz, BRIRE TlX. 1mg/kg/ B UL EORECTEBALRIEN A 5
A=A, BRI OFRBBE OBINIERD b/ o Tz,

s U X W - BRERAICE T 2B T, 1.5mg/kg/ H LA EORETHERKIE T
O, 5mglkg/ H#E TALFR RO KO RAREORD, WO 1.5mg/kg/
HUAEORECEALELE, 5mg/kg/ HEECTHE 8 S . K ONEHEERE 72 & D ai% 28 i
NED BT,

O HAERTE O AR OF AW QNI RHROFEREIZBI 3~ 2 3Bk
T v b AR AR R O AES OF AW O RMEOBREIC B+ 2B TIdtiA R (F1)
DAEFFROR T RA LN, KE, FE. 178, ROAEAERICKIET IG5
e oi=,

O#ET v b & AW IE G-
Zv bOFAER EHBTH) ZANTOBEMBKGICEDEEERRT LR, R~
DEBEELEMNET v 7 7 A VTRREY & OZERITERO bR oT,

(KGRI AL L)

- BB O — N - 0.15
- R - BBROFRAL < 0.05

<

B
O

0. 0.05, 0.15, 0.5*




X. JEREREAERICEY SHE

(6) AT RIS -
AR L

(7) ZDHD4EHEM

1) IR
YU ARENLE Y MIBWT, 7 4 >3V E ROPURMEZ RIET 5 G TR Hiv7e
Mol

2) RESMHRER
T4 ERTIvTRIBN Y= bz aaXo P TERINEY UG OIEIR
ZENHI L7, BURRREA) CDA'T M OTEMA, T A N1 A PEAE R OV RRiEcl
WA NIES 2o te, Ty FTIET 4 3V E ROEEIZ X ThlEV R O 1
TN 5 M R O JER & IR E O EE Ip ZE N BlEt S e, £70. IR M EL RS
PHU > EEfEIR & U L RE i U NI RE O B IR E G A D LT, S BT, 7
v NI T HIIREEMERUR CH 5 B Y DIRMERIC R 5 IgM SUikpEAOME S, S
Ty FTIEF—FR— 1 oy AT VT = KT DHUREEAEOIRIN Z N E iR
%ﬁto%WTﬁ74VﬁJ%F&5’i@%%mT%@&@Bmm®V4FV:V
FOGSOAR T3 B TEhy . RAE I O O FF 2 7 4% 7 —(EPEIZZITEE S H i
ehote, Flo. HEO U A NAIZHT HIMIE TR RT3 2B LRD b o
oo 740 3VEREEICIVEEA LI NGO, KEMY > 7 BRE OB
HL7EbDEZEZ LIV, WTILBIRIEIZ X 5 EEMED R S 7,

(K GRIRFRIAM R

—100—



X. EEEIEICEY SIEH

X. EEMEIEICEEY HIER

1. REX5D
(1) 85 - BISE, J7EEEIE L™
) EE-EMEOLGEZEILVERTLZ L
(2) AEhRSy - B3R

2. BEAM
24 » 7 (ZEMRBRRE RICES )

3. ARRETOITE
25°CLL FIZHRAF

4. IRV EDEE
WG WET D 2 &

5 BERITEM
BEMERLTA R HY
<FVoLEY : HY

L= 7737“&/1/0 5mg

[RIZhFE
A F—=Txnry N—XF-la (Brl#az), (2 %—7xznr ~X—%-1b (Hir
TR Z ), 7T F T ~v—FiRE, TNARY AT, FH Y X7 (Eis AR )

7. ERREFERAE
201048 H 17 H (a>7)

8. WERFARFEAARVARES. EMELNEFEFAH. REMBEAR
FLEIGEARREHA H - 201149 A 26 H
HKRE R 22300AMX01214000
SRAMASENGEAEA B - 2011411 A 25 H
BRFEBRMAAEA B - 2011 4= 11 A 28 H

9. hEEXIEZEEM, AERVHELZFENEFNEABRUVUZTORNE
BEARRNA

—101—



X. EEMEIAICEAY HIER
10. BEEHRRE. BiHERRELAREABRUZTORE
LN
11. BEEHRH
104 : 2011 429 H 26 H~2021 49 A 25 A
12. HRELARMFIR BT 51EH
AFNE, B (HDHVITERE) BRI T2HIRITED 5TV,
13. KFa—F
= JEAE G SN YE | R ESE S — N ~ o L7 NER
A 5B THTEN05mg | 3999029M1029 3999029M 1029 1210514010101 622105101
14. RIEHBTLDIE

ZRMGEIIRREER CH Y | BELZ T BT, BEREOACAH S O—, E2ids

BN BEABESND,

—102—




X 1. 3k

XI. Xk

1. BIAXE
1) Brinkmann, V. et al. : J. Biol. Chem. 2002 ; 277 (24) : 21453-21457 (PMID : 11967257)
QHIN7 77—~ () : HRAKOE ANERRA OZEYBREIZEED 2 &k (A2304 #ER) (fh
NEED (f2E7, 201149 H 26 H&GR, CTD2.7.6-3.3.3)
NHLT 77—~ () : BOANA AT A Z VT 112D ER (A0108 3BR) (FENEED
(A 57, 201149 A 26 A%, CTD2.7.6-1.1.2)
Y HNT7 7 —~ () : BFOFEICEHDLEE (D2107 ) FENEERD (517, 2011
9 4 26 A&, CTD2.7.6-1.1.3)
5)MiI 77—~ (KK : & s ADME RBRICBED L &k (A2217 RBR) (FENEED (f ot
7. 201149 A 26 H/KGE, CTD2.7.6-3.1.2)
6)Hil 77—~ (#K) : QT MIEICBHb 5 &k (D2101 3B (FEWNEED (5t F . 2011
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FEHE T OIKGRDL
4 fR5E44 TR A FIE - 5
ay7 GILENYA 2010 4= 8 H 7 7 Hl 0.5mg
2010 49 H F1 72V 0.5mg
7 AU | GILENYA
2018 5 H 71 72 VA 0.25mg
2011 4 3 A 71 7€ L) 0.5mg

EU GILENYA

2018 4 11 H 71 7 0.25mg
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ZRMUEFELEDBERE TR U SAMES O ETIN]
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WFe4 0.25 mg GILENYA capsules
0.5 mg GILENYA capsules
HIF - & Each 0.25 mg capsule contains 0.28 mg of fingolimod hydrochloride, equivalent to 0.25

mg fingolimod.
Each 0.5 mg capsule contains 0.56 mg of fingolimod hydrochloride, equivalent to 0.5 mg
of fingolimod.

ZhEE - Zh A GILENYA 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 patients 10 years of age and older.

N

3
=
3
e

2.2 Important Administration Instructions

Patients who initiate GILENYA, and those who reinitiate treatment after
discontinuation for longer than 14 days, require first-dose monitoring. This monitoring
is also recommended when the dose is increased in pediatric patients /see Dosage and
Administration (2.4, 2.5)].

GILENYA can be taken with or without food.

2.3 Recommended Dosage
In adults and pediatric patients 10 years of age and older weighing more than 40 kg,
the recommended dosage of GILENYA is 0.5 mg orally once—daily.

In pediatric patients 10 years of age and older weighing less than or equal to 40 kg, the
recommended dosage of GILENYA is 0.25 mg orally once daily.

Fingolimod doses higher than 0.5 mg are associated with a greater incidence of adverse
reactions without additional benefit.
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fR5E44 Gilenya 0.25 mg hard capsules
Gilenya 0.5mg hard capsules

A - & & Gilenya 0.25 mg hard capsules
Each 0.25 mg capsule contains 0.25 mg fingolimod (as hydrochloride).

Gilenya 0.5 mg hard capsules
Each 0.5 mg capsule contains 0.5 mg fingolimod (as hydrochloride).

ZhEE - Zh5: Gilenya is indicated as single disease modifying therapy in highly active relapsing
remitting multiple sclerosis for the following groups of adult patients and paediatric
patients aged 10 years and older:

—-Patients with highly active disease despite a full and adequate course of treatment
with at least one disease modifying therapy (for exceptions and information about
washout periods see sections 4.4 and 5.1).

or

—-Patients with rapidly evolving severe relapsing remitting multiple sclerosis defined
by 2 or more disabling relapses in one year, and with 1 or more Gadolinium enhancing
lesions on brain MRI or a significant increase in T2 lesion load as compared to a
previous recent MRI.

L - & In adults, the recommended dose of fingolimod is one 0.5 mg capsule taken orally once
daily.

In paediatric patients (10 years of age and above), the recommended dose is dependent

on body weight:

—Paediatric patients with body weight <40 kg: one 0.25 mg capsule taken orally once
daily.

—Paediatric patients with body weight >40 kg: one 0.5 mg capsule taken orally once
daily.

Paediatric patients who start on 0.25 mg capsules and subsequently reach a stable body
weight above 40 kg should be switched to 0.5 mg capsules.

When switching from a 0.25 mg to a 0.5 mg daily dose, it is recommended to repeat the
same first dose monitoring as for treatment initiation.

The same first dose monitoring as for treatment initiation is recommended when
treatment is interrupted for:

- 1 day or more during the first 2 weeks of treatment.

— more than 7 days during weeks 3 and 4 of treatment.

- more than 2 weeks after one month of treatment.

If the treatment interruption is of shorter duration than the above, the treatment
should be continued with the next dose as planned (see section 4.4).
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8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in
women exposed to GILENYA during pregnancy. Physicians are encouraged to
enroll pregnant patients, or pregnant women may register themselves in the
GILENYA pregnancy registry by calling 1-877-598-7237, sending an email
to gpr@quintiles.com, or visiting www.gilenyapregnancyregistry.com.

Risk Summary

Based on findings from animal studies, GILENYA may cause fetal harm when
administered to a pregnant woman. Data from prospective reports to the
GILENYA Pregnancy Registry (GPR) are currently not sufficient to allow for
an adequate assessment of the drug—associated risk for birth defects and
miscarriage in humans.

In oral studies conducted in rats and rabbits, fingolimod demonstrated
developmental toxicity, including an increase in malformations (rats) and
embryolethality, when given to pregnant animals. In rats, the highest no—
effect dose was less than the recommended human dose of 0.5 mg/day on a
body surface area (mg/m?2) basis. The most common fetal visceral
malformations in rats were persistent truncus arteriosus and ventricular
septal defect. The receptor affected by fingolimod (sphingosine 1-phosphate
receptor) is known to be involved in vascular formation during embryogenesis
(see Data). Advise pregnant women of the potential risk to a fetus.

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.

Clinical Considerations

In females planning to become pregnant, GILENYA should be stopped 2
months before planned conception.

The possibility of severe increase in disability should be considered in women
who discontinue or are considering discontinuation of GILENYA because of
pregnancy or planned pregnancy. In many of the cases in which increase in
disability was reported after stopping GILENYA, patients had stopped
GILENYA because of pregnancy or planned pregnancy /see Warnings and
Precautions (5.9)].
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Data

Animal Data

When fingolimod was orally administered to pregnant rats during the period
of organogenesis (0, 0.03, 0.1, and 0.3 mg/kg/day or 0, 1, 3, and 10 mg/kg/day),
increased incidences of fetal malformations and embryofetal deaths were
observed at all but the lowest dose tested (0.03 mg/kg/day), which is less than
the recommended human dose (RHD) on a mg/m? basis. Oral administration
to pregnant rabbits during organogenesis (0, 0.5, 1.5, and 5 mg/kg/day)
resulted in increased incidences of embryofetal mortality and fetal growth
retardation at the mid and high doses. The no—effect dose for these effects in
rabbits (0.5 mg/kg/day) is approximately 20 times the RHD on a mg/m? basis.
When fingolimod was orally administered to female rats during pregnancy
and lactation (0, 0.05, 0.15, and 0.5 mg/kg/day), pup survival was decreased
at all doses and a neurobehavioral (learning) deficit was seen in offspring at
the high dose. The low—effect dose of 0.05 mg/kg/day is similar to the RHD on

a mg/m? basis.

8.2 Lactation

Risk Summary

There are no data on the presence of fingolimod in human milk, the effects on
the breastfed infant, or the effects of the drug on milk production. Fingolimod
is excreted in the milk of treated rats. When a drug is present in animal milk,
it is likely that the drug will be present in human milk. The developmental
and health benefits of breastfeeding should be considered along with the
mother's clinical need for GILENYA and any potential adverse effects on the
breastfed infant from GILENYA or from the underlying maternal condition.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing

The pregnancy status of females of reproductive potential should be verified
prior to starting treatment with GILENYA /see Use in Specific Populations
811

Contraception

Before initiation of GILENYA treatment, females of reproductive potential
should be counseled on the potential for a serious risk to the fetus and the
need for effective contraception during treatment with GILENYA /see
Warnings and Precautions (5.8) and Use in Specific Populations (8.1)]. Since
it takes approximately 2 months 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 (5.8, 5.13)].

F—ANT7 U T DFE
(An Australian

drug use in pregnancy)

categorization of risk of

D (2022 £ 4 )*

% : Prescribing medicines in pregnancy database (Australian Government) X

2% SO
F—=ARNZ U T DI

D

Drugs which have caused, are suspected to have caused or may be expected to
cause, an increased incidence of human fetal malformations or irreversible
damage. These drugs may also have adverse pharmacological effects.
Accompanying texts should be consulted for further details.
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Safety and effectiveness of GILENYA for the treatment of relapsing forms of
multiple sclerosis in pediatric patients 10 to less than 18 years of age were
established in one randomized, double-blind clinical study in 215 patients
(GILENYA n = 107; intramuscular interferon (IFN) beta-1a n = 108) /see
Clinical Studies (14.2)].

In the controlled pediatric study, the safety profile in pediatric patients (10 to
less than 18 years of age) receiving GILENYA 0.25 mg or 0.5 mg daily was
similar to that seen in adult patients. In the pediatric study, cases of seizures
were reported in 5.6% of GILENYA treated patients and 0.9% of interferon
beta-la-treated patients.

It is recommended that pediatric patients, if possible, complete all
immunizations in accordance with current immunization guidelines prior to
initiating GILENYA therapy.

Safety and effectiveness of GILENYA in pediatric patients below the age of

10 years have not been established.
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