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IREREA ISR L, EROAR LT, MEEREICL Y BEAFEORE, T L TAFOEOK T2 72
5312, BARICEITD RA DARRITH 03%~05% EHEESNTEY, KERBHOR 5L %L,
FIEDE =713 40~50 OB E KD OLETH D 2 L b, FiEEED TORMN, 2@, it
EFORFEOBER L RKRE2MBEE2oTNDH Y,
RA OiE#IL, E<IFFERAT oA RERRIERNSAIDs) & BIERE AT 0 A RICX DKM ERIEDO T b
n—/LaEHLE LT, & ZICERMEMMERY U~ FHEDMARD) AT DI TEZ, A M MLFH—§
(MTX)®D RA ~Diili S ONEBHESEIR F-(TNF)BLEAZ 13 U od & L7 FIRAI OB L 0 . RA OIEH
WIRERA A B L BIEREE OISR LB b D L 9 I, ERNICBWLTH, MTX 28 RA RO E
—IEPUE L UCEE L, AR O PRI Z 0 | BRIRAYEE - MOS0 AR 2 169 B AR & L 72 Treat-to-Target
VBRI & L CHRESND L 512772, L L, 2O DIREEELMAGDETYH, B 2RIl K
TEDBEIT20%~25%FREITE X 720, F o AW RANTERUA CH Y BE~ORENRH L Z &
TR IR DA 7e EIC K D DR DHRT 5 BENRD BN DL Z Eonh, AW FEiEIcS o
ROEIMEERD, RO AR U~ FIHOBEIThI T\ D, ED—27 RAIZEEGT 2 RIENE
WA NAA DY T FIAGERKE AAEN) & 5 7 X A% F—F(Janus Kinase : JAK)SALEH|TH 5 &7,
JAK FHEA & LTI, P77 o F =793 2012 FITKENST IMTX A+ 880 L, 35 L <UERAEM
DLW R OVEE O RA B Ziih & U CRRBE I, 2013 FIZITAART IBEFIRIE CHRA 572
RA| (Zxf L CRUERGEAGRZBIG LTV D, 2BIHTHDLNNY U F =78 BARIZEWT 2017 F B
FEAGRAETUF L T\ 5, 2016 4F, FRM Y 7~ FF(BULARNC THET Szt Y v~ FHKIZ L D RA IRIK
HIZIZBWTH MTX B+ IRZ 2 LW D TR ARK T H 5556 . JAK BLEAIEL RA 15IE O #RUK
D=2 LTHRIN TS 8, Lol ZHEFHRFEEIFUEBEIN L TSRS S 030 b 63, K2
B BIE B CRR IR B 2 L CE R WBE DS S AFET D5 2 LD, B 2 IRFERPUE O B 3 1)
T3,
AA T TEECAIARA], — 4 X7 4 v F =T BAOKRBIE)IL T A7 7 ARS8 L 7= JAK
LERICTH D, AFNELJAKL, JAK2, JAK3 L OF v ¥ —8 2ATYKD)D WD JAK 7 7 2 U —(Z
HRAEEEER L, A X —a A X (L)-2 ZIILOETLHEEY A N A DV 7T REELEL.,
T HIMLOHFECA > % — 7 = 1 L (IFN)-y, TNF-a %5 RA OIFEKIZBI 2 RIEMED A N A o OFEA %
#925H DT, RABEICBITDADENHFRFTE D EE 2 LN, EWNICEBT D EEERBRA 2009 4£° 5
Bt S, ZDFER, AAID RATERICET 2 H ML O EENHER SN2 L0 n, TBEfFIRE TohE
R4 70 B Y v~ F(BF OMERBRE O IE 2 ETe)) 2RS0TSR E L, 201943 B, BERTEK
W,

2. FROBERFNEHE
(DJAK 7 7 X U —&, % « RIEMS K OEMZEIZBE G325 A4 N A 0RO B RO MfE N E
MICESALTEBY ., ZRETHROMMAY 7 FMEEICB W CEEREE ZH - T 5, X744 F=
X, JAK 7 7 2 U —DOKEESE, JAKL, JAK2, JAK3 KON TYK2 #FLET 5 JAK BLERITH O . IL-2
ZIILOETLEMEY A N IA DT rELZAEF L, T MROHEFES IFN-y, TNF-a %D RA O
RN o A2 RIEEY A NI A o DFEEZ NI 5,
( TVL.2. () ERAERL - YERAHERF ) DEZR)

()7 4 TF=T1F, JAKIL, JAK2, JAK3 KN TYK2 ZBHE L. Z D 50%BHE )R EE(Concentration associated with
50% inhibition : ICso)fii 3.92. 5.01. 0.71 % TX4.79nmol/L T 7=,
( TVI.2. (2) BN Z R T HEHBRHE 1)) OHSR)

B)T7 v RTVa Ny NFERBEERET AN EHWERBRICEN T, X7 4 v F =713, BERBIERTR O
JERE DOWT N EOEEEIZB W T, e BEEIE & OVE R % ] L7,
( [VI.2. () BN Z R THHBRBIE S)) OHSH)

GOAFBNZ, 1 B 1ERAOEGT2EAKITH S,
( V.3 BZERURAE] OHZR)
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GAFNDOBRE TR TBEFIRIR TOURA T3 2B U U~ F(BEE OER RGO k25T Th
. TREDIHRIZENT, AMMLFH =2 I L0 ET2DRILEL TAIDOH Y U~ FHEIZLD
BEE 2R 21T > T, KBICERT 2O RIERPEL L AR EGT 2 2 &1 2REUIRRIC
B 5EEE LTV D,

( TV. 2. BERIEHRICEET TR OHEM)

(6) 27 4 v F =7 OEHERIT, 12.5%~168% Th -7,
( [VI 7. $Eitt) DEBH)

(7MTX % & Te DMARD THRIRA+5372 RA BBE Z %52, DMARD OfFH F. & L IXFEOFH FT7 o
TF=T(LLT. AAN1I00mg, 150mg DA WEZ FREE L 72 SH MAHER [CL-RAJ3] TiX, 1 A 1= 128
MEOEELZE &0 12 BEFCBIT 2 KEY 7~ F 22 ACRR0% U ERIT, 77 BAREE 30.7%, A
#| 100mg £ 57.7%. AHK| 150mg #f 74.5% CTH V. 7T BRE L OEICE N T, W OARFE 58E
THHBERUGENRO N P<0.001, Wald O A “FF/HE), #6512 HFEE TORIWER T,
A 100mg BETIE 31.7%(33/104 1)), A5 150mg BTl 37.3%(38/102 f5il), 77 & REETI 28.7%(29/101
B TH Y, EEZEWERHIX, &K 100mg FETIX 1.9%((2/104 B), AHKI 150mg FETIX 1.0%(1/102 #i), 7
TR REETIL3.0%3/101 By TH - 7=, EREIWEAIL. AA] 100mg BE TIXamFEER 4.8%(5/104 By, Al
150mg B Tl EMAEEZ 7.8%(8/102 ) T > 7=,

MTX THIRA+Sr72 RA B 255210 MTX §FH T TAFH 100mg, 150mg O AF 2htk % FREE L 72 55 TAH
B [CL-RAJ4] TiE, 1 H 1E 12 8MEA#KE Lz &0, 12l IR 5 ACR0% K ERIL, 7
7 B REE 21.8%. AKI 100mg BE 58.6%., AHA| 150mg £f 64.4% TdH 0 . AHK| 100mg BE L OAFA] 150mg
T TR BEE ORICHREH 2B BZAZDPRD HALTZ(W T4 h P<0.001, Fisher’s exact iR iE), #£5- 12
W £ TORIEMIL, AA 100mg £ TiX 32.8%(57/174 f5il). AHA 150mg £ Tl 46.0%(80/174 51y, 7 F
TARRETIL 27.6%47/170 H) TH Y |, EEZRBITERIX, AA] 100mg £ Tl 1.7%(3/174 #i). AH| 150mg
BECIX 1.7%(3/174 By, 77 B ARBETIL 1.2%(2/170 By ThH o7, FE2BEHWERIX, AHK] 100mg B Tl
MHEEZ 6.3%(11/174 f51l), AFH] 150mg #E CTIXEMHEAL 6.9%(12/174 B TH - 7=,

( TV.5. (W) BRMERIRER OHSR)

(8)F MAHFER [CL-RAJ3] T 12 HARE 28 Al EhBIHIH K% U8 CRP (21D < HATEEPE R =27 (DAS28-CRP)
DR—=AF A EDENEDT T2 AREEE OZETIARA] 100mg FE K& OAA] 150mg #ETZILE1-1.06 &
-1.55 TH Y . AH| 100mg BEL OARHF] 150mg BEE 77 2R E OMICHE PR A EZNRD bl
(Wb P<0.001, 5 HHT).

FHIARFREE [CL-RAJ4] TD 12 #HEFD DAS28-CRP D_X— R T A VI DOEALED T T v Rt L D%
%, AFAl 100mg BE M OAH| 150mg BETENZEH-1.21 L T-1.59 TH Y . AFH| 100mg £ K OAH] 150mg
BEL 77 BAREE L ORICHEHFN R BB EZDRD bW iLh P<0.001, H5H5HT).
F7o, EMROERIFIE CTH 5 DAS28-CRP<2.6 % 12 HKF A Tk LIZBE OEIAIZONT L, HIERER
[CL-RAJ3] M OMEIIAHRER [CL-RAJ4] DOWFHORERIZIUNT HAFA] 100mg & O 150mg #E Tl
7T R AR L ORICHGEH PR A B DR bl
(TV.5. DO1) BRG] OHBH)

(9) B A BEHE T4 O FRFE T & % . modified Total Sharp Score(mTSS)HIZOW T, FHIAHRAER [CL-RAJ4] (2
BT 28 BIFIZBIT A= T7 A4 b DO mISS BILEAZ LB LI Z A, 77 BREE337 25 L,
AFHI 100mg B 1.62, AHK| 150mg #E 1.03 TH VY . KA GRICB W T 7R EE L ik L CHE 7B
EEOEITINEIN TR (O T h P<0.001, H45H5H), mTSS D 2 DD R—Ff hT
HHEEOD AR T KOS IMER 2 T IZHOW T RIFRICARI R GRS 77 AR L ORICHE
PR BENRD b,

( TV.5. (1) AUHERIARO, DHEZR)
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(10)ZB MAHFER [CL-RAJ3] T 12 B8 RF O LR REARE R ZE 2 H O 7o B REFR EHE B (HAQ-D) DX — A T A o
MHDEALED T Z7 B ARREE OEIT. AAI 100mg #E & OAA] 150mg B TENEI-0.34 L1040 Th
0. AHI100mg B OAH 150mg BE L 77 B AREE L OMICHEHFIREBEEZDRD LNT(WTLs P
<0.001, FL53HSIHT),

FHIAHRER [CL-RAJ4] TO 12 D HAQ-DI D _X—A T A b DAL ED 7T B REEE DT,
AF 100mg #F & OAH 150mg BE TENZE11-0.27 1039 TH Y . AH| 100mg BE M OAHA] 150mg Ff &
7T AREEE OMICHF O REEEZNBO bW T v P<0.001, 53854,

( TV.5 (D) BHHERIAR) OHEBH)

(11)52 K £ COF MR [CL-RAJ3] KR OFHIAERER [CL-RAJ4] TD ACR20%BE3F, ACR50%EX
TR O ACRTO% SGEROHERE O I TlX, W ORBRTH . AHK| 100mg B & AHK] 150mg O
FiX R2BELES ERT2EMARD i, 52l F TOMROFHES R S T,
ke s G- [CL-RAJ2] T OTRBRFER G-I o0 1 e (e /ML, fe KA 13 4% 9156 TTARERSR [CL-RAJL]
MHBAT LTZHRFE T 51.06 7 H05 B H. 70.7 7 A), FHIAHEFER [CL-RAI3] LK OVEIIAHRER [CL-
RAJ4] DOBAITLEEBETIIENEN 1843 B H 09 B A, 321 W ALKV 1534 7 H@O1 B A, 331 %
Ay Thote, T—% 7y MATREE TOMRER 538 [CL-RAJ2] T? ACR20%CLEZE, ACR50%¢LK
BFRED ACRT0% U EROHRIT, Wb R P IR T 26834 o7, BHEGHM+
DOWROERGE MR S iz, BWER., EEZRENWEHIL 69.5%(586/843 ). 9.0%(76/843 ) T ~7=, &
7RREWERX, SIHEAZ 24.4%(206/843 B), HRHIZE 11.5%(97/843 i), fh 2 L7 F R AKRFF—E
HEIN 5.5%(46/843 ), KUE 2% 5.3%(45/843 Hil), A > 7 )V W 5.2%(44/843 i) L O EXGERYE 5.1%
(43/843 i)y T o 7=,

(F—%H > A7 201845 H 31 B)
(V.5 DDENHERIERE L (V.5 (H)2)REMHR OHEBM)

(12)%% 156 TARRRER . 28 AR ERIRANER 2 3R K Ok fe s 53R 0 4 SBR O Z MRS R I23 VT AHA
P ST R 1052 BilH 810 fil(77.0% N2 W TRIEH 2GR bilz, EEEMIL, LIFHEEZ 296
#1(28.1%). HRIEZ 136 $1(12.9%), IfLFH 27 LT F 2k A7k FF—E (CK)HEIN 98 $1(9.3%)%Th - 7=,

(KRB 1 2019 £ 3 H)
7p¥, EARARENWEH & LT, NERYE) TRk, U o BkAE, ~E 7 m e uid ) N LE
Zefl) TIFRERERE S, HE ) [MEMMZR) Blds ShTnd,

( VI 8. BIYER ) DHESMH)

3. EARDHEAIFHFHE
YRR L
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I. A#ICEE9 5IEH

1. R3E4
(1) %

A~A T 7HE 50mg, A~A T 7§ 100mg

(2) #*4
Smyraf Tablets 50mg, Smyraf Tablets 100mg

(3) KFDHEXE
[Smile] & [Rheumatoid Arthritis| & [Life] ZHW/=EREICHEL T\ 5,

2. — &4
(1) & (@fik)
N7 4 v F =T RAKHEEE  (JAN)

(2) & (%K)
Peficitinib Hydrobromide (JAN)
peficitinib (INN)

(3) RT L (stem)
JAK PHEEH : -citinib

3. BMEARIETRER

Oy __NH:
Hoiigﬂ
ol |

H ~ N
*HBr
\_NH

4. HFARUVHFE
%%fﬁ . C13H22N402 *« HBr
F & 407.30

5. bt (@fiE) XBEEHE
4-{[(1R,25,35,5s,75)-5-Hydroxyadamantan-2-ylJamino } -1 H-pyrrolo[2,3-b]pyridine-5-carboxamide
monohydrobromide (IUPAC)

6. ER4. fl4. BE. B5E&S
BHR % & : ASPO15K hydrobromide, AS1940150-BR., JKT-201A
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KIZRREETIT S K, =& =/ (99.5) I T IZ < U,

SR - R

AT A~ EA AR TR TH 5,
B

iR

R 2 7R S 7200,

Ma (PER). BR. BER

Al K 318°C (0 fiE)

BRIB R TR

pKa : 5.74

S ERRE

RT 4T =T ORE(ETC, 1-4 7 X ) — LK)
pH Log D
1.07 -0.29
3.07 -0.38
4.92 1.32
6.93 2.27
9.07 2.36
10.88 2.37
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2. ANRSDEBEHTICEITEIREM

bR PRAFSR: PRIFIERE PRAT IR fr s
TERYZTF LN
FEHIRFRER 25°C. 60%RH RYVxFLoFa—T1| 36FA | HKN
RYIZF LRI A
THEHR)ZFLE
TN ER 40°C, 75%RH RYVz=FLoFa—7/| 61&H Bk
RUTFLL KT A
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V. ®&KICE89 5B

1. #li
(1) FIR DX 5

T4 a—T 4 T EE

(2) HHEDHEER VIR

FTE & G - REE - EHE
# ES i)
A~wA T THE T4 a— @
50mg T4 v T =
[ERES g
9 7.6mm 1 0.17g
ES U]
N
A~A T T7EE P IIN=C ”
100mg 74 IhE Hire
[ERES B g
#7 9.1mm #J 4.8mm #7 0.34g
(3) #ERIa—F

A AT T7HES0mg : A~A T 7 50
2= A 575 100mg : A<A F7 100

4) HF DY
BRI L

(5) ZOth
R L7220

2. BH O

(1) B GEMERS) OEERVHMA]
MEIELEIN OFHEICET 2B LADEIZONT) CERR 13 4 10 H 1 B HIEEIREE 712 5N
[ TEELFSMYOLEKICETIHA TR LADLE] OERICHOWT) CEK 14 43 H 13 B B3RS
170 BNCES X 2RI ONTRE L7z, IINFITLLTo &Y,

HRR(1 BT T
v =h—, EF e ELta— fhim L
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V. ®KIZFEY SIEE
(2) ERBEZEDRE
AL
(3) &£
A LR
3. FIBEBRENHBRRUEE
A LR
4. Hif
A LR
5. \BAT 5EEMED H 55 HY
ICHQ3B(R2)# A KT A > THIE SN TV HAFIERE OB 28 2 2 E 1L, WH O RIER &K L E
PERRBRIZB N TR O G TV RW,
6. HEDEBERUHTICEITIHIREN
< A~A 7 7 §E 50mg>
B RAFSME RAFTETE PRAFHIH it R
] 25°C. 60%RH .
FE IR R (1) PTP4 71 S 48 48 fHH | BN
o %, |
AR 40C. T5%RH (RS 6EA | B
(FEPT)
R 50°C (W5 ) 7 7 ZHRBE 3 A HEE
o | o BN Tl o7, 7o, [ L L
derepeam | LT | A0C TSURH i | 3EiA | eV EEOEE D F D b
b EcS (M5 )
nic,
o S 25C —
HERER |k D5(100010) Sy —L 50 H | MM
< A~ A 7 7§ 100mg >
Ak BRAFSAE RAFIERE PRAFHIE it
- 257, 60%RH N
EHIRFRER (W) PTPL7 L S 48 48 HH | BEA
¥ 9%, R
I 40°C, T5%RH (Fef7D 6EA | BN
(5 RT)
IR EE 50°C (W5 7)) 7T AP 3 A N
wagEo [ . BRI TI o1, E7o. F7 R
geppbagg| L | A0 TSURH L U | 3R | R b AGEEOBEDE FARD O
L (GED)
iz,
TR ¥ 25C Ty—L 50 H Hikg
R D65(10001x) v 7
WETHE « ik, SR, FINE, TER, MUEMIBRE IR 4, B D 2 MR OV D )
1. RAREERVBBREOREN

ARV




V. ®KICEY HEE

8. fhFl&DESELL (MEIEFHEL)
FE L

9. HHHE
ik - AR RERBRIE( S RViE)

10. &3 - aAK
(1) EEMNRELGRE - 2F. NEVERGESR - BRICHT SER
R L7220

(2) a%
<A<A T 7 E 50mg>
14 (7 $EX 2, HIRFIAD)
< A<A 7 7§ 100mg>
14 BE(7 BEX 2, FLIREAIAD)

Q) FHREE
A LR

(4) BRHBOME
(PTP Glk]
PTP: #— RV HE{kr =L H-T/LI=UL
Ea—: 7AI=gL c RYZFLUTIR— T (LA
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. BRICEYSEE

1.

3.
(M

(2)

4.

PEER [THR
WEAABIR COIRA A3 72 BE U 7~ F(BIEI O ERHRIG OB Ik 2 5 T)

PEER EZHRICERET 538
5. MEERIIMBICREET 5T E
WEOIEFICBNT, AR MLFH—F2EF 0O ETH00LLEH 1A v~ FIREIZ L DY)
RIRIFREIT- T, HEBICERT2H O ERNDEDLGAICHRG T2 L,
(i)
RBEEN Y v~ F & & 9 2 ARANOKGERFFICH -0 £l L2 FHIAHRER [CL-RAI3] OXHREBETH D
DMARD TZREARV47BE ., ROFEIFERER [CL-RAJ4A] OREREE THD MTX THERTSREE
AR Z#&E LT, AMER O ZEEORIEEZITo72, ZILHDREENERE L TANEZHEHT & L
Bz, MREUIRICR LT TBEFIRE CORA T2 Y v~TF ) & X0 BRICHI T 2 720128
E L7,

AZRUHE

BERUVRAEOMER

B, RAZIERT7 v F=7 L LT150mg % 1 B 1 [BIEZRIRAOKBEES TS, 2B, BEORREIILNT
T 100mg = 1 H 1[A#EHTEX 5,

(L)

BHEOEBEZ R LIZBERAEMIESFHBRICB N T, X7 4 v F =TI ER R G Btk & 5 Tl
BREENSEINT 2EANREN TN D, B, X7 4 v F =T DX DA - a2 U=k
BHRBETERIN. X7 4 v F =T ORETINLORBRICESEIBRITROBRGTH ) LHRE L,

FRERUVRAEDRERE - 1B

B L ARFBR [CL-RAT1] | BIIFHRABR [CL-RAJ3] | FIFHRAER [CL-RAJ4] K UMK 538 D [k
FEAEBE 2. AH 100mg #5 L < 1% 150mg OFEIZ L0, A4y el R AE IR 0 ek E 0 IR E e o ik
R EE DI TR BN G OND EEZ BN Z Enh, HIELROHEOREEIT -1,

AZERUVERICEET ZIE
1. AERUVEEICEET R
1.1 PEEOFKEERE LA T2 BE IR G T 2561213, AFIOEMER OVZ 2%+ 1B L,
AFN G- OM B2 EE P LZ BT, AFISomg 1 H 1 [E#RGE552 8, 2B, OR8N
JEDME DAL WIGA X AFI O GMkE O L EME e 5 2 &, [2.3,9.3.1-9.3.3,10.2, 11.1.4, 16.6.2,
17.1.1-17.1.3 /]

7.2 o mEIER RSB R SN D LIEYYED U A7 NN 5 Z LN TREND DT, A#lE TNF fHE
A, IL-6 BHAEA, T M AR R A SRR E A 2 O A BLA1I0, tho Y X A % — B (JAK)LEHZE O ik
F G AR AT RAI LIS & OBERIZ L2 &y 2238, 2D O AWK K O IHIH] & o
OERRER L2, (11, 1.2.1, 2.1, 8.1, 9.1.1, 11.1.1 BH{]

(i)

7.1 Freénebeds B sBh [CL-PK10] 128U\ T, BRAE(S B), (8 B D AP nE = B8 & OF# e
KB (8 BN AH 150mg 2 BRI O h Lz & &, BETFHERERE B CIIITFHERE IE W A& 12t
~ Cmax 1% 3.9%. AUCInf 1% 18.5% @ > 7= & OFERNG LAV, H %5 TR RERRE 5 B CIFBERE I
H B 12 Cmax 1% 82.4%, AUCinf (X 923% @ -o7- & DFERTho7c, ZHHDOREREENE |
Hh A RS RERE R IO W CIEAHI 50mg 1 H 1 [ A EHEICERETO2XLERH D Z ENLERE LT,

1.2 AANIGESISICE S T2 JAK 77 2V —%Z[ET L7720, RYYEICxd 5 EREaeIic w8 &
ETAREMED D B, A E OO G L A BYHEDRIICHEEOBZINNEZOND Z ENBEEL
7.




V. ARICEY HER

5. ERPRREHE
(1) BRT—21\vb5—2
<FHAmE EF >
| B R4 . RERT A . N
| | emEm | 0F | T memm - msms RO
B | BRFOMERER | EERA | FEEhne | BIELL, FFER. RT 4 v F =T HAN(150mg §E)
B [CL-PK12] 9 7 e 27 B AL —N— | 1 EEREIER R ORISR O &S
HA[E B 18 4l
B | REEEECN | 3EMmhRE | BEEA L. FEER. | X7 0 v F = T HENEBRUE A A
Y [ St B R oeetl i 27 v 24— "— | (150mg $E)1 FER N7 4 v F =T
[CL-PK27] HA[EEEE- 40 4 A (150mg #8)1 2% 228 M IR
a5
BM | HE - EEG | A | et pi (T (- = HEEE : BARALOCAABIECA
GV R WpEhe |, 77 BRMR, | 74 F =720, 60, 200mg Xt
[CL-HV03] 0 3T JH 2 T B R EZENERIIR AL
Him 5 : 48 i KEHE : BARANBMHEIZRT 0>
g RS F=7"10, 30, 100mg XIx7 7%
7 A 24 ) A& 1 H2EBZICRAKES
B, 7 HREOE GO > 5, 1
~6 HEIX1 H 2@\, 7HBIX
FDOHPE
LA | AFHSREREE & RE SEIHE | FEE M. WATHER] RT 4 F =7 150mg & 22T
g oA AR EERE |2tk [R5 ;24 e nEr s
[CL-PK10] 'V
& A | BRekEE B HERE HKydhie |FFEER. WATHM NRT 4 F =7 150mg & ZEERFIC
BN ey FEERE | etk HimE 5 : 31 4 ROy
[CL-PK11] @
% 148 |DDI 3B TR | ZEEIRE | JEEMR. BEERF 1 2O' 10 HEICA hARLI v
B (A hRLI ) gl 11 B 24 41 750mg % 14 BAIRE O % 5
[CL-PK20] B 3 KON 5~11 HEIZNZ7 4 F=
7 150mg & 1 A 1 [E&#ICRO#
5.
BIAE | RHEIFERER | RAEE | A2 EBIEH, ZHE R 4 F =7 25,50, 100, 150mg
B [CL-RAJ1] 1419 7 e W, 77 vRFB, | LT TRE 1A 1 EEPEEZIC
SRENRE | WA TRER Fo&s
T 12 R - 281 f
SEIIAE | S A AER RA B3 |Gk EA, —HE MTX & OO FTR7 4 v F =7
B [CL-RAJ4] 0 et M, 77 RRRE, | 100, 150mg XiF7'7EARE 18 1
SRENRE | WA TRER FIEi BRI D&, 77 R
P ik 52 3@ : 519 TIE 12 BEREEHE R+ D5E)X
1328 WIFIT AT 4 2 F =7 100 X
1% 150mg (280 £z
FAAH | EERIER RA B3 |Gk M|AEAL, —EHE ~RT 4 F =7 100, 150mg XIE7
| PR B A AR e X B N e AP SN e e ol W & B W T Yt S mE i
ZS [CL-RAJ3] 7 HpERE | JEEESM WATEM | 5. 77 BAREETIT 12 BRI
- A |52 38 ;507 7 4 v F =7 100 XIE 150mg (2 4]
Y (BAA : 415 ) UE=F 4
7 BT & FbE 7 b 50mg
2 1 BTG




V. ARICEY HER

| RO R4 . RERT VA v ‘ N
s | o | ewmEm | 00 | Y . e RERUHRE
kG | ERRILR RA BF | B HEM., Mk HITFERER [CL-RAJ3] K OV
B 53R | Akfei 5Bk ek RGBS F CHERE AT | 35 [CL-RAT4] 25 OBATE DY
[CL-RAJ2] 1819 T HE : 843 i BT 4 F =7 100mg & 1 B 1
(BAN : 806 #) [ IR B
(T—2 0y A 7K | %% DR [CL-RAJ1] mHo
) BITEDOSEE, X7 F =7
H 50mg % 1 A 1 A ERITRAKE:
ES
- B, ATOBREICONT, Lok
v WD 2 < | IR A7 E
7 157 4 v F=F 100 XU 150me
IZHEEAIRE & L. NCI-CTCAE 7
L— R3¥EC Grade2 DL EDOFEDS
BNRBL LTS IR TR
& DHIBEC 100 I 150mg 725
50mg |2 T HE( P B ONF
4 AIHB)
BIAR | MME NS A | RN | EpEiiE | EER . FER. (3 FEONT 4 TF =T HRMEL
Bk TRAZEY ek 3H I mAA—x— | FEEBAHEAGS, 10 O 30mg §E)
7 4 (IBA)RER HA[E B S 30 4 HZEMERCR O & 5
[CL-PK18]
FIAE | WS BARER | fEEERN | EpEiE | EERL. FER. | X7 0 U F = TR DARB
Bk [CL-PK19] 2k 3T v xA— — | BKI25Smg FE)6 ST A BRI O E
HREIE S 24 4] N7 ¢ F = TR AR ERH
BUHI(30mg $E)5 $E % ZE[ERF K OV 14
[t uE
B 1AE | MEANEE] TEEERR N | 224tk IEfEX(k, —HE R N BPEIC T ¢ v F =T 3,
N 5 ER pEhE (M. 77 BRI, |10, 30, 60, 120, 200, 300mg i
[CL-HVO1] IS FH By 7T e R BRI, &
Him 5 72 4 HIZ, 120mg £ 541 Tix, 1L
rovrvraTy MMEIZANT 4
1l LF =7 120mg & BHBICR S
48 faHERR A AL 30, 200mg T
T bR EEERICR ARG
B1AE | WA RE TEEERR N | 224tk IEfEX(kh, —HE fRERNBIEICNT v F =T
N 5 ER pEhE (M. 77 BRI, |30, 100, 200mg XX 7 TR A
[CL-HV02] IS+ FH By 2 [E)ERBZICKR DS
14 HI# : 48 fEFER AN LT v F =T
100mg Xix 7" &R H 2 E)A &
e mEitacs
2B, 14 HFoOBRSHE OS> B 1
~13HHIX1H2E®S, 14 HH
135D B -
B VS EHER | R | et mIEAL, BER, |74 F =7 150, 450mg XL~
R [ 53R HyEe | 7T AR, TR ERBISKRARS
[CL-HV07] FH B
HEIES 16 4




V. ARICEY HER

| HEgro R4 . HERT VA . N
W | | etmmm) | O IO i - s RERUAR
B | AT | RN | EEhRE | FER BC- X7 4 v F = 7 KA
BV o AR etk H[E# 5 : 6 100mg/100uCi(curie) % & # 2% A
[CL-PK03] 20 5
B VSNSRI AE | R | IR | JEER. HoEF 1 RO 12 BRI 4o F=7
B i A (DDI)R R 7 e 14 HIE : 24 4 150mg % B HER O &5
(TR 5~14 A BICRT I VIEREYE
[CL-PK04] 2D 80mg # 1 A 3 [EIE#KITKROKS
%1 |VESh DDIEER | fEFERR A | 3Epdhie | BEEX(L, FFER. (17T RO26 HEIZI XY T A 3mg
B (REV T L) et 27 m AA—R— | B RBICHBIR DS
[CL-PK05] 2 26 H I : 30 1 3~7 BHIZRZ7 4 F=7 60 X
1% 100mg % 1 A 2 \IEHIcREA®
5.
22~26 HHIZRZ 4 v F =7 100
Xix 60mg & 1 H 2 [FIEH#ICHA
it ]
s | 1HE | WS DDIRER | RABE |HEpEie |EEHR. BIEF 1 FOY8 HAIWCA b FLFH—h
GV (MTX) ogesl i 9 HRE : 151 (MTX)15~25mg = &% IZHERR N
[CL-PK13] 2 a2
3~8 HEIZT T =7 100mg
1 H2ERFZBICEROES 9HE
TR DHRT 4 v F =7 100mg %
e
1M |vEsh DDIFRER | fEFERRA | SEBhRE | IEEM. HEF 1 OV 10 BRICE AARREF o
Y (R ANRREZFL) oeetl i 13 AfH - 24 4l 10mg % &% I HERE OG-
[CL-PK26] 2% 5~13 AHIZR 7 4 v F =7
150mg % 1 H 1 FI&ZRICREO&ESL
% 1M |¥E4 Thorough | BEFERR A | 3% EAL, ZHER, | X7 4 F=7 150, 450mg. 77
Ak QT/QTc(TQT) WpEhie | 770K - BEGR, | A iEETE R o e ov
iR ogesl i A7 o AA—,3—  |400mg ZBHICRE DS
[CL-QT01] 29 A5 : 56 {5
<ZEEGEFE>
| RO R4 . RERT VA . _—
w | mE | emEm | F HE9 | g ghe - e IR O
B LA | Sk BA RRER | HERTARA | SEpENEE | BEAL, FEER. | X7 v F =T HRIE THREA
R [CL-PK09] rae=Xs 37 v A —— | HE|Bomg §E)5 FEEZEERF ISR O
HA[RIEE S« 36 4 5
N7 4 F =T HA" (150mg HE)1
BEA IR M OB IR ORY
] B LA | Sk BA BRER | TR | EEhE | BEAL. FEEMR. | X7 0 U F = TR T AHRR
M| 25 | [ARA1001] elbe | 2817 mAd—— | FRAIGOmg §7)5 SER DT 4
248 HA[RIEE S ¢ 20 4 F = 7 HAI"(150mg $8)1 §E % Rtk
[ s
% 1 | g4t DDIRRER | HERER A | SEMpEhie | FEEmR. H—)EF 1 KO 10 BRIZR 27 =/ —)b
Rl SEVEVAYY 7l 12 A H : 24 # BT 7 = F /L 1000mg & BT H
FRE 7 =T Bl 1 5
[CL-PKO1] 26 6~12 HHIZRZ7 v F =7
100mg % 1 A 2 [ &HICR DS




V. ARICEY HER

| RO R4 . BT A1 v . o
| mE | GmEe) | O HEO ) e - g 56 RRE U
% LAH | ¥4 DDIARER | fEEERR A | SREhiE | FEEM. H—JEF 1 V10 BRICZZ7 2 AR
B (#7al LR) Ak 12 A : 24 1 Smg Z B IZHERE 05
[CL-PK02] 27 6~12 HHICXRZ 4> F =7
100mg % 1 A2 [M&HICROES
% 1A | g4t DDLaRER | fERER A | SEipdEhe | S— b 1 BBES NR—=F1:
PR (Z7al LR) o =X b SR, 2827 | LIOKRW30 HRICH 71 Y AR
[CL-PK16] 0 A AN — 5mg % A% HERR O %5
32 HI# : 28 i 6~12 HEIZNT7 4 F =7 60
N—1b2: HEER, X 100mg & 1 H 2 [EH%ICR
H— IR S
12 B ;12 41 26~32 H BIZ~NT 4 v F=7100
X 60mg & 1 H 2 [EBZIZREN
5
N— k2
1 O 10 HFRHICH 7 vl AR
Img % H[EIFIRN 5
6~12 HHIZRZ7 4 v F =7
100mg % 1 A 2 B EFZ ISR ARSE
BIAE | MESMEIEE T | RABE | A9k HEERb, —EE MTX LD T TAT7 4 v F=
By FHABR fraeXus B, 7R, | 725, 50, 100, 150mg X|X7 7
Wi [CL-RA21] IENRE | WA TREM tARE 1 H 1 ERZICRARS
HNF 12 B/ - 378 1
M U mn | s | RA B | b HERb, —EE RT7 4 vF =7 25, 50, 100,
Y FHFER Ak B, 77 'RRE, | 150mg IXT 7 ®RE 1A 1 [EA
[CL-RA22] Impyghae | WATEEM Bz A& G
HNF 12 B/ - 289
WM | MMk S | RABE | AahE FER., M5 RT7 4F=7 100mg = 1 H 1
R R rae=Xs 104 38 : 611 1 EIR#ICEAERS
[CL-RA25] B E R G LR R A E 252
BOLNEHEEFRT7 v T =
7 50mg 2R ATRE S L, EIE %
I3 100mg ~H & n[HE
EUAH | M RERTE | SR | Aok EERb, —EE R7 4 F =7 10, 25, 60,
Y 55 AR EEE 2k B, 77 BRI, | 100mg(1 H 2 @), 50mg(1 H 1 [al)
[CL-PS01] IWpEIRE | RN X7 7R ERZICR DS
HNF 6 FR - 124 {5
I | #MNEEMEK | UC BE | A4k HERb, —EE A7 4 F =725, 75, 150mg(l
Y 5 (UC) 4 1 Ak . 77 eRRE, H 18], 75mg(l H 2 ENXix7" 7
%5 ARG IR ERE | WA TREM TRERBICHEOFS
[UC02001] 32 JAM : 219 4 7T RREED 5 b § IR I BRI
WENE LN BE TR
N7 4 F =7 150mg(l B 1 [\])
eI &

AFIOAGR I N AELOHEE B, RAKEIT7 v F=7L LT 150mg % 1 A 1 BRZBICROEETS, 7
B, BEOREIISCTI00mg Z# 1 A 1 [[EE5TES, | THD,

TRART 4 v F = T BIEI(150mg BE) . AW TFRIFEMERER [CL-PK27] 123\ T, S IAHRAER 841 (150mg §8) & D4

MR RIEMERHEER SN TN D T 4 Vb a—T 4 VY IEETH D, T, AT 4 U F =7 HFI(150mg $E) & B FERFA
(50mg HE K TN 100mg BE)E. in vitro T HFRR TAW TR EMEAER I TV D,



AEICEY HIEE

(2)
D)

2)

PR R R

BAMRER (B[O - REHRSHER. CL-HV03 :HE&) 7

FE RN BYE(H RA R VA N) Z XTI, A Z BRI R ORERG(HAARANDOR) LTz & & DRt
K OB E G LTz, WA G 3— N Tl AR B 24 61(20~38 %) L O'H AR A 5
P 24 $1(23~40 )T AHI(20, 60, 200mg)d> D\ ML T T R & 22 JERHC AR D& 5 LT, KIE&RG—
b CIX, HARNERERCA T 24 51(20~40 )IZAFI(10, 30, 100mg)d H\WNE7F7EAR%Z 1 H21[E7H
MRERO&ES LT,

HREERG R OREERGONTAL T BEERAEFZLOP ILICE TG EFRIIA NPT,
BIVERE, RS T, HARAOARA 20mg # Tl 4 U w7 L8800, B ADOAA] 60mg Eif?ﬁbﬁ%l
F(16.7%)NZFBD BTz, KIERE TlX, FHERBID B3AH] 100mg 1 B 2 B 58ET 3 41(50. 0%) I
OBV, FMERBEEINIAA] 10mg 1 B 2 BIF 5L OAFH 30mg 1 A 2 [BIFG-HETH 1 451(16.7%)IZ57
b, 779=07 3/ 727 =T —BHINEAH 10mg 1 B 2 BEHEGHE R OAH 100mg 1 H 2 B
HRETH 1 H1(16.7%)NH b iLTz, Z OFES. FEmlntat e plo NS A KA 22 I RE LRI 520, 60 & OF 200mg)
K OVE#% AERE(10, 30 LTV 100mg 2 1 H 2 [ L7z & &, R RERRMEITRD bkennoTz,

EARF OB SN/ HIELOHEIT B, RAZERT7 v F=7L LT 150mg % 1 H 1 ARZICRA#KEGT
5, 2B, BEOIREIIECT100mg # 1 A 1 [E&FETE5, | THD,

QT/QTc FFMRER (@4 TQT 3XB&. CL-QTO1 HBR. AEANT—%)

RN 56 Bil(19~53 . AAl 150mg, 450mg, 77 tEHR, HDHWVITEFT 7 a4 (Bt
M)400mg % £ FEHNC BB ICHERE 05 L7z, QTcF O _—Z T A D OB AL EITHOW T, AH
L7 TR EDOEDHM 90%EHE XM O ERIZWTHORERE S TH 10msec Kfili T Y . QTcF DIERE
RO LN oTo, —H, KAIE 7T |AREDEDREKEITZAK 150mg T-12.0msec($5-% 2 I¢fH]),
Al 450mg T-14.7msec($ 5:-1% 4 i) ThH b | K| 150mg K OAA 450mg O Hila[ % 512 L 0 QTcF D%l
g 3 BT,

EAFI OB SN AELOHAET B, RAIFT7 4> F=7L LT 150mg 2 1 A 1 [EB%ICRO&EES
5, 2B, BEOIREIIECT100mg # 1 A 1 [E&FETE 5, | THD,

(3) AERMERAER

AR L



V. ARICEY HER

(4) HREERIEAER
1) BRI
@ #%HI%E THEER [CL-RAJ1] 14152829

B B | BARAOHREE R OVEE O RA BE 502, AFI(25mg, 50mg, 100mg, 150mg) X7 7
TARZ, 1 B 1[E 12 BEAROES LS & OFRMERNZEMEICHOWT, ARG Z K
RERAN
R T A | ShEdkR, EEAL, T ERME, CEER, WML, AERE
st G| AR K OVEE D RA 3 281 Hl(FAS)
T ARABBRIKLAE | - 27 ) —=2T 060 ALIERNC, ACR @ 1987 425 JEILUEIC K - T RA & 2ran=s
kHBE

c A7) == U ZIREIZ RACKHT DL T OTEREN G SN TOHRND, WHHEEITIE, 18
BRIEP SBHRAD 28 HLUL LH12H —EDER OB THRESN TWSHEE -

FEAT v A FHEFIER, BOT/LEe %1 B 30mg UL F), 773/ 722, &OE
BEBEAT A F(FL F=Y BT 1 H 10mg UL F)
c A7) ==V TREOEBIREIMEN LT O TORMEE - I HBE

OFFFE R4 68 B, 6 BEILL IR (ER) A/ T 5

OFFA T 66 B, 6 LI LICIERE AT

oC SRR FA(CRP)ZS 0.5mg/dL 288 2 5. MUITARMERIEFSEEE(ESR)AS 28mm/h LA ETH 5
« A7 Y —=2 JHHZ RA ORSRERE /(1991 FECkFTHYE) T Class I, I X INIC /3
InbBE

%

T B AL JEHE | - JRBREKIREBRMATT. LU ORI T biologic DMARD(RA 1A% B & L 7=/ EM=EH
WHENO G- %52 T BF

TH R NORBRER G RRMART 28 ALIN), T XY A~T, TV LT, LTV F
V=T M) X< T (R B AAET 60 HELAR). T RZ B | (IREREER: 5B AT 90
HLIW), U Y&~ 7 (R 5.51ART 180 H LIN)

- TRER IR 5 BRIART 28 H LANIZ, LLF @ non-biologic DMARD, RA &R HB MM &SN D
T OMOIEKN OG5 = T - BH

ARMLFY—h BT RLT7FEY T ERFL D= T IV LTS IR,
BARVHFY b TIEY v b F/BY LR IV YV, TYT I, YRR
V. VIBRKRAT IR, THEFETV o I /v v

H OB F k| 4BEUAORZ ) —= T O%, AHK 25mg B ERE, 50mg # 58, 100mg BE5-EE,
150mg HE5HEH D WNIT T EREGEREOWT N EITEBE ZH 0 1, IR 5
flELT12M. 18 1 FEBRBRICEO®RS Lz, /-, ARERGKETHR 4 BORSET
BB A I LT,

oMM E OB | <HEDME>
EHEMIE H
< 12 @IFIZ BT D ACR20% SR
F 722 RIS B
< 12 BIFIZ BT D ACRS0% Bk
< 12 BIFIZ BT D ACRT0% SR
+ ACR20% M3, ACRS0%CLHEH, ACRTO% U ERDN—RA T A vk 1, 2, 4, 8 K
* TOHR
* DAS28"I-CRP A a7 D_X—RAF A )b 12 G E COB(LE
- DAS28-CRP A7 D_R—Z T A b 1, 2, 4, 8 HEEE COHR
* DAS28-ESR A7 DN—R T A b 12 lFFE TOEL R
- DAS28-CRP FLfiR % 2k L 7= B DFIE
* CRP 2, OVESR OX—RAF A )b 12 G E TOE b
* HAQ-DI? DR—Z 5 A vk 12 A ToOLLiE:
s
*1 : DAS(Disease Activity Score : FEIREIME 2 =2 7)28 2 = 713, FRA XSO 28 BEIC BT DI (ER)
BAMI2R(TIC), JEIRBIEIE(SIC)Z i L7 b DT, & 5IC CRP(AIEMEZ mg/L HALICHE) XX
ESR(mm/h), FREC & 2R BIHEE D 2 AVFEMI(SGA, 100mmVAS)D#ER % LY, DAS28-CRP A =1
7 X% DAS28-ESR A 2 7 & LA FOF TR L7z 3039,




V. A&

19 5EE

[CRP #5354
DAS28=0.56/ (TIC)+0.28y (SIC)+0.36In(CRP+ 1)+0.014 X SGA+0.96
[ESR # W5 54]
DAS28=0.564 (TIC)+0.28/ (SIC)+0.70In ESR+0.014 X SGA
708, DAS28 A7 M 2.6 K DGA ., DAS28 BfR L LT,

*2 : HAQ-DI I, BMEREABFE O IRIERE L L COMRREORE ZIHMET 2Ech Y, HEES
ﬂ%w%\%‘ﬁ@ﬁmr%&uﬂﬂﬁ Lice 8T AV IZZENTN2~3 DEREENH Y . TDREEE 22u
0 £ [TERW] G A)THE L, £ T TV OREEEFOANTIYOEKEL, 8 457
U O EE D %E HAQ-DI A 217 & Lz 3439,

<HWEhhE>
BB I T 2 MIEHRT ¢ o F =T R OE ORBFIRIE

<LatkE>
AERER, BRBRA, A ZY A CIRR, IR, AAE), 12 5580

I
<

ARERRE A
A5 >

PG T H

< 12 BRI éNRm%&%4
12ﬁﬁwﬁwﬁam BT D ACR20%LERIL., 77 BAREE 10.7%. AHK| 25mg B 23.6%. 50mg £f
31.6%. 100mg £f 54.5% K O 150mg #f 65.5% CTh->7-, 7T BREEL DX, 25mg £ 12.9%. 50mg
B 20.9%. 100mg #f 43.8% M N 150mg #f 54.8% T Y, 50mg £E(P=0.021), 100mg AE(P<0.001)K% O}
150mg FE(P<0.001) TIEHGFHFHNCH BERZN DT (WD Fisher’s exact #UE),

BYAT 4 v 7 BRETVE AW I, 12 8/ IERFC BT D ACR20% M35 3R A B PED
PR HITZ(P<0.001), JEESHTIZEWTH, BB & RO RME SN,

12 38/ 5 1L B% (LOCF) 12351+ % ACR20% 2k ZE = (FAS)

= 54.8 N
P<0.001 W 75 £4E N=56)
0 oo s VA ZongB (=55
3 P<4ﬁ3)ﬁ 801 r—— [ 50me 2 (N=57)
= M : 54 5.., %1 100mg B (N=55)
il [ 150mg 22 (N=58)
w50
? B9,
ol 40 I
A 31 6
¥ 30
I
S 20
10 7
10
0
LAY 4 —# 2
AR B 5

LOCF : Last Observation Carried Foward
Fisher's exact #E % AV C 7 7 BARRE & Wb & 1T o 72, ZEMEOFEEIZIL Hochberg O F k% V7=,
*P<0.05; % P<0.01; ***P <0.001



V. AEICEY 5ER

BRIV TE B

< 12 ERFIZH T 5 ACRS0% =
12 38/ IEFF(LOCF)IZB1) 5 ACRS0% L ERIL, 77 B AREE 5.4% ., AH| 25mg B 7.3%. 50mg Bf 8.8%.
100mg #£ 30.9% & Y 150mg #f 29.3% CTh o7z, 77 BREEL DZEIL, 25mg B 1.9%. 50mg # 3.4%.
100mg #f 25.6% K& OY 150mg #f 24.0% T&H ¥ | 100mg #E(P <0.001) K% Y 150mg #E(P=0.001) TIXHEFHFHIIT

BIRENA LT T D Fisher’s exact FiE), ACRS0%ELERIT, B GHAMICHE> TN L, AHK|

100mg #E K T8 150mg BE T, ZFOMOBNT 7 B AREE, AH] 25mg KO 50mg BE L 0 o7,

- 12 BEEICI1T D ACRT0% &SR
12 #/79 1EFF(LOCF)IZ 3 1) 5 ACRT0% ek ER X, 77 L REE 1.8%., AHl 25mg B 0%, 50mg #f 1.8%,
100mg #f 16.4% &Y 150mg £ 12.1% CTh o772, 77 vHREEE OZX, 25mg #£-1.8%. 50mg £ 0%,
100mg Bf 14.6% K% O 150mg #E 10.3% T Y . 100mg FE(P=0.008) CHERF IS H B R EN A LT
F4UH Fisher’s exact fiiE), ACRT0%UERIL, FEGHIRICE- THEAML, AH 100mg # & Y 150mg
HETIX, TOMOBE(T 7 BAREE, AH| 25mg XN 50mg B L 0 b EmoTo,

12 38/ 1k BF (LOCF) 2351+ % ACR50% & UF ACR70% 2t & 2 (FAS)

% W 75 A8 (N=56)
70 [ 25mg B (N=55)
g [Z]o41 50mg 2 (N=57)
: 60 [ 100mg B (N=>55)
0
= 24.0 [T 150mg B¢ (N=58)
& 0 P<0.01 ;
| 25.6
32\\ 40 P<0.001 I
4 309" =F
?(i' 30 29.3 146
A | P<0.01 :
20 16.4™
121
8.8
L e \:' 1.8 1.8
0 — 0.0 —=
ACRS50 ACR70
LARE—% 3 4 5 17 17 1 0 1 9 7
HEEEYH 56 55 57 55 58 56 55 57 55 58

LOCF : Last Observation Carried Foward
Fisher's exact BEZ AWT T 7 ¥ RBE L O EIT -, SEMOBMBEIIEL L 2d o7,
*P<0.05;**P<0.01;***P<0.001

* ACR20% IR DR—RA T A Linb 12 I E TOHER

AH| 50mg £, 100mg BEE N 150mg B CH G 1 BRI HCERIN A DIV, AF| 100mg FEE O
150mg Tl 12 B E CHRAICEERD EAREO LI, 2016 12 8IZbloT, 7 8RHEL
Hele U CHERHERIICAE Bl E N B bz,

12 5BEFE T ACR20% M EE D HEFE (FAS)
12BETCHOT—42 "R 12B/ETOT—4 P kU ER)

80

- TSR
70 - wiil= A7) 25mg/B Fokck
gy 25| 50mg/ B sk
e 571 100mg/ B X
60 q e AF 150mg/B
a®
Ie 40
s A
it J
ar 30
b
|
S g0
10 *
o
K-Z54» 1@ 2@ ¥ | 8l 128 123 /ET

ET : Early Termination (71EFF)

128 /BT Bk &, SEMEORBIIER L 2ot
* P<0.05 ; ** P<0.0] ; *** P<0.001

12 JE/ET : LOCF, % ®{thF A : Observed Data



V. AEICEY 5ER

* DAS28-CRP A7 DN—AZ A ink 12 R E TOE(LE
12 3/ 1EFF(LOCFE)IZ 3 1) 5 DAS28-CRP A 27 D_— R T A Vb OSBRI, 77 B R EE-0.09,
AHl 25mg #£-0.40, 50mg #£-0.94, 100mg #¥-1.49 K TN 150mg F-1.82 Th o7z, 7T BRIEL DEDRK
INTIREEMEE, AK] 25mg B£-0.29, 50mg #£-0.83, 100mg AE-1.37 KT 150mg #E-1.69 TH 0, AH
50mg £, 100mg £ K OV 150mg BE TIEHMEHFIINCH B R ZN S LT (W T s P<0.001, 2553 858,
DAS28-CRP A = 74, &EHIMIC - TR L, AAMETIT T 7 8 ALY b BBk o7o, K
1 150mg BEIX 1S AHF) 100mg BEIX 2 B 12 BIZhiz - T, 77 wAREE L bl L TR0
WCHBERUEN BN,
12 38/97 [LFF(LOCF)IZ 3517 5 DAS28-CRP Efi#3(DAS28-CRP A 217 <2.6 Z #hk L 7= B OEIE)IL,
7T /AR 5.4% ., K| 25mg BE 0%, 50mg #E 7.0%. 100mg #E 27.3% K O 150mg £ 20.7% TH - 7=,
7T RAREEE O, AH 25mg #E-5.4%, 50mg B 1.7%. 100mg Ff 21.9% K O 150mg #f 15.3% ThH
V. 100mg FE(P=0.002)K% TN 150mg HE(P=0.024) CIIHM A FHNCH BERZEN BN TZ(W T Fisher’s
exact IR E),

12 BBFETDH DAS28-CRP R A7 DR—RX Z 4 U DFEHEILEDHFE (FAS)
(12:BFTHT—4 PRV 12 B/5ik# (LOCF) DT7—% 0 £ Y FR)

0.5
0 wl
L 2
ﬂﬂ{
& [ |
Ngg 05
r”( g kskok
= U B skoksk A
T®
A
% > Fkk
=N -1.54
R4 Fokok
| = Stk
< = A 2502/ B X
"2 e A 50mg/ B K0
e ) 100mg/H
wf= A&l 150mg/ B
-2.5
A-234» 148 238 438 838 128 1238 /ET

ET : Early Termination (7 1k FF)
SZEMORBITER L 727z,

* P<0.05 ; ** P<0.01 ; *** P<0.001

12 38/ET : LOCF, #®O{hoFEsH @ Observed Data

12 38/ 1k BF (LOCF) 0> DAS28-CRP E fiZ = (FAS)

80 W75tre
~ 10 [ A% 25mg B
2 - 15.3 [l 50me 2
% . p=0.024 [ 100mg2¢
ﬁ 50 g [k 150ng B

40 D=U.002 ‘

30 - 27.3"*

- 20.7*

10 54 7.0

o NN 0 B

" OB & 3 0 4 15 12
RBEH 56 55 57 55 58
LOCF : Last Observation Carried Foward

Fisher’s exact i E&2 AW T T B RRE &L O 21T 7,
ZEMEOTIEIT I L 22 o7z,

*P<0.05;*P<001;** P<0.001
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* HAQ-DI D X—RZF A b 12 F TOE{LE
12 i/ 1L FR(LOCF) D HAQ-DI D-_X— R Z A b O EIL, 77 & REE, &K 25mg £, 50mg BE,
100mg #£ & Y 150mg BETENZ40 0.17, 0.14, 0.05, -0.19 L1023 TH o=, 778 AREEOELE
DFEL, AH 25mg BE. 50mg #E. 100mg # K& Y 150mg B TEHLFH-0.02, -0.11, -0.34 K -0.39 TH
V. AHl 100mg # KL 150mg #E & 77 B AR & ORICHEHFRAEEDRBD bW Tivs 35
ﬁi(/%ﬁ) AF| 100mg B KON 150mg BEIE, 1N D 12 BIZb7=~> T, 77 vAREE & bl L CHEEHFRY
WCABERUWENA LI,

12 BFEFETHOHAQ-DI DR—RX S A4 UM 5 DFHEILEDHEFE (FAS)
(12BFEFTHOT—42 VR 128/ iL#E (LOCFH) DT—4% 2 & Y ER)
0.2

*
A
O |
—
B0+
7y
B
-
ey
25
=N Fokok
¥
In-0.29 X
N X
I Ak
K¢ il AF| 25mg/ B
weghe A5 50mg/ B Sl
e 75| 100mg/ B
wdfe A 150mg/H
-0.4
A=Z54y 1@ 28 458 8@ 128 128 /ET

ET : Early Termination (' 1LF§)
SEEOMEILIEMR L2 o7,

* P<0.05 ; ** P<0.01 ; *** P<0.001

12 #8/ET : LOCF, # OffodfF 4 : Observed Data

2>
EEI ﬁfﬁﬁ OFRBEIGIT T 7 B L i U CARFIEECRE <, 77 8RBT 16 £41(28.6%). A<Hl 25mg BT
21 1(38.2%). 50mg F¥ T 25 $511(43.9%). 100mg £ T 16 151(29.1%). 150mg £ T 32 f1(55.2%)H BT,
ARAGHEET, 77 BRFELY b 3%, ERBEIG W @0 - T-RBIER L, MIHIER (ARAIAFHE 9.8%\ P4
T v AREE 1.8%). 1Mt CK #MAFIEFEE 4.4% . 7T B REE0%)Th o7, BIHIEROIHEISIC,
DR HERGFEHR A LN o T, I CK BUMORBLEIEIX, 77 B AREE 0%, AH| 25mg #F 3. 6%\

50mg B 0%, 100mg ¥ 1.8%. 150mg B 12.1% CTdh -7z, IRBRHE & OBLEMENTRE SN2 ho 722 To
SHEEZE KON H CK #IND 2 < 14, Gradel X% Grade2 TH ~ 7=,
BEl1ERA D FIRKIR (SAF)
TR A A A A AN GG
(N=56) 25mg(N=55) | 50mg(N=57) | 100mg(N=55) | 150mg(N=58) (N=225)

RITEH 16(28.6) 21(38.2) 25(43.9) 16(29.1) 32(55.2) 94(41.8)

HERAIEA 0 1(1.8) 0 1(1.8) 0 2(0.9)

Rt ikizE-

fphya 1(1.8) 1(1.8) 2(3.5) 2(3.6) 3(5.2) 8(3.6)
FEBUHIE(EIE %)

TRERF Y EATIC X 0 IRBRIE & OBIHUEN T2 5 OBEH Y | T TREH 200 Lty SHE ST A EFLERIE
AL L,

HEERRIERIT, AA| 25mg BED 1 Fl(HSREEE). 100mg BED 1 BIHEER)IC A B vz, AH| 25mg BED
11§JT . 62 HHUEBRED kB E 6 HHE)ICHRFEN I Lz, AFHGT Grade3 T, 1RBRIR L DR

HET Z20@EE0OBESHY ) Ll 85 HBICHERORBENHR Iz, &Kl 100mg #E D
1 B Clx, 83 H HICHHFRAN R L7, AFEGT Grade3 T, {RBEE L OBEMT TBED 22000 L7
W LTS Lz, IRBREEO HEIIEE SN T, FROWIFITRE L Shi,



V. ARICEY HER

EEREIER—

T FHA RE | wEko | | wRIELO
g | ™ EEER (NCL.CTCAE) | /& i B
i 2sme vt | 25| i o Gradeds | M%AL | FI g aepees)
.| 67 % e 83 HH ; | BAED DG
A 100mg ) gy | PR | ey | 09 sLOER ] L

a)MedDRA version 11.1 FEAFEPT)
bR GG B A 1 BB & Lz,

AR OERENZAELOCHET LEd., RAKIET7 4 F=7L L T150mg % 1 H 1 ABHZICKROKET
B, ek, BEOREIJSCLTC100mg % 1 H 1 ARETE 5, THD,

@ HFmAHER [CL-RAJS, EEHARIEER, BA-7O7] 7%

B % | DMARD TZhEA 14372 RA B %4212, DMARD % (£ & 5 W EIERE RO AF(100mg/
H. 150mg/ YDA HONT, 5 12 BE D ACR20%ER % TEIMKER & LT
T ARICKIT DB A RS 5, O CEpERE, R OZEMIC OV THRFT 2.

R B 7 ¥ A v | SRR, EERL, 7R, ZEEMR. WATHRER, A 2hMERGEERER

%t 4 | DMARD TRIEAR 4572 RA B3 507 I(FAS) (B A FI% 500 6 [AHI M N T & REERRE
100 %, ZPEEE 200 B )

F 7 G PO %E | - ACR O 1987 4 RA 43 EEHE ST ACR/ERM U w7 < F523(EULAR)D 2010 4= RA 43 JEIEYE
IZX > TRA ): Sl STV b EHE

cRABEDOT=DIZU TOEHRFE G EN TRV, HEINLTWAEAITIE, X—2X 5
A ® 28 HY BRI —EDOAELUCHBTHREINTWLEE  FERXT r A REHZK
FEXR(BATERZ B L T 25 HAIZBRL), MOELEXH DI WEZINERIEOF EA A
FEJHHEA1 B 30mg LAF), 7 72/ 7=, RAOBIBEEAT oA R(ZTL F=Y1&
VHAE T 1 H 10mg LLF)

c A7V == TR O BISEIEN LT O R HEE & I R
OFA R 68 BRI, 6 BAEILL LI (ER) A BT 5
O xS 66 BAENH, 6 BAGLL LICEIREZH T D

c A7) == JIRAERO CRP 78 0.50mg/dL Z#8 % % B

) ~:y7“$ﬁﬁﬂ# TEBWT, RA OEREREE /3 HH (1991 FUETHHE) T
Class I, I XM/ ES N5 BH

A7 Y == T BRIERD 90 AL LRI S T o472 < &% 1 Ald DMARD (%}
L TR A 0 (R PEIC Eﬁi‘&péi}%}% )L fE SN S BEE

- LN DMARD # A5 3 285A41%. 227 V—=" 7 B4AKO 90 B LL BRI STH &
ﬂfkb\ﬂoxﬁ)~:/7%%ﬁ®28EULwﬂ%ﬁ%%Xi%%iﬁﬁ%ﬁ¢\
[l — R R OV B & fikfe nlRE 72 B
OMTX
ok Faexvrumnmkxr
oIV ANLTF Y D
o4 A
oD-R=v7 IV
oY vk
o7 7 XY vk
oTVIT IV
oA TTFENR




V. ARICEY HER

T B A R HE | - N AT A A LUTO#IMICE VT Biologic DMARD D # 5% 52 (T 72 B
o7 FTH T (HENKAR) : X—R T A Hi 28 HEUWN
OTZVL=T A7 VX< T . R—RF A LRI 56 HUWN
oFV =T, BN XTI R—=AF A H]70 HLWN
OTNREE T, "h Y X=T + R—RAF A Hij 84 ALIHN
OF ) A=T « _"R—ZF A R 150 HLLHN
oUVHFIVT  R—2F A AT 180 HLLN
X IR T NOMRRBRN D D BE
- W FEIT 3 AILL =0 Biologic DMARD DfEHRERD H U | W &R+ L IgRE S E
Bifi S Il U 7= FR
« X—2 T A i 28 BLLWIZ, LU T @ Nonbiologic DMARD, RA {E#EHMIZHEA S b %
DOMOIER OFe 5% %128, L7/ I NIE_N—2F A i 180 BHLINOfER &4k
L7z, 72720, avAF T I00 17 BUEREIZED_N—2F 4 25 28 H L VA
WCLVIN ) I RO 4y aT U hE%ET LESBAICIE, N—RZT 1 F128 ALNOfH
AEIELE, 72720, RARIE AL O AANIPERAAT & Lz,
LIV I RIZIa) DRI aARRY T aRAT 7 2 RITYFA4TY
ROV A7V RV EY
CBEIC N T 7 UF =T ROFOMO JAK BLERIGERIE 2 & T2 5 S - R

i

3

=B | AEBURNORAZ Y —= Z B O%, AH) 100mg B, 150mg #E, 7T B AREEH D WVITS R
FEOWTIDZEIDFHTE 1:1:1: 2 THREZTIELIZED (T, 1EBREX IR
WM E LT Ss2 MBS Lz, AAI 100mg BE, 150mg B, 77 ARFHT 1 A 1 ERIAEZIC
BOfh, 2REAELEMIC 1B, =% 327 b 50mg ZIHEER F TR TRE LT,

7T v RO R 51T 2 MBI B & LT, 12 #RBERHC 7 T B R 5 B AK
100mg & 2 VMIAA] 150mg (2810 B x|, g 1ok aEikk Lz, 77 BRit
T 12 LRI H 59 2 AK OB 58 (100mg T 150mg)iT_— A T A VI T O EIEZ T
RESIL, ERT T BT,

O om B | <ARME>
FHEFMEA

- 12 HIFFIZ 81T 5 ACR20% i #E2
E R BIRFEAMTE H

« ACR20% i #3%

« ACR50% i #3%

+ ACR70% i #:28

+ DAS28-CRP }. 1} DAS28-ESR Z a7 D_X—2 5 A U b DL E:
- DAS28-CRP, DAS28-ESR Ef# % FERK L7- & DEIA

- DAS28-CRP, DAS28-ESR {IE S & Ak L 7= B3E O FI&
* HAQ-DI DR_R—Z T A inb D&

<IEMEhhE >
MAEh <7 ¢ o F =T

<zZzaetE>
HEHRS, WHERE., A2V 0 (KR, RIS, 2AnE) . (K&, 12758E.0F
X, FRoepE R OER, X




V. ARICEY HER

[RABRRG JR

<HME>

FEFHHEE

< 12 ERFIZI T 5 ACR20% 2R
12 38/H IERF(LOCF)IZ BT 5 ACR20% K ER X, 77 B AREET 30.7%. AFH| 100mg #£T 57.7%., A&
) 150mg BET 74.5% Th o T-, 77 B REEE O, AAK| 100mg £ T 27.0% ., AHK] 150mg #E T 43.8%
TH Y, KK 100mg HEL OAH 150mg BE THEHFIICA BERZD A LNIZ(\WNT 7LD P<0.001, Wald
DHA ZFRIE), SIIEL L CHEERTEEG L= X 37 MED 12 #/F IERHLOCF)ZHBIT 5
ACR20% #2813 83.5% CTh - 7=,

12 38/ 1k BF (LOCF) [Z 35 1+ % ACR20% 2 E 2 (FAS)

100

atn i W75t+%
90 <0, 001 1 435 [ 100mg 2
- —— e [ 150mg 2t
3 27.0 145 1 Clzsane7 b5
~ 10 p<0.001 : GEER. 28X
o I
fz 5 5777 |
| 50 i
2w :
" . |
% 20 30.7 '
3 :
20 1
10 1
!
0 L | ) | =
LAaKLE—8 31 60 76 167
wHEBEY 101 104 102 200

LOCF : Last Observation Carried Foward

B HREL R I L /- Biologic DMARD-IR O # YR30 R o> DMARD (i O %7 8 I (A 4 @ E, &578)
EHERLE L0 VAT 4 v ZERETAEZAWTT 7 L RHE L B EIT o/, P (HIX Wald A4 2 BRELZH
Wiz, ZEEEZBETHOHAFIEREXTo7/.

*P<0.05; % P<0.01;** P <0001
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IR AT P

< 12 ERFIZI T 5 ACRS0% =R
12 /9 IEFFLOCF)IZH5 1) %5 ACRS0%CKER X, 77 B AREET 8.9%., AHK| 100mg T 30.8%., AHl
150mg FET 422% TH 0, &K 100mg K& OAH] 150mg FE T 7 B AREE & OFGHEICH B 27N
HHNT(NT I P<0.001, Wald DA ZRfRE), SHIEL U THFERTRE LIz Z 3/t Mt
@ 12 #/FIERILOCF)I 21T % ACR50% BE=R1% 52.5% Th -7,

< 12 HRFIZE T D ACRT0% Lk EHR
12 #/F IEFRFLOCF)IZH5 1) %5 ACR70%CKER X, 77 B AREET 1.0%, &K 100mg FET 13.5%., AH
150mg BET 27.5% TH VD . AHK| 150mg FEP <0.001)TT 7 B AREE L OFFHACHEBEREN AL
(Wald D71 A ZFE), 3L U OEFER TR Lic=Z 31t 7 MO 12 8/ IER(LOCF)IZ31T 5
ACR70% 3413 30.5% CThH o7,

12 58/ 1L BF (LOCF) (235 1+ % ACR50% 2 ZE 3 K UF ACR70% & 2 (FAS)

100 ;
90 3 | EER:T:
; [ 100me 22
% 80 f [ 150mg B¢
~ 70 1 MELES RS
a ' GFEtR. BBE
= p<0.001" L 5 ;
g, 42.2" {: i
X 4 B<o00rt B2 i p<0.001* ;
% - w 1 i
e 5 30.8 ; 97,50 30.5
i : p<0.01F - ;
20 - . !
‘ 13.5 i
. | |
, IR J R ;
ACR50 ACR70
LARE—8 9 32 43 105 1 14 28 61
REBER 101 104 102 200 101 104 102 200

LOCF : Last Observation Carried Foward

T BEBEAEF, #WEICHEAM L7z Biologic DMARD-IR OA ., RSN DMARD HFROAE, Hlk (B4, WE, &) 2L RkE L
R VAT 4 v Z7ERETAE AT T 7 2RBEL B EIT> 7=, P Wald O 2 BREL AV, SEEOMEIXFER L2071,
1:100mg B 77 ERBLOUEB TR, 77 ERBOLAR Y =0 1| fITholeZ LENLARBTHE L0 P AT £ v ZERET NV
TiAy KR 95% EEHEMOME, P MoRMETE odolz, 2B, BEROLEBRALLEL L YR T 4 vy 7ERET L 2RV
TBINARHT ORER, &> Xt (95%CI) i, 15.56 (2.01, 120.67) P {f =0.009 T -1,

*P <0.05;** P<0.01;***P<0.001



V. AEICEY 5ER

- 52 K E TO ACR20% R
ACR20% BCGERIIAFIRE ClX 12 BRF 5 52 HFFE THEFF STz, 77 B HR/ARHF 100mg #EL T T
T AR/AH] 150mg BETIE, ACR20%ECERIT 16 WFFICUE L, #D%I% 52 B £ O Sz, 52
HIRFZH 1T 5 ACR20% M ER T, AHl 100mg BET 73.2%., AH| 150mg BET 90.1%., 77 & R/AHA
100mg BE T 79.4%., 77 B AR/AH] 150mg BT 81.6% CTh o7, BRHEKL L THERTES LIz=Z %
Lt 7 MEECIE. ACR20% 3313 12 TG~ 5 52 M £ CHERF S, 52 BIFCEIT 5 ACR20% ek

90.7% T -7z,

52 ;B EFFE T ACR20% R E R D HEFE (FAS)

100

80

60|

40

LARE—DEIE (%)

20

_x A= .
P
¥ e

/./“\,A-f"‘—‘t——‘

A—ar ZKF| 100mg

m---m AF| 150mg

- - o 12 B8 TS5 R—4F| 100neg/B
12 885 75 AR—FH| 150mg/B

= TARLE T+ GEER. BBH

Wk

»o

8 12 16 20 24 28 32 36 40 44 48 52 EOT

e

EOT : End of Treatment (52 i / H1 L Kf)
EOT : LOCF, # ®{h®I s : Observed Data

¥ T REET 12 BRI AR 100mg B L <1 150mg (2WI 0 Rz Hivdz,

« 52 K £ TO ACR50% ek #ER
ACRS0%UCEZRIIAKIE Tl 12 5> 5 52 I £ TRICUGE Lz, 77 BHR/100mg B OV F £ H/150mg
BETIE. ACRS0%UGERIT 16 W ICiE L, T0%IT 52 M THRICSE LT, 52 BECBITS
ACRS0%BGEFRIX, A 100mg T 49.3%., AHl 150mg #£ T 753%., 77 & A/100mg #£ T 47.1%.
772 R/150mg BET 65.8% CTh o7z, BIEKL L COIHFERTERSG L= ¥ 3t 7 METIEL, ACR50%
SGERIT 12 8D 52 THICSGE L, 52 HFFICHIT D ACR50% WHERIT 77.2% Th -7z,

52 ;BB FE T ACRE0% N EFE D HEFE (FAS)

100 -

D ==
(=] (=}

LRRA—DEIE (%)
&
|

20

¥

|

EOT : End of Treatment (52 ¥ / 1 1L1)
EOT : LOCF, #®O{h® kAL : Observed Data

¥ 7T AL 12 WEFIZAA 100mg H L < 3 150mg (2819 £z bz,

8 12 16 20 24 28 32 36 40 44 48 52 EQT

At ZKF| 100mg

[N *ﬁu ]somg

o - o 12388 75— 100ng/B
12388 S A—2F 150mg /B

= = TARILET GEER. SBE)



V. AEICEY 5ER

- 52 K E TO ACR70% LR
ACR70%BGERITAFIEE TIL 12BN D 52 BRFE CTRICEGE LT, 77 B A/100mg B L N 7 £ 4/150mg
BECIX, ACRT0%UFEZRIL 16 HRFIE L, TO%IT 52 B E THEICWE Lz, 52 HRHCBIT S
ACR70%CL#=21%, AH| 100mg # T 35.2%. AH| 150mg # T 48.1%., 7 7 4/100mg # T 38.2%.
7T R/N50mg BET 42.1% Th o 71-, ZRIEE L CHEMTRE L& 3t~ MECTIE. ACR70%
SEERIT 12 D 52 R E THEICHEE L, 52 BT D ACRT0% WERIT 56.2% Tih -7,

52 ;EEFFE TD ACRT0% N EE D HEFE (FAS)

100
-—a- 2K 100mg
-m----m AH| 150mg
- - o 12 @ 75 ER—AHl 100mg/B
80— 12 8B 75 427k —AH 150me,/ B

s TERLE T (FER. 2R

LARLF—DEE (%)

0 = ,-—-.---_’
f

0 4 8 12 16 20 24 28 32 36 40 44 48 52 EOT
B

EOT : End of Treatment (52 i@ / rf1 (1 IFf)

EOT : LOCF, <@ {fio 5 Observed Data

T AT 12 HEZAA] 100mg £ L <4 150mg 128 0 xS,

« DAS28-CRP A7 DX— AT A UMb @Zﬁéﬂ:%&—o\%ﬂg/}z
12 IS0 DAS28-CRP A 517 D=2 7 A 2 b OALERD T T RBE & DL, AA 100mg BEL O
AF 150mg BETENZI-1.06 K155 TH Y AH| 100mg FE K OAH] 150mg FE & 77 & ARREE DR
(R AT TESEDN R BT (DTS P<0.001, 64O, BIIKY LCHERTRY L=
H 27 MEED 12 38/H IEFF(LOCF)? DAS28-CRP D X— 27 A L inb OELEIE-2.42 TH -T2,

12 38/ 1L F$(LOCF)IZ 33 1F % DAS28-CRP ELf#=:(DAS28-CRP 2 =1 7 < 2.6 % AL L 7= BRF DEIE)IE,
7T R REET 5.0%. AHI 100mg B T 24.5%., AFH 150mg BET 34.7% TH Y . AFH| 100mg FE M A
A 150mg BECY 7 £ ARRE L OREEHFIICH BED BT b P<0.001, Wald D7 f “FeE),

BIIEL LCHBERTRG L= 2 0t 7 MO 12 J8/F 1L FR(LOCF)IZ 4517 % DAS28-CRP Ffif%

1X45.5% CThH -7,
12 5@/ 1E B (LOCF)  DAS28-CRP E £Z3& (FAS)
80 ‘
1 | W75 e
| [ 100mg B
60 i [l 150ng B
3 A | RETEV R FAs
2 b0 ——___ ] 45.5 GEER. $ED
1 |
£ p<0. 001 34.7" 3
®m 30 94 5+ ‘1
20 3
10 5.0 3
0 | A
B RN 5 25 35 91
HEBEY 100 102 101 200

LOCF : Last Observation Carried Foward

P2 51 R, 2212 L7z Biologic DMARD-IR @ # 4 155k [ 1 > DMARD 0 O #7 6, Hitik (71 4%,
WE, 5) ZEERE LV AT 4 v JERETAEAWT I ERB LM LBEE{T-7, PHIX
Wald DA A 2 FpE % Az, ZEMEOWEEIEIIER L e o,

*P<0.05;** P<0.01;*** P <0001



V. ARICEY HER

* HAQ-DI D X—RA T A inD Ot &
12 /9 1IEFF(LOCF)® HAQ-DI O _X—2 T A b DL EIL, 77 2R AFK| 100mg & & OAH
150mg BETEALEH 0.03, -0.28 K037 ThoTo, 77 vREE L DELEDEIL, AH| 100mg #F M Y
AF) 150mg FETZENZE1-0.34 KTH-0.40 TH Y, AH| 100mg #FE & A 150mg #E & 77 B AREE L O
\CHEEH R BB AR bW h P<0.001, 380, 2REE L THEERTRES L=
2 )t 7 MEED 12 FIF/H ERF(LOCF) D HAQ-DI D _X— A F A L inb DZEALEIE-039 TH 7=,

12 38/ 1k BF (LOCF) @ HAQ-DI dR—ZX 5 1 U h 5 DEALE (FAS)

0.2

-0.40 i —
p<0. 001 : kil
i) 20,34 i [ 100mg B
2 01 p<0. 001 : )47 150mgt
g 0.03 i WELEI AN
% o ] ' GERtR. SHEE)
’ —_— + —
& i
A !
¥ -0.1 !
n !
X 1
I :
¢ 0.2 :
S :
E ]
T -0.3 -0.28 :
2
e
0.4 -0.37 ! 2039
ARBEH 99 102 101 200

LOCF : Last Observation Carried Foward
WE, Al), <—R7 A UEEIERE LSBT EZRAVCTT 7 e L OB 2T, ZEED

AR S Lo e,
*P<0.05;**P<0.0]1;***P<0.001



V. ARICEY HER

&5 12 B D ACR20. 50, 70%akE ™ (FAS. LOCF ™)™

. . e T Z X N
AF 100mg HE AFH 150mg #E 7T AREE (B
R
ACR20% 5 ER 57.7(60/104) 74.5(76/102) 30.7(31/101) 83.5(167/200)
TIeREEE D 27.0 43.8 52.8
[95% 151X H] [12.9,41.1] [30.5,57.1] [41.7,63.9]
v X 3.13 6.59 —
[95% 15X ] @ [1.76,5.58] [3.56, 12.20] —
pfE Y <0.001 <0.001
ACRS50% k3¢ 30.8(32/104) 42.2(43/102) 8.9(9/101) 52.5(105/200)
ACR70%H0EH 13.5(14/104) 27.5(28/102) 1.0(1/101) 30.5(61/200)
HANEB R
ACR20% 5 ER 61.2(52/85) 74.7(62/83) 28.9(24/83) 84.8(139/164)
TR AREEE DE 323 45.8 55.8
[95% 151X H] [16.8,47.7] [31.1, 60.5] [43.7,67.9]
v Rk 3.89 7.26 a 3
[95% 151X M1 @ [2.04,7.43] [3.65, 14.41]
ACR50% 5 ER 34.1(29/85) 43.4(36/83) 8.4(7/83) 55.5(91/164)
ACR70% 5 ER 14.1(12/85) 28.9(24/83) 0(0/83) 33.5(55/164)
% (f511%5%)

t+ LOCF(Last Observational Carried Forward) : #5-#& T E SN TVZRUVMERFN

THRAF5F,

a)HitE, IWEITH L7 RAIC

7 [YHE T I,

& DRI BUGHED A

D) AU 5%, £ EIEE BB 5 7z d e FIEE iz,

XU TD 3 HEHZE2 T
ACRS0%EER, 70% & L=

1 JE5 (E) B R (68 &R )23 _R— 2 T A D 20% DL ik

2 JERRBA I 45(66 BAFI )N R— 2 T A D 20% 0L kil

BUTOSHED S 5T 3HEAL ETR—=XF 4 b 20%UL LikE
- BFIT X ARSI (mm)

BT KD IR TR O 2 9 REAT (mm)
+ ERIC & 2 RSB O AR (mm)

- HAQ-DI

- CRP(mg/dL) ¥ i% ESR(mm/h)

&% ACR20%CZ#HM & HE L, 3 THHOKEEOLEL &%
% ACRT0% 5] & I E L 7= 2936,

DT, AR BRI S T OHNEE

cDMARDs JFH O HER O GE AL L LTcu VAT ¢ v

50% & LI=BAE%




V. ARICEY HER

<EAeME>

< 12 B £ CORIER O
0 FEES 12 R Tl BIERIZY 7 2 REET 29 $11(28.7%). A<H] 100mg #£ T 33 #1(31.7%), AHAl
150mg # T 38 BI(37.39 )N Hilz, =& %t 7 METIHEWERIZ 75 B1(37.5%)2 A 7=, 128
Bk TO T T B RBEIAFIRET 5% EOBHEICHE L-RIERIL, BIHER (T T 2 REE 3.0%.
AFA| 100mg B 4.8% . AFA| 150mg £ 7.8%)TH o712, 0 WHEFS 12 WIFTIX, AFIRECTIEEHNT 2
Mmofe, TERNET NEET S5%LL EOBFITRE L-EWER X, ARG (12.5%)Ch o7, &
BERBWERILT 7 2 REET 3 6(3.0%). AA 100mg FET 2 #1(1.9%). AH| 150mg FET 1 5(1.0%)Z

B,
0 :EEEA 5 12 B E TORIERADFKIRIKR (SAF)

77 'R A 100mg AH 150mg AAl 100mg+150mg | =X R/t 7 K

(N=101) (N=104) (N=102) (N=206) (N=200)
aEM 29(28.7) 33(31.7) 38(37.3) 71(34.5) 75(37.5)
HERAIEA 3(3.0) 2(1.9) 1(1.0) 3(1.5) 4(2.0)
BEFRIEICE -
Rl 1(1.0) 4(3.8) 2(2.0) 6(2.9) 5(2.5)
BhHHfIEIcE -
- 7 1(1.0) 1(1.0) 1(1.0) 2(1.0) 2(1.0)
FEBUBIEL(FIA %)

TRERFYEANC & 0 IGBE & OB T2 SABEH Y | 30T TS 5700 LivZewny LHE Sh A EHZ R OB
HYEASHIE SNARP - A EFRERWEN & Lz,

- 2B T B BIVEH O

BIVEFIEZAF] 100mg BET 63 51(60.6%), AH| 150mg BET 63 l(61.8% WA bz, =& 3Lt bk
FECIL, BIERIE 122 B1(61.0%)2 A b iLTe, atBRI CTAH] 100mg # X IIAA] 150mg # T 5%LL
FOBEICRA L-BERIX., SIHIER (A 100mg BF 14.4% . AH| 150mg #f 13.7%. LLTFFEIIE), i
HCK H#(7.7% . 7.8%). HELM5.8%. 2.9%) M OVEE XK (5.8%. 1.0%)Th o7z, ARAIFETIECHIL

o le, BEEZRENWERITIAA 100mg #£ T 3 #1(2.9%). AHAl 150mg # T 3 fi(2.9%)ZH LT,

SHBHMIZ 5 1+ B EHER DRI (SAP)

Al 100mg Al 150mg AAI100mg+150mg | =& Ft7 bk

(N=104) (N=102) (N=206) (N=200)
BIVEH 63(60.6) 63(61.8) 126(61.2) 122(61.0)
HERBIEM 3(2.9) 3(2.9) 6(2.9) 9(4.5)
BeHIRICE > -RIVEM 7(6.7) 4(3.9) 11(5.3) 11(5.5)
WHPILZCEST-RER
. 3(2.9) 1(1.0) 4(1.9) 4(2.0)
FEEBIH(EI S %)

TRERFYEANC & 0 IGBE & OB T2 S AL Y | 30T TS 5700 LivZewny LHE Sh A EHZ R OB
HEIESHE SN Tt AERERERIEMN & L,




V. ARICEY HER

CFRHTIER T RS AFEFR
HAE R YE & R B R (RS K ORI DWW TR, AARGRED 100 A+ £H720 O
RN T T VARREL Y bEWHA Th - 728, H L0 BRI ERIIEBD ool &
PERES 13, HEGREM CORE BV R o7,

BISTEIARNEHEERD 100 A - EH1-Y ORBFEE (£HEREAR) (SAF)

il L
ﬁ@i;f ?NT;EF; 100mg 150mg 1(1)(5)?51; gt 7 b
FH - _ _ — =
(N=104) (N=102) (N=206) (N=296) (N=200)
=N
;\M_ ﬂg’;ﬁ 22.6 88.2 92.1 180.3 245.7 195.5
57
ij ;é TR 0 1 2 3 5 4
RS
100 A - 7Y
PHTFOSUC) 0.0 1.1(0.2,8.1) | 2.2(0.5,8.7) | 1.7(0.5,5.2) | 2.0(0.8,4.9) | 2.0(0.8,5.5)
B
SR 22.6 86.8 90.9 177.7 2412 194.0
gty )
TV | e 0 5 4 9 14 5
S 100 A« FEHT2Y
PRSI 0.0 5.8(2.4,13.8) | 4.4(1.7,11.7) | 5.1(2.6,9.7) | 5.8(3.4,9.8) | 2.6(1.1,6.2)
N7
il 22.6 88.1 92.8 180.9 246.4 197.3
mpe )
%ﬁ S BE 0 2 0 2 3 1
iz
IOOAﬁﬁ?’tU 0.0 2.3(0.6,9.1) 0.0 1.1(0.3,4.4) | 1.2(0.4,3.8) | 0.5(0.1,3.6)
DIEFF(95%CI)

N AR, REUBE CIIE S BA) D YIRS ELE ©, RELBE LS CIIE 5-BiAh b ##lE E CoMIME HEit Lz,
100 A« F-d7= 0 OFBLERIL, 100 X BELEE BB - )& LTHRH L,

VIR RN LG EZBA L, 12 BERHIIRFIAE Y B X 7 BE ORFIE L IR L= F5 % 5T,
*HRIES L KEE G R ERS



V. ARICEY HER

®

FMAEEAER [CL-RAJ4A] 62

H B | MTX TEERAR+5 7 HARN RA BE ZRIT, MTX & FHEREOAF(100mg/H . 150mg/ H)
DEIEIZONT, Fh 12 #H DO ACR20%ER K OG- 28 1% o> Bk I 2h
(mTSS DR—RF A U9 b O E FEFHMMER & LT 7 EARITxd 284 MG
T 5, R THEYERE, FHFEROREMICHOWT B REFT 5, Fio, EFREG2 Bk
T BEMER LRI O T LR 5,

R F YA | BhERILE, EEAL, TR, ZEEMR, WATEERM

*F £ | MTX TZIEAR 4572 RA B35 519 Bl B EEH%L 510 41 (457 170 4517 )

(TBEBREHLFHEIE D D OBRMLDT= 8 1 Fl23 4 TOMENT R GER ) LRI S 4, 518 fil% FAS
L)

E 7o RO %

+ ACR D 1987 4F RA #JEAEHE NI ACR/EULAR O 2010 4F RA 23 HEILYEIC L o T RA L2 S
. R—R T A LR T RA ORREHIREI 10 FFAEoRE

c RAVEWED T2 DL FOEFINFE G- S TN, BE SN TWAIEAIZIE, R—2F
A D28 BHU LRI —EORERVCHRETERESNTWAEE  JEAT oA FEHIL
JER(RFMERZ BN E T 24 HBIZRL), BOEALERH DI NEINEREOAEA A
RSO B 30mg L F), 7 b7/ 7z, ROBIBEEEAT oA R(FL K=Y
VHARLC 1 H 10mg LLF)

c A7V == TREROREBISEIEN L FORYELE L I RE

oA 68 BAHIH. 6 BAMILL LICEIE(TER)E T 5

OTME RIS 66 AT, 6 BEILL LICHEIEZ AT S

c A7) == TR O CRP A 1.00mg/dL(T T v 7 ARHEHBIE) UL Lo B

c A7 Y —= v 7BbAREO 28 B LLERTD HIRERIER G HIF H . MTX % [F— O HiE L OH
fE(lemg/i % L [R) THkfe G- 23 FTRE 72 B

c A7 Y —= v ZREREC mTSS OFHlikt S EEIE D AN LIL(FR O X BRI
£2). ORIV —= U TRERIZEW T, TreOWT a8, 2. B0
5 A DWERIZOWNWTIIR—Z T A LRT190 HLINO X #is B2 R A ARE & L,

ot CCP HUAGME : =4.5U/mL

oV v=F KT : >151U/mL

E e Br oA R HE

« N—2F A R, UITFOMICE T Biologic DMARD D #5452 1) 7= B
oL EFNET R R—RF A {28 HLAN
OTZVAL=T A7 VF~T : XR—=RF A4 HI56 HUWN
oFVA=T, B K XTI AN 0 R—XF A R 70 BN
OTNEET N, FURTT  N—R T A L84 HLLN
OF ) AT R—ZF A A 150 HLLN
oYX wT  R—2F 4 FHT180 HLLH
- Biologic DMARD O [If&R3 & ¥ | ZhRA 453 L IBBRHE Y AT HI b U 7= B
« X—R T A Hij 28 BLLWIZ, BLT @ Nonbiologic DMARD, RA & EHMIZEHEA S b %
DI OIEFNOFE %321 8K, L7V 2 RIE_—2 T A i 180 A LA % %%
L7z, 72720, avAFIF7I00 17 BUEREIZLDN—2F 14 25 28 H LV HEI
VI 2RO 4y vaT U b&5%ET LESAICIE, _"—RZ T 1 128 ALINOf
HAZEEIEL, 72720, RARIE AL OSHANIOHR AT & Lz,
YZ AT YV /a R WY o NERAA T T TFE RD-X=v T I
TIGIT IRV Yy ML TIA I RIEIaY DR aARY v
VIBKRAT I RITHFATIV NI A7V /I I B
CEEIC T 7 F =T ROEOMD JAK BRERIGEHREE 2 G 2/ G Sz B
&%

%

4BELND A 7 U — = ZHE D%, MTX T2V TAH] 100mg #, 150mg FEdH 5
WIE T T BERBEOWTNMNICEN D (T A 1011 THESICBEE ZE 0 (T, 1B5REEE S
MELTs2HM, 1 H1EBHEZICROES LT,

77 RBHEORME G T A MEAREE L LT, 12 BERBERC Y T e RO REA T
3B [N () B E Ak M OB AR BB S N — 2 T o VB & LhlE L 20% LA 238 L Cuis
W] 1 EARF] 100mg 3 5 WITAHE] 150mg (280 B, LLE YD B X % 058 % ke ik




V. AEICEY 5ER

5 U7z, 28 WO T T B ARHEHIEAA] 100mg, AH] 150mg OWF izl Bz, L
BN 2 - ORBEEZES Lz, 772 AREET 12 BT 28 LIS 59 D AR KD
S 8(100mg I 150mg)id_— A T A VERICFOEELIZIRE S, WTN L ER T THIY
BZ2T,

CA

<HihE>

FEFHEER

< 12 AFFZEBIT D ACR20% R

< 28 MFIZIBIT D mTSS D_—RA T A L) DAL B (B EREE I H %) 5R)

2R EIRETHTE H

+ ACR20% i #R

+ ACR50% R

+ ACR70% &R

- DAS28-CRP, DAS28-ESR E fif % jh% L 7= BE DEIS

- DAS28-CRP, DAS28-ESR IiiE @it 2 26k L 7= BE O E &
* mTSS DR—A T A )b D&

OB ARAITOELE

- BIEIZE IME A 2 7 OB L&

- BEERIE DHER AN A B 7R 235 72 (mTSS DL LN 0.5 LI F)BREDEIS
* HAQ-DI D_X— 25 A b DZE{LE

< SEHHhEE >
MAER T 4 v F =T RE

<LatkE>
AEER, BRRE. A 200 CRE, IR, SO, RE, 12 FELERX.
FOHIE DB, HEE X R

[RlBRRG R ]
<AEhE>
TP H

< 12 HRFIZI 1T D ACR20% 0 H
12 3/F IERFLOCF)IZ 31T 5 ACR20%UERIL, 77 B HREET 21.8% . AA 100mg £ C 58.6% ., A4l 150mg
BET644% ThHoT-, 77 BARREE OFIL, AFKI 100mg FET 36.9%. AFH 150mg FET 42.6% TH D . AHl
100mg H£ K& OAHA 150mg B THER HFRINCH B R AR A LT (W T4 H P<0.001, Fisher’s exact f7E),

12 58/ 1k BF (LOCF) (23511 % ACR20% 2 ZE 3 (FAS)

100
90 | PR
Bl [ 100ng2t
80 p<0.001
3 v 1 [C]31 150me B¥
e 70 <0. 001 64,47
m 60 8. 6+
()
| 50
£
N 40
Ew
o 21.8
20
0 I—
LARH—% 37 102 112
#HEBEH 170 174 174

LOCF : Last Observation Carried Foward
Fisher's exact B i€ & FIV T 7 7 2Kk & O#IL AT o 7o, SWIEAZET 5 72 0B FIRE &7 7=
*¥*P<0.05;*P<0.01;**P<0.001



V. ARICEY HER

< 28 WHFIZIIT D mTSS DR—RA T A U InE D L&

28 i/ IEFF(LEP)IZ 35 1F 5 mTSS D _X— 2T A )b O EAL &L, 77 v REEC 3.37. A% 100mg
BET 1.62, AA| 150mg BT 1.03 Tholz, NEMLEH L7oT — & I1Txh L CHGEHTET V% HWT
7T R AL ORI AT o TSR A 100mg B K OAA] 150mg £ T 77 B AREE L ORI
HERENZLNZ(WOTHRE P<0.001),

28 3B/H LB (LEP) [2H(F5 mTSS DR—Z 54 U hv > DZELE (FAS)
P<0. 001

I !
i P<0. 001 | R

3.50 3.37 A% 100mg 2
[C==#1 150mg 2%

[}

3.00
2.50

2.00
1. 62%

1.03™*

0.50

mISSHAR—Z 5 4 h b DELED FH

0.00 .
HRBEH 153 164 164

LEP : Linear Extrapolation (#7F:#4 fi i)

JEM R L 77— Z ot L TREMERF, R—R2A 74 O mISS EEIEMERL-F—F 5 H#ERL L
A ET VERWT T 7 bR L OB ITo, Z2EEHEZZET 2 ONAFIERELZIT- 7,
*P<0.05;**P<0.01;**P<0.001

28 #/FIERF(LEP)®D mTSS D_—R T A b DL ED BREHROK TIL, AF| 100mg #f & AFH|
150mg BEOWTNOEERETS mTSS NE(LT HBHFOEEG L ZOREN T 7 B RBHZ AL o
THY ., PHEE ORI R DGR S Tz,

28 38/H IR (LEP) D mTSS DAR—X 54 U b DEILED RIEHEE (FAS)
601

o R S IS5tk
50F -=-=-=- &% 100mg
457 4 oo KKl 150mg

401
i
el
B 301 i.
S A f
o20r i
T 15 A,*,.
& 10 - £
- or
"-\ 5_ _‘_#.‘M#
- S— NPTONOUE S,
st
< oiof i

_15;

_20_

_25f

_30_1 L I 1 1 1 1 1 1 Il 1

0.0 0.1 0.2 0.3 0.4 0.5 0.6 0.7 0.8 0.9 1.0
LEP: Linear Extrapolation (RFMfiBE:) BRiEwWE



V. AEICEY 5ER

BRIV TE B

< 12 ERFIZI T 5 ACRS0% =R
12 /9 IEFFLOCF)IZ 85 1) 5 ACRS0% K ER X, 77 B AREET 7.6%., AHK| 100mg FE T 29.9%., AH|
150mg BT 46.0% TH 0 . AHA| 100mg B} OAFK] 150mg B CT7 7 B REEE OMEHFENCH BN
H BTN TIH P<0.001, Fisher’s exact R iE).,

< 12 HRFIZI 1T D ACRT0% EH
12 /9 IERF(LOCF)IZ 351 %5 ACR70%CER X, 77 B ARRET 2.4%., AH| 100mg FET 12.1%., AH|
150mg BT 23.6% CTH Y . AH| 100mg BE L OAH] 150mg BE T 7 £ AREE & OFFHAMICH B 72 =N
H BTN T L P<0.001, Fisher’s exact 12 7E),

12 38/ 1k BF (LOCF) 2351+ % ACR50% 2 & 2 & U ACRT0% 2t & 2 (FAS)

100
90 | EERE
- WA 100mg B
s (]I 150mg
~ 70
4 38.3
T 60 1 p<0. 001
1
{; 40 | p<0. 001 p<0:001
S 29, 9™
I'( 30 97 Fokok
A p<0.001 23.6
20 12 1***
S 2 [
, I Ll
ACR50 ACR70
LARVA—# 13 52 80 4 21 #
REB|EK 170 174 174 170 174 174

LOCEF : Last Observation Carried Foward
Fisher's exact BRE & FH T 75 B ARHE & O XL Z 1T o 7, ZEMEOREEII TR L2d o7,
*P<0.05;**P<0.01;***P<0.001



V. ARICEY HER

« 52 K E TO ACR20% IR DOHER
ACR20%UGEZRIIAFIEETIL, 12 R D 52 lRFE THERFS N2, 77 B A/100mg LR OV 7 & R/150mg
BECIE, ACR20% U EZRIIAAI~DOY) 0 B2 % 0D 16 BRE L 32 BRECSGE L, 0% 52 £ T
Franiz, 52 HRFIZHIT 5 ACR20%EEFRIL, AHA 100mg T 84.8%., Al 150mg # T 87.1%., 7
7 & R/100mg(12 HIHEET 75.8%. 7 7 & AR/150mg(12 #RH)EET 90.9%., 77 & R/100mg(28 ¥ FF)FE
T91.2%. 77 R/150mg(28 HEHEET 90.9% Th -7,

52 ;B EFFE T D ACR20% N EZE D HEFE (FAS)

A 100mg
meo-m 150mg
- - o 12 88§ 7S R—FH| 100mg/B

12 3885 7 5 R~ 150me/B
<=-==> 28 BE 7S R —AHl 100mg/B
O 28 B 7S5tk — 7l 150me/H

LRKRUHE—DEIE (%)

176 2!0 2I4 28 3‘2 3IG 46 4‘4 45 572 Ebr
E
EOT : End of Treatment (52 il / 7 (EF§)
EOT : LOCF, Z®ffioiF s @ Observed Data
12 WRBEREIC T T R RO SEAR B X [JER] BEE ONEIRBE S~ — 2 7 4 Re L iz L 20% LBl E
B LT RBE) TIARA] 100 mg & DU MEAH] 150 mmg (TR, DD Y B ROk SRR E LT, 28
RE AL 7 F & A HEREFNLAA] 100 mg, A4 150 mg OWNT AT 0 2 BT Y B2 o HRA kRS L,

- 52 JHIF £ TD ACRS0% B ERDOHER
ACRS0%UCGERIIARFIFE T, 12 BIF D 52 HRFE CTHICKE Lz, 77 8AR/100mg FEE VT T+
A/150mg BETIE, ACRS0%UGERIIAKA~OY D B2 %0 16 MR L 32 HFFZEEL, Z0®%KIX
52 EMRFE CRICUE LT, 52 HFFCHIT D ACRS0% M ER T, AK| 100mg £ T 66.9%., AHl 150mg
BT 68.0%. 77 & HR/100mg(12 HIHFET 63.6%., 77 & AR/150mg(12 HFF)EE T 63.6%., 77 & H/100mg(28
HEHFET 67.6%. 77 EHR/150mg(28 MEHEET 69.7% TH - 7=,

52 ;EBFE TOD ACRE0%HEFE D HEFS (FAS)

100
80
g o
4o [
W 60
7
?\\ 40
%
X
Y () A——de 100mg
20 =% 150mg
- - o 12 A8 TS5t~ 100ng/B
12 3885 75t AR~ 150mg/B
ome= > 28 AR TS5 LA —AH| 100ng/B
0=z o= g OO 28 3B 75 R~ 150mg/H
T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 EOT
i

EOT : End of Treatment (52 i# / # 1L IFF)

EOT : LOCF. # Ofh 4 : Observed Data

X2 ERBERHC 7 T B RBEOMRAR 50 (R D] BIEER IR B < — 2 T 4 L el L 20% LIk
UL TR EE) 1IRA] 100 mg 5 WIEAH] 150 me ICYI 0z, LY 0 B2 SO SRARGHERS L, 28
TARE .0 77 B BHEFFIIAA] 100 mg, A5 150 mg DWW st 0 5 x, LLEY 0 8 2 7% 0 B A ke 5 L7z,



V. AEICEY 5ER

« 52 K E TO ACRT0% I ERDOHER
ACR70%UCESRIIARFIFE T, 12 BIF D 52 R E CTHICKE Lz, 77 BAR/100mg FEE VT T+
A/150mg BETlE, ACRT0%UCGERIIARF~OYI D R 2 %0 16 W UL 32 HFHCEE L, ZD%KIX
52 M E CTHICHE LTZ, 52 HEFCE T 5 ACRT0% M ERIT, AK| 100mg £ T 39.3%., A%l 150mg
#ET 524%, 77 &AR/100mg(12 HFH)EET 42.4%, 77 EHR/150mg(12 HFHFET 48.5%., 7' 7R
/100mg(28 JEMH)EE T 44.1%., 77 & R/150mg(28 BRE)E T 48.5% TH - 7=,

52 ;B EFFE TD ACRT0% N EE D HEFE (FAS)

100 100me
B----B 150mg
- - -0 12 85 7S5 ER—FH| 100mg/B
80 12 388% 7 5 LR —H 150me/8
- <o =0 28 AR 7S R~ 100mg/ 8
2 OO 28 G 75t AH] 150ne/ 8
4o
W 60 |
S
| °]
<
TQ 40 | 3
':'L A
X
A
20 ;
o oo B i I
PR T T T U T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 EOT

E
EOT : End of Treatment (52 3 / o1 1L )
EOT : LOCF, #®fth @I £i ; Observed Data
He12 JHRPEREIC 7 7 AR OBEA ot O D] BRI CMEARBI RS < — A F 4 VR L ol L 20% LIk
M L TWREE) 1TAH 100 mg &5 WIS 150 mg 12W) 0 B x, LiEWY B kok S EEEES L, 28
RO T T Rk ZAA] 100 mg, K] 150 mg OV Fhiz 8l 0 Bz, Ll ) FA koLl S L,

* DAS28-CRP A 27 D_X—RA T A LD DAL O

12 #FFD DAS28-CRP DRX—R2 T A L nbDEALED 7 T B AREE L DZET. AHA| 100mg # & OAH|
150mg FETENZEN-1.21 L T-1.59 TH Y . AH| 100mg FEL OAH] 150mg BEE 7T v AREEE ORIC
MR A EEZNRD BRZ(W T P<0.001, H5HHT),

12 /7 IERF(LOCF)Z #8315 DAS28-CRP L3 (DAS28-CRP A =1 7 < 2.6 Z ik L 7= R OFEIA) T,
7T RARRET 7.7%. AFH) 100mg FE T 31.4%., AHAl 150mg # T 35.1% TH VD . AFH| 100mg B J U4
) 150mg BTV 7 B REE & OFGFHFIICHEBERZNH LT v P<0.001, Fisher’s exact 18 7).
28 /1 IERF(LOCF) 2 81F % DAS28-CRP Fifi#=R(X, 77 BHREET 11.8%. AH| 100mg FET 50.0%.
AFH 150mg #£ T 50.3% CTH 0 . AFK| 100mg #E M OAHA| 150mg BETT 7 B REEE OMFHFICH B
ZENFHHLITZ(WTALE P<0.001, Fisher’s exact 1 /&),

12 38/ 1k B (LOCF) IZ & 1+ % DAS28-CRP ZEfiZ 3 (FAS)

80
W75t
70 A% 100mg 8
27.4 5] 150mg B
60 p<0. 001 o =
3 50 Co37 '
= p<0. 001
M 40 |—3| 5 35, 1+
1.4 '
%{ 30 -
20
10 11
3 I
A 13 54 60
MREEFH 169 172 17

LOCF : Last Observation Carried Foward

Fisher’s exact #E# F\ T/ 7B RBEL O HE# AT 72,
ZEMOTRN I LR LA oTz,
*P<0.05;**P<001;***P<0,001



V. ARICEY HER

« 52 JAEFD mTSS DR—R T A )6 DAL
52 38/F IEFF(LEP)IC 31T 5 mTSS D_R— R T A b DN EIX. 77 B REET 6.27, A% 100mg
BET 212, ARAI 150mg FET 1.54 TH Y | AH) 100mg B & OAHK| 150mg FE T 7 B REE & OFEHFH
WCHBRENALNTZ(NT LS P<0.001, 5800,

52 38/ 1B (LEP) D mTSS MAR—R 5 A »h > DZEALE (FAS)
P<0. 001
b T 1 W75 eHE
5 7.00 ,_ﬁ"“’- o1 A% 100mg
B 6.27 [ 150mg 2%

6.00

5.00

4.00

3.00
22

2.00 154"

1.00

nISSHDR—R 541 v DELED

0.00
HREEY 153 164 164
LEP : Linear Extrapolation ( # #Mii%)
IEAT A L i=F — 2ot LTHRESBAR T, R—R 74 O mISS BEIBMER L-7F—F 21 ERE L
AT ETAZRAWTT 7R L O &2 IT- T,
*P<0.05;**P<0.01;***P<0.001

52 3/ IEFF(LEP)D mTSS D _X—RA T A D DL BED BIEMEROX T, AAl 100mg B & AH
150mg FEOWTNOEEGHETE mTSS 2T 2 BEORIEG LRBRENT T B RFFICHAMES 2o T
BY . BAFBEOMEIZNRSHER S,

52 58/ 1k (LEP) D mTSS DAR—R S5 1 U h S DL ED RFEHEE (FAS)
60F !
55| ~A-A-A- FSHR L
50 --=-=-=- ZH)| 100mg 4
457 4 o & ZFHl 150mg
40F
35} 4
30r “'“
25— 1
-

15 andh
bl ,,(“‘*M
5F n - at”

Ak A A A -

0 B LS

-5
-10
-15
=20
_25_
-30Es . . w :
0.0 0.1 0.2 0.3 0.4 0.5 0.6 0.7 0.8 0.9 1.0

LEP: Linear Extrapolation (B4MHER:) FigwEx

T

R=ZAFL UM DELE

T
’—<--H_*;Q%
*

T




V. ARICEY HER

cURBARIAT DR—ATA 6D E

28 B/ IEFF(LEP)D NS A A T DR_R—RA T A b OB BEFEHER 2%, 7 7 2 A EE AH] 100mg
BEK OAHA| 150mg BETENLR 1.353.01), 0.63(2.03)%TX 0.18(1.10) TH W | NEMZEH L7-F — X
KLU THERGHENF, R—=AT7 A L OVLAAT AN AW L7 — &2 2358 L U0 i
DOFER . AKHK| 100mg FE M OAH 150mg B & 75 B REEE ORICHE AR A EENRD BN, 52
H/HIERFLEP) O D A AT DR—=AT A b OB EGEERZE)NL, 77 8RB, AHK 100mg
BER OVAH 150mg B CTELEH 2.52(5.58), 0.82(3.14) K% T 0.32(1.87) T v . 28 HH & [FARIC I/ Hk
IINT AT - T2 R, AA 100mg BEK OAHA] 150mg BE & 7T & R L ORICHEH A BAENRD
LTz,

- BRI MEA T DOR—AT A D DELE

28 i/ IEFE(LEP) D BAF AR IME R 2 7 D=2 5 A Vb OB BREER )T, 7T B R,
AF 100mg BE M OAF] 150mg B TE LA 1.90(3.76). 0.99(2.86) K% T 0.82(2.39) CTH 0, NEMZEH L
o7 = 2K L TR EHEZR A X—2 T 1 ORBEESRESIMEA a7 ZNANE# LT — & 2%
B E LI T ORE R, A 100mg BER OAA] 150mg #E & 77 B AREE & ORICHEH AR A E
ZEMFRD B ATz, [RERIC 52 B8/ 1L R(LEP) D BIFI AR MU A 27 DR—=Z T A 926 DAV B (IR
YEMRZENE, 77T B RBE AA 100mg B K OARA 150mg B TE 2 43.55(7.01), 1.30(3.37) & TV 1.19(3.03)
TH v, 28 W & FERIZ BT 24T o 7o . AH) 100mg FE K& OAA] 150mg FE L 77 B ARREL
OMNHF A B EZBRO b,

28 3B/ 1E B R U 52 8/ Hh 1k B (LEP)

VHARTT7 - BEHHEE/MERITDOR—R 54 U5 DZEILE (FAS)
4 i
3 | PR
,?0 ﬂﬂ_ 3 p(o 001 ]ﬂ\ D*ﬁ'l 100mg £
e - p=0.018 [)##1 150mg B¢
N B p=0. 036
e 2 — 1.90
"@ e — 0. 99*
L& | 0.63* : 0. 82**
¢ - ger
, Il I o
HEBEH 153 164 164 153 164 164
BULARIT B ER/MER DT

2858

LEP : Linear Extrapolation (##f5M#iis)

NEArZEM Ll 7 — Z 1ot L TR HER T, S—AF7 A OUbAAT /BERIIVMEA 2 7 ZIA(L
BT 7 — % 3R L Lic BT e 7 V& VT 7B RBE L Rt Bz T o7,

*P<0.05;** P<0.01; ***P<0.001

p=0. 006
s | PR
=0. 039
" p<0. 001 P [ 100ng 8
[ = e 1
e p=0. 013 4.3 143 150mg B¢
tﬂfﬂ_ it
AR 2.52
N B
e 2
b 1.30% 4 19
X2 0. 82%
| & 0. 32+
{ .
0 1
wWeBEEH 153 164 164 153 164 164
BUBLARDT RAET R /MER T

52:8
LEP : Linear Extrapolation GE#IEZ#ME)
NERLZEWE L 7e 7 — 2 1o/ L TREMER T, ~N—AF A »OUbAA2T /BBREIIMER 27 ZIEAE
B UIT — % 3B RL LGOI eT &2 VT 7R L OxtbE & 1T o7z,
*P<0.05;** P<0.0];***P<0.001



V. AEICEY 5ER

* MTSS DR—RAT A LD DELEM 0.5 LLF(MTSS=0.5)Th > = BHFOEL

28 J/H IEFRE(LEP)®D mTSS D X—R T A Vb OEALEN 0.5 L F Th o BEOEIGIL, 77 &R

B AK 100mg B K& OVAA] 150mg B CTEANEIL 45.8%., 67.1% KD 72.6% Th -7,

T eARHEOENEN 0.5 LN Th o BEDOHEIGDEIT, AHK| 100mg # & OAH] 150mg #TE

NEN 21.3% LT 268% T U . AK| 100mg #E MK OAA 150mg £ & 77 B AR & ORITHEFH072
BENRDOLNTZ(NT LD P<0.001, Fisher’s exact # iE),

[FREIC 52 #/79 IEFF(LEP)D mTSS D_— 2 T A b DAL EN 0.5 L FTH I BEDOEISIL, 7

7R ARRE, AH] 100mg B OARHA] 150mg BETENEI 42.5%. 64.0% K% N 68.9% Th o7z,

T RARHEEOELED 0.5 LT Th 72 BEDOFIG DI, AFH 100mg #E & OAHA] 150mg ##T%

VLI 21.5% K% TN 26.4% T Y . AH| 100mg #E K OAH] 150mg # & 77 B4R & OMICHEHFRI7R
BENMRD LN T D P<0.001, Fisher’s exact #& 7€),

28 38 /b 1k B & Uf 52 8 /b ik B (LEP) @
mISS DR—XS5 A4 UMSDEILEN 0.5 LLT (MTSS=0.5) THo1-BEDEIE (FAS)

100 2.8
e P<0) 001 b ob1 W5t
3 213 [ o1 | [ 51 100mg B
~ 80 P<0.001 - A 150mg 3¢
« T =% P<0. 001 s O
g&z 70 67.1 6"('0 0. 9
W 60
ﬂlII.I 50
h - 42.5
® 40
9]
w 30
o
)
2
= 10
0 L
2838 /ET 528 /ET
nISSSOSMEEH 70 110 119 65 105 13
g EEH 15 164 164 153 164 164

LEP : Linear Extrapolation (#JFE4MiE)

ET : Early Termination (1 1EFf)

Fisher’s exact BiiE & FIV\C 7 7 B RBEL ORI AT - 72, £ EMEOREITIER Lieh oz,

*P<005;**P<0.01;**P<0.001

* HAQ-DI D _X—RA T A inD Db &

12 38/ IERF(LOCF)? HAQ-DI D X— R F A Vb OELEIL, 77 B AREE, ARAl 100mg BE MK OAA
150mg FECTZEALEI 001, -0.22 X037 Th oz, 77 vAREEE OELEDZE, AH| 100mg MK
OARH] 150mg #E CTEINZEIL-0.27 L1039 TH Y . AH| 100mg #E & OAH] 150mg # & 77 B ARHE L
DORNTHRFH N R A BEZNRD SRTZ(W D P<0.001, FE5HHT).

12 38/ 1k BF (LOCF) 0 HAQ-DI M R—ZX 5 1 U hv 5 DAL E (FAS)

o 0.2
d -0.39 | R
p<0. 001 [E&#l 100mg £

0.1 Y (a1 150mg 2
p<0. 001

0.01

0 —

iy

AMDIDAR—Z 514 oM EDELED:
]

(. 22+

= -04 0.3
EET LT 168 172 171

LOCF : Last Observation Carried Foward

% B ORI EN Lot
*P<0.05;**P<0.01;***P<0.001



V. ARICEY HER

&5 12 B D ACR20. 50, 70%akEE (FAS, LOCF)'®-%

AF100mghE AF150mghE 75 REE
ACR20% 4 58.6(102/174) 64.4(112/174) 21.8(37/170)
TR L D3 36.9 42.6
[95% 5 X M] @ [26.7, 47.0] [32.6, 52.6] —
pfiE® <0.001 <0.001
ACRS50% L 29.9(52/174) 46.0(80/174) 7.6(13/170)
ACR70% i #3H 12.1(21/174) 23.6(41/174) 2.4(4/170)
% (#1350
a) I3 AT O IERITRIGEFEE M IENC ED <,
b)Y KIS %, Fisher’s exacthi i, LHMEZBET D720, BRE FIEEZ H -,
%5 28 BHDNISS DR—RS5 4 Ui DELE (FAS, LEPT) 9.2
AF) 100mg #f AF 150mg B 75w AREE
(16441) (1644) (1534)
mTSSDO AL & 1.62+4.23 1.03+2.86 3.37+5.46
b il 0.00 0.00 1.17
GBS, 23 = U5 R) (0.00, 1.50) (0.00, 1.00) (0.00, 5.50)
R <0.001 <0.001 —
SERIfE AR AR A

1 LEP(§RJF 4%, Linear Extrapolation) : [EARAMEIZ X 2 KB O 5515,
)l B AKYER 5%, NENIZEH UT=7 — Z 1kt L TR G R, R—R T A OmTSSIHE AN B LT=7 — 7 A me L
G ET Ve ZEMEZBET D720, BREFIEE A 72 (#5121 # 0 ACR20% 8 #:55 T100mgh & UN150mgh &
7T AR & ORI B W THITHFH FRINCH B R 20580 b NS Ic R 528 % OmTSSON—R Z 1 Vb DAL
BT &I AREFIECEmIh 5 & L),

<aetk>

< 12 AR E CTORWERH OBEE
BIERNT T 7 2 REET 47 $1(27.6%). AH| 100mg #T 57 $1(32.8%). AH| 150mg #£ T 80 11(46.0%)
\CH BTz, 12 FFE TO T T 2R SUIAFIRE T 5%, Lo BEIZHE UZRBITER 1L, SIREER (7
Z B2 AREE4.1%., KA 100mg B 6.3%. AH| 150mg £ 6.9%)Th -7z, 12 W E TITAFIFE T LA
X o tz, BEZBEMIZT 7 RAEET 2 H1(1.2%). AH| 100mg BET 3 #(1.7%). AHAl 150mg £

T3 FI(1.7%))NZ A BT,

0:BRsH 5 12 B E TOEIERDFIFIKIR (SAF)

77 R AF 100mg AF 150mg ZF 100mg+ 150mg
(N=170) (N=174) (N=174) (N=348)
EIVEH 47(27.6) 57(32.8) 80(46.0) 137(39.4)
EEZRIEA 2(1.2) 3(1.7) 3(1.7) 6(1.7)
Be Gk cE - 7= BIEM 6(3.5) 3(1.7) 5(2.9) 8(2.3)
BEHIEICES-EHER
Sl 2(1.2) 1(0.6) 0 1(0.3)

FEBUFIE (TS %)

TR R X0 185K & OBREMED [T SABED Y | U TBESH 576 LRV SHESHCAEFEFER L OBE
PERHE SN > = EFZERIEMN & L,




V. ARICEY HER

- 2RI T 2 EIEH O

BIVE R 1T AF 100mg #E T 118 141(67.8%). A7 150mg BT 123 fiJ(70.7%)Z 7 & 4177, AxakBRHIfE
W DORET 5% EOBE IR LZRBIEA I, S0HEEZ (K] 100mg BE 17.8%. AH] 150mg A
17.8%. LATRENE), fH CK H#IMN(5.2%. 7.5%). FHEREEHE (5.7%. 4.6%). FXGERYL(4.0%. 6.3%).
HRIEIZ (6.9%. 2.9%). MHFAZ(5.2%. 4.0%). U > BRI (5.2%. 2.9%) &% O I (2.3%. 5.7%)
Tholz, RFFETHEHENL /20> 7, EEARIVERIZAA] 100mg T 10 #1(5.7%). A% 150mg #£T 8
Bil(4.6%) "2 BT,

SHEBRMMFICE T S EIMER DRI (SAF)

A% 100mg A 150mg A% 100mg-+ 150mg
(N=174) (N=174) (N=348)
EIEM 118(67.8) 123(70.7) 241(69.3)
HEREIEM 10(5.7) 8(4.6) 18(5.2)
Fe G IEICE - - BIVER 7(4.0) 11(6.3) 18(5.2)
BeHRIRICE > - EELRRIER 4(2.3) 3(1.7) 7(2.0)

FEEGIL(EFIE %)

TR EMIC X0 IRBCK & OBREMED T SABMEDH Y | XU TBESH 576 LR SHESHCAEFFER L OBE
PERHE SN D> A EFERZRIEM &L Lz,

CHRCER T REFEFR

B 72 RYYE & HRRIE S B R (HE S M OVKENC DWW T, AR GEED 100 A - EHT7-0D O
HBIRN T T HRELY SEWVEAITH - 723, O ARKGEN 2 ERIIFEO b otz B
MRS O RBLR IR G TOREZ BN T 2o T2,

EHRPBEOFHISTIEINEFETERD 100 A - EH1= Y DFIFE (SAF)

AF
ﬁ@;gf ?NZ E; 100mg 150mg 1223:3; AEtt
(N=174) (N=174) (N=348) (N=496)
. SEERAREION - ) 62.9 159.5 160.8 320.3 407.8
@ﬁﬁ FHBREH 0 6 6 12 14
100 A + BT 0 DFEFRO5%CI) 0.0(-,-) |3.8(1.7,8.4) | 3.7(1.7,8.3) | 3.7(2.1, 6.6) | 3.4(2.0, 5.8)
P— BB A - £F) 62.6 156.2 159.8 316.0 402.9
é§£§§g§é; FEHLBH B 2 13 6 19 23
100 A - fEdH7- ) DFEEZRO5%CI) |3.2(0.8, 12.8)|8.3(4.8, 14.3)| 3.8(1.7, 8.4) | 6.0(3.8,9.4) | 5.7(3.8, 8.6)
BEFEIRIOA - ) 62.9 162.2 163.0 325.2 413.2
MRS | BB 1 1 0 1 1
100 A - fEdH7- ) DFEEZRO5%CI) |1.6(0.2,11.3)| 0.6(0.1,4.4) | 0.0(-,-) | 0.3(0.0,2.2) | 0.2(0.0,1.7)

A - I, BERBE I SBMS DPIRRAE C, BEBE DI TR ERE» DB E COMM 2 EH LT,
100 A + b7 b OFBIRT, 100 X FEELEFTHABFHF(A - )& LRI L,
17 TR0 bE G2 L, 12 HKE 0T 28 BRFIZAKIA~G) 0 B 2 7= BE OARFIE G-I L FR 25,

*HRIEE LR E S LA EFSR
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2) REeMRER
ke 5-3808% [CL-RAJ2. [EPSILFEZEER] 1819

B B | $RHI5E DARFRER [CL-RAJ1], SFIARFER [CL-RAJ3] SUFFHMAHRER [CL-RAJ4] #5ET L
72 RA BE % 320, AEIZEMEE L & X OREMEROEEIC OV TRFTT 5,

w7 YA | ShEadkE, FEFER

AxX
S) g | %I AR [CL-RAJ], SFIAEFER [CL-RAJ3] UIHIMAHRER [CL-RAJ4] Z52T L
7= RA fBF 843 f5l(SAF)

& e s ROJE UE | - RIS IUHEERER [CL-RATL] OIEBREOMEEABE LBV ET L. 23D 16 HKBEREO#HR
HEROFHMZ58 T LTI-BE

- EIAHRER [CL-RAJ3] UL IMAHRER [CL-RAJ4] OIRBRIEDOIREEZRELBVET L,
20 52 W RBERF ORI Ol 2 58 7 L7 B

s RT 4 VT =T OGOV TRERALVHLERH D | DOV EAIS L B
DN Y) & LT B

T B A EE UE | - B IAERBR [CL-RAJL] @ 12 BEEAGHE T HED & ARRER O 1R BRI 5B AR £ TR
IZ. Biologic DMARD(Z= & X)Lt b TH IV AT, AVLST A T7VF w7,
MU RX=T7, TAZET R, UYF I <7), Nonbiologic DMARD(A b kL& — k|
P 2ANT 7YV, ERAL D= T I LA IR, e XYYy b T
JHYy b ZIuYLAR VIS, TVIIV  ATTFER, FTrvF=T,
7272 L. RATRHR BB O RANIOFA AT & L72), RATR BRI S 2 2 ofto
R 7 aARY v, v I7afrAT7 7 IR, THEFFT V| /<A 2B LmE
REIRIE L DR AT T2 B

- HIAHER [CL-RAJ3] XULHIAERER [CL-RAJ4] @ 52 JEFHHE 7D b AR OIR
BRI G BHRARE £ TOMIC O ZR L FSUIGFMER L FREIC K DR a2 T T2 B

OB 7 | BIHEREER [CL-RAJ3] RO IIAERE [CL-RAJA] O OBITHEDORAE, X7 vF=7
100mg % 1 H 1 HMEIRBICHEAKRE & LT,

HIE DAREE [CL-RAJL] DD OBITEDY A, X7 4 F =7 50mg % 1 H 1 BHER%E
RO &E & Lz,

R ETORFICHONT, ZRMEICHEN 2 IRBARHDRGEIET 4 v F =7 100
1% 150mg ([ZHERETFIRE S L, NCI-CTCAE 7' L — R43JE T Grade2 LI EOHEFLNFH L
7oA S TIE B BT EE B AR O T 100 XIE 150mg 7> B 50mg (2B 7T RE (FF S B M OV
EHARE)E Lz,

oMM m B | <ARhE>

+ ACR20% it 33

« ACR50% i #3

+ ACR70% 328

* DAS28-CRP F,T* DAS28-ESR A 27 D_X—RA 7 A L(FATRBRDR— 2T A N5 DAL E:
- DAS28-CRP % 217 <2.6 R L 7= BEDOEIS

+ SDAI A =17 =3.3(SDAI Hfif) % 2k L 7= FBH OFEIE

* HAQ-DI D_X— 2 A UL O L E

e
<'ZAeME>
AEFG, WHRRE, A ZAV A C(RIR, BRiaE. BA0E), RE, 12 FHELEX,
JfEs X AR
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[ERBRAE R

<At >

et 53R [CL-RAI2] COOIREREES G O o Rl e/ IMEL, BB I3 4155 TARRAER [CL-RAJ1] 7>
HBAT LTZBHE TIL 51.06 7 H(0.5 B A, 70.7 B H), HIHRER [CL-RAI3] K OBEIHAER [CL-RAJ4]
INHREAT LT BEH TIXENEH 1843 7 H0.9 7 H,32.1 1 A)KRTN1534 7 H(0.1 7 A,33.1 W A)Th -7z,
F—4 Ty b A THEQOIS 4E 5 H 31 H)E TOMkEHE 5788k [CL-RAI2] TD ACR20% KFHRDHER L,
24 JEIE : 82.1%, 48 WIF : 85.7%. 72 HWf : 85.4% Th o7z, F7-. ACR20%UFEFR, ACRS0%LFHH
B OV ACRT0% SR OHER T, WL b RBHIM IR T3 28T A o n g, REERG WM PO R
DOFEHGE TR S 72, HAQ-DI, DAS28-CRP, SDAI 25D _— 2 T A L )b DAL EIZ OV T b #5111
1 DZN R DFHGE RS S Tz,

<ZAME>

BIVER 13 586 1511(69.5% )2 A HavT=, 5%LL LD BRI L-RIVERIL, SIHEEZ 24.4%(206/843 1) &%
OIS 11.5%(97/843 fil) L 7 L7 F L 7k A 7R - — B HEN 5.5%(46/843 ), K& K4 5.3%(45/843
B, A 7T Y 52%(44/843 Bl KON ERGE Y 5.1%(43/843 ) Coro7e(7— X J1 > b4 7 1 2018
5 431 B), \EEZREIERIZ 76 $1(9.0%)HA 5T, 94 HEBIZ 1 FINAOE AR B MarE Y
VOSED DI LTz, AEREIRBRIKLE OREMEIL [7-5ABEH Y | LTS, BB TRIC
1 BINFEREDOT- DT LTz, KELREIRBHRIEE ORI TRE S 5008 LivZew ) SISz,
RRAEERE & LTiX, CK @ EFEQRY Y REREORD BB Hiviz, A XA 2 kO ERIFT
FUCHEE T REERITA LN T,

BIE A D FIRIKR (SAF)

CL-RAJ1 CL-RAJ3 CL-RAJ4 &t

(N=201) (N=225) (N=417) (N=843)
RITEH 172(85.6) 148(65.8) 266(63.8) 586(69.5)
HERAIEA 19(9.5) 27(12.0) 30(7.2) 76(9.0)
B cE - - BIEM 22(10.9) 12(5.3) 21(5.0) 55(6.5)
P 5.rp RS F o 7= B e BIE 9(4.5) 8(3.6) 13(3.1) 30(3.6)
RN E - 7-FIEA 4(2.0) 7(3.1) 5(1.2) 16(1.9)
IRIEIT 2 > 7= FIVER 63(31.3) 61(27.1) 120(28.8) 244(28.9)

FEH B (EIA %)

TRBRFE SRR K 0 IRBCE & OBIEMED - SABED Y ) T TBEDH 206 Lt &HE S HHR KL OB
PHE SN2 - T AFEFREZREM & L,

RAJ2 SR AR DIETHI— 5

RA2 B1T
A PRI ¥
RBmL | sEmE R ﬁlﬁ@f : g o i R R
T 7= BR ”
65 7%/ Bk OVE AMERHI 7Y 72 HH/ e ms
CL-RAJ4 100mg B A B GIHE ) o< o4 A B BT | ZSABED Y
a)MedDRA version 11.1 JEAZE(PT)
RAJ2 BRI TR DIETHI—E
RAJ2 47
A b < ¥l
FHCBML | FeBne R Eﬁgﬁ g o EERC w | s opst:
T3 ”
CL-RAJI ML 65 f;f@ T A zg BB EE/ T ngjf&’ o2b L

a)MedDRA version 20.1 F:AFE(PT)

— 44—



V. ARICEY HER

CFRHIIER T RS AEFEFR

HE QYW FRE 5 B R (RS & OKE) K ONEVEIRIE O 100 A - 4R 720 DFEBLER(95%

(EHEXE)T. 224 2.3(1.6,3.1). 6.8(5.6,83)% 0 1.1(0.7, 1.8) T 7=,

BISTEIREEEEZZD 100 A - £Hi-Y OFKIRE (SAF)

HEHEL CL-RAJI CL-RAJ3 CL-RAJ4 &t
DOFESA (N=201) (N=225) (N=417) (N=843)
i BN - 5 699.5 325.0 561.2 1585.8
z@@i FHEBEK 8 14 14 36
100 A * 4Edb72 0 DFEFHER(95%CI) 1.1(0.6, 2.3) 43(2.6,7.3) 2.5(1.5,4.2) 2.3(1.6,3.1)
g | EBIREIOA - 4R 634.8 3212 528.4 1484.4
éggg; I K 31 25 45 101
100 A « 4EdH72 0 DFEFHER95%CI) 4.9(3.4,6.9) 7.8(5.3,11.5) | 8.5(6.4,11.4) | 6.8(5.6,8.3)
BERIROA - ) 707.1 339.0 565.9 1612.0
MR | FEELBEE 5 5 8 18
100 A « 4EdH72 0 DFEFHER95%CI) 0.7(0.3,1.7) 1.5(0.6, 3.5) 1.4(0.7, 2.8) 1.1(0.7, 1.8)

N AR, FEBUEE TR GRI6 D WIRIEH £ T, BBUEHE LU Clak GBkA ) DIEBIS E TOMM 2 5Ka LT,
100 A+ SEd 70 OFEBIRIE, 100 X FEELEEEABHHIFICA - )& L TR L7,
RIS LAREE S DA EFS

(5) BFE - FREERIFER
MM ER e L

(6) AEMER

1) ERABERE (—REARERE. BEFEARERET. ERABBLERE). RERFTET —2N—XH
E. HERFTRERABONE
M LN

2) RREEFHLLTERFEOARXIEERL-AE - ABROME
HRFBIRF(2019 - 3 AR OGRS S vz,
BUEIRGER . — EROIEFNCAR D T —Z BNERB SN D £ TORMIT, BIEF] 2 6 S s R A & 5
THZEILEY, REOREELOCEIECET 27 — & &2 BHNCNE L, ARAI 0w EE I LB 22 i
EriEL b &,
KREMEIC S = 2HIHEZFET 5,



V. ARICEY HER

() zoith
) BRRERICETI2AEER [(EELGRREE. TRETHEEZRVERES] ORRRKR
O EELRELED
FMFAFRER 2 SBROOFSfEHT [EIARBROFS (2] IcBWn T, |ESNTZ 100 A - FEH72D OE
B TR BYE D FE R (95 % E FEIX B I1X. AKI 100mg T 2.8(1.4, 5.4), 150mg T 3.0(1.6, 5.6). AAI&G:T
2.9(1.9, 4.6)(\\TNH T T ERELGNOLOY D EXT-HORBLEET)TH Y . EEIBYYEDIILN 72
Nol=T TR EHRTEN-TZ,
A 100mg & 150mg & Lt~ 2% & | FEMAHREROFG (BB O NFRIEIC X 2 3BLEOS%EFE X)X, &
#] 100mg T 2.8(1.3, 5.9)/100 A - 4, AFHl 150mg T 3.2(1.6, 6.3)/100 A * FE(NTHEH 77 v RFEEND
DY)V B2 It DORBEFERN)TH Y . Fo2RABKGFENR EREIA NPT, =X 30k
7 F T 2.000.8,5.5)/100 A\ + ETH - 7=,
FTo. BRI ARRER, 55 IAHRSR 2 38R & Ok dx G-l oD 4 55k O 22 B PEORE At (5 T/ ITAH Rk
PFENTIBWT, 100 A « 4EH 72 0 O EBE 2 EYIE D FEHR95%E X )L, AAAFHT2.5(1.9,3.2)T
bV D RATEFIETHE SN TVD AARANEH TOEBEZREIIE DR IR L FRE TH o7,
R MEONFUZ DN T, IR OFA (RHIF) O AHF(100mg + 150mg) TIEAI LD 0.9%(5/554
b L <, TOIENT 2 FITRDONIZHOITBKEE, BHEBER, =2—F VAT R - faxF
A iR T otz FN/MABREBRFS TIHMRS 28l Kb E <, TOIENT2HLLETRO LD
DITHRIIZ (8 Bl), Methie, B R REE 3 6, MRS, WHEAK, M@, 7V 7~ a2y b 2%
R, Za—FVATFA - fuTFAHRE 2H)THo T2,
AR OFA (BRI I 1T & NFRIEIC K 5 B 72 BGE O R BLRF RS BLR (95 % F X E)I%, #¢
BBLAERIHI0< =6 7 H)T29(1.6,5.3)/100 A + -, 6< =12 7 H T 29(1.5,59)/100 A « & K& 72i&
W72 o T, FI/IRRBROES Tid, 12< =18 7 A DY 4.2(2.6, 6.9)/100 A « L O T NI EmN-o T
D, FHLISMNZ 60 7 H E T 0.7~2.8/100 A - FFOHIPH THR L7z, BHEREIYEDORBRIL, &5
FNE L 2220 T EFT 2 ML bR o7z,
8 L/ IARRBROFEICIBT 2% 7 T — TN OFES B . NFRIEIC K D B AR YE O A | 58 Bk
(5% BRI, 65 kA 2Y 1.9(1.4,2.6)/100 A - 4, 655k LL E28 4.7(3.1,7.0/100 A - FETH D | 65 ik
PLETHEBIRRNED 2T, 705, 65 mlh b CHEZRYE DR BN @ MERNIEE L Rk Th o 7=,

EECREEOREEH-Y DREFE (SAH)

B 100 A\ - FEdb 7
B it 4 [ 50 O - ) B D OIFEHLR
(95 %15 HEIX[H)
HMARREROF & 7F®R 85.5 0 0.0
(&) A 100mg? 247.7 7 2.8(1.3,5.9)
150mg? 2529 8 3.2(1.6,6.3)
100mg+ 150mg? 500.6 15 3.0(1.8, 5.0)
aEkY 653.5 19 2.9(1.9, 4.6)
T HF)LE Tk 195.5 4 2.0(0.8, 5.5)
F MARREROF & 75 wR 61.1 0 0.0
(0~12 i) NI 100mg 62.4 3 4.8(1.5,14.9)
150mg 63.1 2 3.2(0.8,12.7)
100mg+ 150mg 125.5 5 4.0(1.7,9.6)
T FLET b 46.4 1 2.2(0.3, 15.3)
% IL/IAEERBR OF & KA G5 2290.8 57 2.5(1.9,3.2)
ﬁiﬁ;@iﬁig A 545D 1104.8 19 1.7(1.1,2.7)
é%gggﬁﬁgigigﬁw A -2 3395.6 76 2.2(1.8,2.8)

)7 7B REEN ARG~ B2 2B OFBBULE 0,

b)7 T B ARELD D ARG~ B2 T OFBLE G T,

o) & I/ IAHRRBRDF & (ES 5 IAHRRBR G To) 268 I/IFRREROFE 12, M CHME S L7 7T & Ak IR ek e iR (12 3 [T 4
5o 2 BRBRESMEIIEE TFRRER [CL-RA21] K OVBSMEIIH TAERER [CL-RA22] )R ONEsMikfse 538k [CL-RA25] @
3EBABML, G TRBRENEG LT —4 2y b, £, WHAOIRBOLENEG LT —# 2y M LCAME T
HEROFA(RA21/RA22/RA25) b % AE L 7=,



. REICEEY H5IEE

EELGRPEDOAR - FMEHERFS (LR (SAF)

MedDRA ver 20.1 AFH @

Ee > o

FAFEPT) 100mg 150mg 1(1)23151; T X gzgi; ~

(N=278) (N=276) (N=554)

FE AR YE 7(2.5%) 8(2.9%) 15(2.7%) 4(2.0%)
fili % 3(1.1%) 2(0.7%) 5(0.9%) 2(1.0%)
WEELAR 0 2(0.7%) 2(0.4%) 0
B AR 1(0.4%) 1(0.4%) 2(0.4%) 0
Za—F VAT R - £ BT A filifk 1(0.4%) 1(0.4%) 2(0.4%) 0
LRSI 1(0.4%) 0 1(0.2%) 0
LEEEEA 0 1(0.4%) 1(0.2%) 0
i S ER B R A 2% 1(0.4%) 0 1(0.2%) 0
7 V7 b3y AR 0 1(0.4%) 1(0.2%) 0
NHGE R Bk 2% 0 0 0 1(0.5%)
TR A 0 0 0 1(0.5%)

FEHLBIE(FIE %)

a)7 T B AREED D ARFIE G- ~YI 0 R Z T OFBULE £ 720,
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Q@ FTRATHESER®
HIREE B RERIT, FIREZ LKEZE0RAEFRE L CER L, HIHEREBRIFE (SO ANFE
BRI X D RBRO5%IEHEXBDNITIAAIGE T 5.7(4.2, 7.9)/100 A « (7 7 2R FEHEHOY) ) B 2 7%
DIRBLZGZT)THY ., 77 EARD 2.3(0.6,9.4)/100 A - F R R Z /27 FD 2.6(1.1,6.2)/100 A - 4
&R EVE AN A B AT,
AFA| 100mg & 150mg Z 2% & AHK| 100mg T 7.4(4.7,11.8)/100 A - 4, AHA 150mg T 4.0(2.1,7.4)/100
A BT L T T EREENS DYV B - BORREZEERV)THY . HRIEENR ERITAS
Nl moiz,
HORBEZ B HER ONFUZ DWW T, B IAERER OGS (S HIR) TIEAA(100mg + 150mg) THRHLIZ A3
4.9%(27/554 BINZHREIL L., KEIX 1 F1(02%)DAHDHFEHTH -7, FIARRBROA0~12 #) T, A
#1(100mg+ 150mg) THARIEIZ 28 1.1%(6/554 BN R L 7=,
% /A RRER OF & CORAMRIEZ B F 5 0 NEIEIZ L 2 BBIROS%EE X ENIL 6.5(5.5, 7.7)/100 A -
FETHY ., AANZFLITHER S VA AR OFS (RA21/RA22/RA25)D 1.4(0.9, 2.4)/100 A - 4 X
DbENoTz, ZTOXICHARNERACULT U7 N THREEDFEm N E WO ERITIER L FETH - 72,
MR O S (BB T 2 NREIS K 2 #R0E2 BEE 452 O F8 LI 1 51 98 B 2R (95 % (3 #E XA 1.
P H-BAIBOIIAO0< =6 7 )T 5.9(3.9,8.9/100 A « 4, 6< =12 # H T 5.6(3.4,9.3)/100 A « FE& KX 7
EW XA Tz,
55 /AR ERBROFA TIX, 60 4 H £ T 3.7~8.7/100 A - FEOHPHTHER Lz, HiREB g 055l
ix, FEHMNEL 2212 oN T EFTAEHEIIA LN T,

TRESEHEEROBEEEHT- Y DFKEE (SAF)

e 100 A - EHT2 D
B it SR B bt - ) LIS DIEHLEE
(95%IEHEXH)
F MARREROF & 7T R 85.2 2 2.3(0.6,9.4)
(=311 A 100mg 243.0 18 7.4(4.7,11.8)
150mg® 250.6 10 4.0(2.1,7.4)
100mg+ 150mg 493.7 28 5.7(3.9,8.2)
aEkY 644.1 37 5.7(4.2,7.9)
T H LB R 194.0 5 2.6(1.1,6.2)
AR OFA 7T R 61.1 0 0.0
(0~12 i) AF @ 100mg 62.5 3 4.8(1.5, 14.9)
150mg 63.2 3 477(1.5, 14.7)
100mg+ 150mg 125.8 6 4.8(2.1, 10.6)
THRXLETS R 462 2 43(1.1,17.3)
5 /M AHEREBR O A AH e G- A5 2145.9 140 6.5(5.5,7.7)
ﬁiﬁjﬁ:ﬁ jﬁiﬁ AFIBE G4 1105.5 16 1.4(0.9,2.4)
Tgﬂ;ﬁi@g 1) AF 545D 3251.3 156 4.8(4.1,5.6)

a)7 T B AR E G B ARFIE GG R Z T ORBUTE £ 720,

b) 7 7 B ARG D ARG~ B T OFRBLE BT,

o) & I/ IAHRRBRDF& (IS IAHRRBR G To) 265 I/IFRREROFE 12, M CHME S L7 7T & Ak IR Bak e iR (12 3 [T
5y 2 FEREAME IR TARRER [CL-RA21] K OWMEAME I D ARG [CL-RA22] )R OVESMiERE& 535 [CL-RA25]
3B A BEML, A 7THBRENSG LT —4 2y b, Elo, NOIRBROBEHAE LT —F &y b LTINS T
RERBFE(RA21/RA22/RA25) b iR E LT=,
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®

EES Y

ISR 2 REBROOFEMITICIBW T, Sz 100 A - FEdH 72 OEMEEGEROER EE, LT
NMSC % B < )DFEER(95%FFEX M) X, AF] 100mg T 1.2(0.5,3.3). 150mg T 0.0, AAIAFT 0.6(0.2,
1.6)Toh o7z, HIIH MAEER, 55 IARRER 2 38R K ke iz 53R D 4 38R O L2 2 MEOFS RIT I )
TOHE SN2 100 A -4EH 72 D OEMEEZINMSC % Bi ) OIEBLH95 % EFEX M) X, AKIE 7T 0.9(0.6,
13)Tholz, (WTHE T T EREGNLLU B I-1%ORBEEETr)

T—H 7y NATRERQRO0I8 45 H 31 EHZEWT, & 22 EoBEMIER (S B 2 Bl NMSC) i &
TW5, F2 B IARRBR A (SO NFEIEIZ X D RBLFRO5%FHE X )X, 100mg T 1.2(0.4,3.7)/100
A+ 4E 150mg T 0.0/100 A * FE (TS 7T RBEENS DOV R Z - ORI EE £ 20, AHIE
71 0.6(0.2,1.6)/100 A - (7 Z B AREENLOU W B B ORBEZET)THY . 7T BARD 1.2(0.2,
8.3)/100 A\ + -, =X /L7 h® 0.5(0.1,3.6)/100 A « & K E 7@V E A0 o 72, 5 I/ IFHERER DA
IZBWT, Sz 100 A« o7z » OFEMEFEEE(INMSC % bk < )DOFBLE 95 % EHE X)X, AAIE
3T 0.9(0.6, 1.3)TH V| D RA TEHIEIZI W TISMRLENAL THE ST 5 BAMEFSI(NMSC % FR
VDL L RE 71X h o1,

o5 AR RRBR GF & (2R T O IEMEREEE(NMSC % B <)DOWFRIE. AFI(100mg+ 150mg) Tl ECS N
K OVINAERE AR 3% 1 F1(0.2%)WCFEBL LT, 28 I/IARFRER DA O SRR HF 23R & v 7o A5
(NMSC Z& o), AFFGH D 22 GHTREBLLZ28, BB LB G OREIC KX 2 FEITA LR
Rnoiz,

NMSC DOIEBLUI e B 538k [CL-RAJ2] @ 2 Bl( LEANKE, F—= W) Thot, 7ed, R THE
(AN G5 D 2 ) CHRAPENES (= WIE, OVE AN/ B AEfaM: U //\ﬂi)@%‘éﬂ?ﬁb@ ¥ (%
MBS (NMSC % B <) DORFHIRI DO NAFTEIC X 2 FBLRO5%EF XM W TiE, B IERBRIFE (2
HAM) T, H#EBIBIII0< =6 4 A)T0.8(0.3,2.5)/100 A « 4F, 6< =12 5 A T 0.4(0.1,2.6)/100 A -
ELREIENT -T2, B I/IERBRGFS Tid, 48< =60 7 A2 2.0(0.5, 7.9)/100 A « 4L HF
INTEMSTZD, THLISME 48 7 A £ T 0.0~1.3/100 A\ + FEOHPHTHER L7-, EVEEZ(NMSC % B

YDHFBRIT, BEHBNEL R D120 T EAT /AT SR> T,

EEES NNSC 2B <) DEEE HT- Y DFEIRE (SAF)

‘ \ W . 100 A\ + b7
DA fppT A ] it O - 1) S HUIIEL Y DFEBLE
(95 %15 HE XA
AR O S A 85.5 1 1.2(0.2, 8.3)
(&=HIf) AH| 100mg ® 250.4 3 1.2(0.4,3.7)
150mg® 255.7 0 0.0
100mg+ 150mg 506.1 3 0.6(0.2, 1.8)
HiEY 659.7 4 0.6(0.2, 1.6)
X x Lt Tk 197.3 1 0.5(0.1, 3.6)
FIARRER D& 77 &R 61.1 0 0.0
(0~1218) AFH) @ 100mg 62.8 0 0.0
150mg 63.4 0 0.0
100mg + 150mg 126.2 0 0.0
Y eV 46.4 0 0.0
5 /MRS AFz A 2332.8 20 0.9(0.6, 1.3)
N aran = AN
éﬁ?&j@i; ¥ N=lE SR IR 1116.2 4 0.4(0.1, 1.0)
?ﬁg&?ﬁgﬁ%@w AF e 542 i 3449.1 24 0.7(0.5, 1.0)

a)7 7 B ARG O ARFIE G AT B X Tt ORBULE £ 720,

b)7' 7 B ARELD D ARG~ B2 T OFBLE G T,

o) & I /IAHRRBRDF& (S 6 IAHRRBR G o) - 268 I/IFRREROFE 12, M CHME S L7 7T & Ak IR Bak e iR (12 3 1%
HyD 2 HERESMEIHE AR [CL-RA21] K ONVESMEIISE AR [CL-RA22] )M OMEsMikeik 5388k [CL-RA25] @
3EBABML, Gt THRBRENEG LT —4 2y b, £, WHAOIRBROLENEG LT —# 2y M LTHSME T
HEROFA (RA21/RA22/RA25) b % AE L 7=,
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BEHHMOBMLES FREERBREER ) DREX

By— - o) ik FEHLER(/100 A - 4F)
HE M A 55, B R ] Yo(H11%0) (95% (=)
BRI 1052 3, 2332.8 A\ - £ 1.9%(20) 0.9(0.6, 1.3)
0~6 1 A 1052 f5il, 494.6 A - & 0.4%(4) 0.8(0.3,2.2)
6~12 4 H 918 fiil, 4373 A - 4E 0.4%(4) 0.9(0.3, 2.4)
12~18 71 H 826 i, 388.2 A - 4E 0.5%(4) 1.0(0.4,2.7)
18~24 4 A 724 5], 319.4 N « 4 0.6%(4) 1.3(0.5,3.3)
24~36 1 A 555 f5il, 384.3 A\ -« 4 0.4%(2) 0.5(0.1,2.1)
36~48 71 A 237 fiil, 149.0 A - 4E 0.0%(0) 0.0
48~60 71 H 110 f5il, 101.7 A - 4 1.8%(2) 2.0(0.5, 7.9)
60 7 A~ 90 {5, 58.4 A - 4 0.0%(0) 0.0




VL.

EUWEEICEHTSEE

1. REZSPICEEHZILEMRIIILEME
JAK BHZEHA
EE  BEEOH LAY DOEE T REIL, KFORMNCEERRTH L,

2. EHEER

(M

(2)
D)

2)

YEFRERML - fEFMERE ©

JAK 77 2 U —l%, 0% « RIESULE L OEMEIZE G T 50 A N A RO E R 7 O AR OH ia N fE
MICEELTEY . ZFETROMIAN Y 7 MBI B W TEERZE 2 H - T\ 5D, ¥ 7T IUREIC
MET D JAK ZZ BRI L > TERR->TEY | L2 ZBKRD T 7T IUREICIT JAKL KO JAK3 28, %
7. TV 20 RZF UZRIERDY 7T IAREICIT JAK2 BNTET S 4D, L7 o F=71%, JAK 77 3
U —DO&EEHE, JAKL, JAK2, JAK3 L ONTYK2 #fHET 5 JAK FHREAITH Y, IL2 21X L L J 54/
A NIA DT REZAE L, T HIOMEFES IFN-y, TNF-a %0 RA OIFKIZEE D 2 RIEME Y
A M IA L DOELEEIHT D,

RI4FZTDIERE 2
#TERR

JAK/ISTAT & 7 FIm2fEm L

RA D iEfRHE AT 1 2 F =T O

Fyiinty Rt
a. - g@ﬁ ., ao
oA

oA b BEEDY S RIT1SF=TH IAK I
YESEEE&IIESL. . &L, JAKDY EEEaE
28 LT JAK HEEE g
. JAK BEEERBES = JAK BB e i
) UBEENS th. STAT DY »E{LHE

P = { A
l STAT HNEBHICRE L. -
JuB{EEh3 | 4 STAT DRI 5
Bl
1) VEHEE Wt STAT B A -
) S rT—EWEL. BH Ry ERREFOREHET
~ABITTS 4 59, THEaDMADL
. M EEY A P hA OB
R T OGS EEE T e BsEhs
W fEL. TR % ey y
EY A Fh1 v OBE ol
EEHTET B ‘ &
-

[ Yamaoka K, et al. : Genome Biol 2004 ; 5(12) : 253, Epub Nov 30 X ¥ &% ]

N FE T B RERAE

JAK 77 2 )—I2d BBEFM. (/n vitro)®™*

N7 4 v F =7 BALKFREE (L FARZE) X, JAKL, JAK2, JAK3 K ONTYK2 #fHE L, O ICs i+
ZEI3.92, 5.01, 0.71 X T*4.79nmol/L ThH -7z,

AEDOFEHYTH D M2 1. JAKL, JAK2, JAK3 KON TYK2 #[HE L. £ ICs fEIZZFE4 101,
14.0, 0.655 2 U'43.1nmol/L TH o7z, —FH, TOMAGHY M1 X O M4 X, 2156 JAK 7 7 X U —iZxtf
L TR ZRBLER M 2R S, 20O ICo EIXZ 2 500 & T 1000nmol/L % kA~ Ty iz,

YA bhA VEEIZHTZER (in vitro)®

AT, b FRMMEZEKEPBMOICHIT 5 IL-2 FIIC K 5 IL-13, FERIEKHLER = v = — IR 1(GM-
CSF). IFN-y &N TNF-a OPEAZIHI L, £ O ICs HITZ N E 4 243, 2.11, 0.203 XU 15.7nmol/L T
HoT,

I BRI, & b PBMC I281) 550 CD3 Hifk Kk OBt CD28 Bkl & % IL-4, IL-5, IL-13, GM-
CSF, IFN-y & TF TNF-a O PEA 2 i L, £ D ICso fEIX % Z 41 25.0. 10.9, 173, 469, 79.0 K T* 136nmol/L
ThoT,



VI

EMEEICEY HEE

3)

4)

5)

RAEM T #EREDIETE IS B4R (/n vitro )™

AREEF, IL2HFPKICEDE b, =T A FARKROT v O T HIIEFEZIH L, Z O ICsofEIZENnEh
18.2. 39.9 KX 102nmol/L ThH 7=, F7-. b O T MJAEHEIZ 5 U TREY M1, M2, M4 1%, W
AU 1000nmol/L F TR EFIF CHAMELIMGIER 2R S edo Tz,

A4 b hA VT FNEEISHT BER (in vitro)*

t b T #H(CD4 [t 5\ ik CD8 Btk) T IL-6, IFN-a2b, IL-2 K O8N IL-4 % L 2 N s 7 v
RIEDIETH 5 ¥ 7 F MEIEREEGIEMEALIR T-(STAT)1. STATS KO STAT6 @ U L R{bizxt L, A
1. CD4 B T #TIx, ZHEH ICs fifi 49.6. 23.4, 34.5. 71.5nmol/L T, CDS8 5 T fiffn Cix., %
NZEI ICs 1 33.5. 25.4, 49.7, 137Tnmol/L Tl L7z, F7-AKHKiE, &  CDI4 [GIEHERTO IL-4 L
IL-13 Hili#%1 & % STAT6 D U U ER{KIZ%E L. ICso i 83.0 2 UF 65.0nmol/L THpi L 7=,

BEIRETILICHS B4ER 99

@ Sy bFToany FEREERICETHER (FHHEER. /n vivo)

FUany MERA BT 2 F=7 L LT0 ] 1. 3. 10 1% 30mg/ke & 1 H 1, 24 F
DORERAEGIZEY, WTNOHERICE O TH, WG R  UC R B IER Bk 2 B S 4,
50% 43 %h F F(Dose associated with a 50% decrease in activity : EDso)fEIE 2.7mg/kg(95 %15 #E X [H : 1.5,
42mg/kg) Ch oz, Fio, EBREOBMEZ X BRTEIZ XV FHE L72f5%. 10 X0 30mg/kg #5812
BT, BHEER 27 3FBEICIH ST,

v TNy FMERERRETIVICE TSR (FIHEER)

25 [ _A-EEm | ‘ | ‘

—o— XEE - [ﬁ] dk ok
:g 20 I —e—1mg/kg 10- e e
= —a—3mg/kg 5 “
5 15 - —= 10mg/kg % ~ & *
% —— 30mg/kg e n ¢
= 10 % 5 ) )
‘& § e
& * 4 .
= 05
sk :aé
I
0.0 — *%k PR . -
0 5 10 15 20 S O mEm_L_ 3 10 %0

TYanNy MERANLARA 1B 1A, 24 AR OES L@ n=10),

X BFEO R OMME(, &7 7y ML, EHECAEEREEL R, #: P<0.0125 ABIZBIT S Student-t HEIZ LD
IEHREE Obg), **: P<0.01, *: P<0.0525 H HIZ31F 5 Dunnett 25 LI IEIC K 5 % HREE & O L)

Fi 25 B HICHT D EEBOEBEEOMNT, X A% 5 HE GG O, AR O, RARE MBI L OVRARE & BEE & oo
RIS OREE, PR E O, BN IROBE)ICOWNT, 2a 70 AZE, 1 PEEDE, 2 BEOEIZIEL, £0F
B RBEROEWERA 2T & LT ry b Uiz, BT REEET, #: P<0.01(Wilcoxon NENFIMREIZ L D IEFEE & DKL),
#% 0 P<0.01(Steel 25 H LLIIEIC & 2 5FHREE & O LLEK)



VI. EhEB(ICET HIER
@ Sy bT7oany FEXKBERIZHITAER CAENEER. /7 vivo)
SRR N DR T 4 F =7 & LT0 [, 1, 3, 10 XX 30mgkg 2 1 H 18], 10 HH DK
RO GIZE D 10 O 30mgkg D7 4 v F =T E G T, WEER GRS L C R Bify7iE
DBGEEN T L D B, EDso % 5.6mg/kg(95% 5K M : 3.4, 93mgke) Th o7z, £7o. LB DBME
Z X MREEL X0 Gl L72 SR, 30mg/kg HEHEHICRB W CRIER 2 7 A BEICIH ST,
Sy b7oany FEXBHRETIVIZEIT5%ER CAERNRR)
LTI
 —
S 10— .o . .o
\_E/ L[] .0 .0 .
.,% ?\ - oo e . oo
@ nl e .o e . .
S X e e W
] i
{@E -%I eee . . —ra—
% ——3mg/kg :Ztﬁ 47 e
—®— 10mg/kg et b °° °
——30mg/kg 2
1 0
WEARE MR 1 3 10 30
15 18 21 24 27 71 P = (marke)
N v —_— m
7Y a5y MBI o
T2y MER% IS BB XY, ASEZ 1B 1AL 10 B RO S L7 @ R n=10),
e BEEO B AEOMBE(L, &7 7y NI, FHECEEREE £, #: P<0.0125 ABIZRIT S Student-t REICL D
EREEE O, **: P<0.01(25 H BIZH1F % Dunnett % Bl EIC L 5 6 IREE & 0 i)
HIX 125 B BICBT D ESEEMIEOMENT, XiME 5 HE T OME, BARE OB, SRS MBS L O RRE &g & oMo
BAEI DM, R O, IS mALIG OB OWT, A7 (0 : R, 1: PEEOE(L, 2 EEOELZIE L, TOf
EEEEOEHEERA2T7T LTy Lz, #BEHRREEZERT, #: P<0.01(Wilcoxon JENFIRREIZ X 2 IEH#E & O big),
#% : P<0.01(Steel 22 HILIRIEIZ K 5 %FHREE L O L)
(3) EFHRIRHER - iRk

TR L



VI. EMEEICEYT S51EE

1. mebREOHES
(1) A LA M oA
AR L

(2) ERIRBABR CHEREIN-IFTRE
1) BEE%xE (BERA)"Y
H A N BER A (5 BE 6 BINIZAA] 20mg. 60mg M Y 200mg & ZZfERF AR D& 5 L &L & D7 0 v F
=7 OmBERREL, BE5% 1~ TE—271CEL, IR 3.7~75 B Th - 7,

HORSHOMBEPRECEDELGEYHE/ NS A —4

b g Cmax(ng/mL) Tmax(h) Tmax(h) ti2(h) AUCinf(ng * h/mL)
20mg 6 76.87124.19 1.4%0.8 1.0(1.0~3.0) 3.7£0.7 259.50£42.91
60mg 6 241.13+£74.74 1.3%+0.3 1.3(1.0~1.5) 4.0£1.0 782.78 =158.56
200mg 6 648.73+55.48 1.804 2.0(1.0~2.0) 7.5£4.9 2524.88+234.45

a) YA (P CE¥IE IR )

EVABIOARBE N AELE AR TEE, BAZEXT7 4> F=7L LT 150mg # 1 H 1 BRFZICROE&EET
%, 7B, BEOREBIZSCTC100mg % 1 B 1EFETES, | THD,

2) REH"RE BERAN)™®
HARNBERERC A 24 BIZAK] 150mg % 1 H 1 IR %IC 5 HRKEROEE L & &, KERGHG 3
HEIZIZEEREBIZZL WD EE X BT, B GEHCT 2 E®RE 5 HH O Cmax & O AUCan
DX 1181 KN 1218 TH Y . AFEZ 1 H | FIKERGREORT 4 F=T7 OERMEITN 12ETH-

77
MFPRECADOELGEMEE/ NS A—4 (HEEES LDLHE)
%k Cmax(ng/mL) Tmax(h) ? AUC24n(ng * h/mL) Rac*(Cmax) Rac*(AUC)
HERYE | 24 532.3+155.4 3.0(1.5~4.0) 2185+531.7 — —
RS- 24 613.2£167.9 3.0(1.5~4.0) 2643+590.4 1.181+0.2443 | 1.218+0.1124
a) 1 L fiE (A PH) CF5{E £ YR 2E)

*Rac (F(Cmax & 5\ ME AUC DO)EREL 27”7,

(3)
SRR L



VI. EYHEICEY SEE

4) BE - ftREOEE
1) BREOREY

B AR NFEE R A B8 BT, 2R d DV IEEEIZ, ARl 150mg & HaRE 05 L, EpEe
WCRIETRFORELTAM L 72, SRR, 8% %5 T AUClast &2 8 Cmax NZHE1 36.8%

KON 56.4%HN LT,
MFARECAOTLEEYEE/NAFTA—4
EmERE ST A —H ZEfE IR - BHES
#ildx 18 17

AUClast(ng * h/mL) 1645+ 506.5 2217+4419

Cmax(ng/mL) 447.6+138.7 698.5+213.2
CPEE £ e )
THEBESRUBRESDOEMENED LLE (PKAS)

e T A —X Heg ST -2 LR (90 % (5 HE X D)

AUClast(ng * h/mL) Bth G/ 22N 5 1.368(1.227, 1.525)
Cmax(ng/mL) BtL PG/ 22 R 5 1.564(1.388, 1.762)

2) HRARDEE
@ GRFINZITIEE

i) NS )L EERAN. HAEAT—45)D
AH| 150mg(HEERR O 5) & P R ARESTH D733 )L 80mg(1 H 3 MIRAO#EG)Z0FH Lz &
O, KA OIMHAET RZEILIKRD AUCInf } Y AUClast D% R ELQ0%EE X M) IX. ThEh
1.2685(1.2185, 1.3206) K% T} 1.2657(1.2153, 1.3182) Td - 7=, Cmax D %A1 -2 £t (90 % 15 #6 X [#]) 1%
1.3919(1.2634,1.5334) T > 7=, XTI &G O miEH R ZE{LIKD AUCinf, AUClast } OF Cmax

IIAFN B P 5. & R TZENFI 26.9%. 26.6% K% TN 39.2%H0N L7,

NSNI VL SMBPPRECEDEDSE~DZE

YR N T A —F

ke

ST (90 % 15 HE X TH])

AUCinf(ng * h/mL)

AFN 4T S VO A HR

1.2685(1.2185, 1.3206)

AUClast(ng * h/mL)

AFN 4T S VO A B

1.2657(1.2153, 1.3182)

Cmax(ng/mL)

AFN 4T S VO A R

1.3919(1.2634, 1.5334)

i) MTX (BAEAT—4%) 2

AH 100mg(1 H 2 [FfE A H) & MTX( H 15~25mg, HUEHE 05 OFH Lz & & 0, AFHHEM
2R 5 MTX GER 5 00 AA O AL AUCKa, ss 00 8 (01 -4 Ho (90 % AR )12
0.9815(0.9104,1.0582) T 7=, Cmax, ss DR THILL90% S HKH)IL, 0.9195(0.7821, 1.0809) Td> >

7=

WX IS & AFIDMBHRECLADENBE~DZE

HYBERE N T A —H Lhg S 34 (90 %15 RE X 1)
AUCtau, ss(ng * h/mL) A +MTX fF /A HR 0.9815(0.9104, 1.0582)
Cmax, ss(ng/mL) AF +MTX fF /A HAR 0.9195(0.7821, 1.0809)

EVARFNOAR SN HELOHEIL AT, RAZIZNT7 4 F =7 L LT 150mg % 1 B 1 BIRZRICKROBES T2,

2B, BEOREBIZIECTI00mg # 1 H 1[AKRS5TE5, | THD,



VIL.

EYHEICEY HEE

Q@ BREERIEZLFE

i) SEYITL GNEAT—H) P

N7 4 F=TIX CYPIA EEREZA L TRV 0,
HDHIFY T AOGmg, HEREROKG)Z0HH L7z &< ofiEF I %7 A0 AUCInf O 2] H(90%
. 1.3698(1.2837,1.4616) TH v |, IffEH 2 ¥ T 5D AUCInf [T EME 5 & T 37.0%1
N U7z, Cmax DA HE(90% (5 #E X E)IE 1.1332(1.0595, 1.2121) TH 0 |, MEF I 4> T LD Cmax

EHE X M)

TLEM P A & BT 13.3% L 7=,

HARANOAGE SNz AE R ORI Tl RAISIENT7 4 > F =7 L LT 150mg % 1 H 1 ER#%
7EB, BEOREIISCTI00mg 2 1 B 1EREGETE S,

i) %0)1111.0);1'2%'] o152

A IR DIEER TH 5 MTX DR
Zliﬁll T Organic anion transporting polypeptide(OATP)1BI1,
Wt LILEER 2 A9 % mlae
HF & DY EAERBROFMERIZLUTOLIBY THY | WK EMBELE 2 boTiERnEELLN

cation transporter (OCT)1

776

R

BrHGRmnl en

PENE Z BT,

1 THo,

ARG FREOIMBAEI R (FS Jp 020 0755

AH| 100mg(1 B 2 [AlfEOEEG)E CYP3A FEE T

RENTZONEAT—4)
Breast cancer resistance protein(BCRP), Organlc

ENOLDOHEELEEZOND

TROBHT 5,

A4 HE(90 %15 5 X [#])
3 fF 3R G5 AF 5 O H /Al
Cmax or Cmax/Dose AUC or AUC/Dose
SHET A 3mg 100mg © 1.1332 1.3698*
(CYP3A HH) Hi[m] 1 H 2l (1.0595, 1.2121) (1.2837, 1.4616)
0 ANRREF 10mg 150mg 1.1484 1.18268%
(OATP1B1 #H) Hi[m] 1 H 11 (1.00741, 1.30922) (1.00386, 1.39313)
A FERLI 750mg 150mg 0.830 0.826
(OCT1, MATEI1 #2) Hi[H] 1 H 11 (0.786, 0.876) (0.784, 0.870)
MTX® 15~25mg? 100mg 0.9226" 1.0251%#
(RA VEIRE) ¥ 1 7] 1 H2IA (0.8301, 1.0254) (0.9287, 1.1315)
a7z /) —)ViEg 1000mg 100mg 0.9457 1.0248¢
7 =T )L e Hi[H] 1 H2lal (0.8003, 1.1175) (0.9619, 1.0917)
Zrmly KA 5mg? 100mg © 1.5654 1.6322¢
(CYP3A F'H) Hi[H] 1 H2lal (1.4038, 1.7457) (1.5008, 1.7751)
aAfEANT — % I : AUCinf
by O 5% 51X [E PN AR AGE § : AUClast
OBEHEEMHTHRITL TWVDEN, bo L EENRKEI D7 ERS 1 : Cmax/Dose
- FERERERE LR # : AUC/Dose

DEN TRERB I N7 K521 BREEAD)IX. 16mg
IEMERBH TH DI a7 =/ — VR L L COIRWINTE STl
DEWNCTRR I - H &I 3mg

AR OAZR ENI-MEL O RIE D@, A7 4 F=7L LT 150mg & 1 H 1 HE&%ICRO#KET 5,
7ok, BEOREBIZISUT100mg 2 1 H 1[5 T&E 5, ThHd,



VI. EYHEICEY SEE

2. EMEER/NSA—4
(1) @BWAHE
Jray =k Az MEN B AW CEREIE T A —X 2 LT,

(2) BUTERETELR
LR L
<HE>
RS TSR T REARBT 45 2 A A OSMELA) & 0 HEE S 7 | RIBIGHIEERE, 5.83 T 7 9,

() HEEEEH
DR L

4 2)753 X
YR L
<HE>
R SR B RE AR RS (B AR AL OSME N L 0 HEE Sv7= CL/F 1E, 91.7L/h Tdh - 7= 9,

(5) HHEH
TR L

(6) Z it
AR L

3. B%EH (RKEaL—3Y) @@
(1) @BWAHE
OB N RIS R L CAELDZ ERNE L 2-a /83— A hET LD

(2) INSA—REHER
RHEM SR ENREMAT DAL, X—RAF 4 D eGFR L OV LV 8EREA RO 27 V7 7 A(CLF)ZKT 58
BRHEEL L CREKETNVTHAAENTZ, TNHERINZILEED CLF ~OEEIX, HEIN:
CL/F OEARRIZE)%(25.7%) & [FIFEE TH - 7= 5,

4, TRIR
MM E R L



VI. EWMEIREICRE T HIEE

5. 9

(1) Mm% — B EE s
MR L
<HBE>
HET v MCUC-RT 4 v F =7 BALKHERE 3mgkg ZHEERR OG- L2 L 24, & HIROBFRERE
ERLIEDIIMCTH -T2, 2. ABT v M HC-T 4 v F =7 BALKFERRIE D 3mg/kg % AR 14
B LTz e & KM TR S 72 o 72 59,

(2) Mm% —RaAEREAPT @@
MR L
<HBE>
R 14 B HERBE R OMET » M2 MC-T7 4 v F =7 BEUKFERRE 3mgkg & B OKG Lz &,
B 5% 0.25 R CTHAAR L ORI & B IS mi NI RBIRE 2 /R Lo 2 e D, X7 ¢ v F =T kRS
VI — AR BEF 2 @i L CIREA~BIT 5 Z R E N 9,

(3) Fit~DFBiTH
MR L
<HBE>
IOt 14 B B)YDOMET ~ MMIIEHR T THC-X7 4 v F =7 BAL/KFE LI 3mg/kg % H[ARE 1 &5
L7l &, A RERE IR 5% 1 FEICB W TREREZ/R L, RMRMEHREDK 5 FTh-o
Too FLH PR REIR AL 138 512 24 BERICB W CEEB ARG E TIK T Lz, F7o. LR OMERITFIR.
R Ol ) L OV NELBRIC B W TIRIHRERS R S 7= 2 v h . X7 4 v F =T skl st 2 L
T LR ORI A LT &5 2 vz %9,

(4) HHERADOBITHE
) vz



VI. EYHEICEY SEE

(5) Z Dt~ DHITIE

MM ER e L
<HBE>
BESY M "C-RT 4 OF = JRIL/KKELE Img/kg = 1 B 1 B 21 BREIREROHZS L1-& 2 0HEBRKSTEEEE 2
FERR P O BRI (ug eq./mL X pg eq./g)
R 21 HH
0.25h 24h 72h 168h
0.125+0.001 0.003+0.002
I 4 ND ND : :
(1.00) (1.00)
. 0.0970.002 0.002+0.002
1ff. .003%0.
f& 0.78) 0.003+0.000 ND (0.67)
il ND ND ND ND
L + +
fii 0'09(% 73)'014 0.003+0.000 0.003==0.000 0'00(41—32)'000
+
ik 0'09(% *72)'021 0.0010.001 0.004+0.005 ND
e .238+0. +
lik§ ! 23(2 98)027 0.052+0.036 0.020+0.002 0'01(55 08)'014
" .171+0. +
5 gk ! 17(19 3%070 0.014=0.002 0.008=0.001 0'00(51 6%'002
e .107+0. +
JELh 0 IO(Z) 82)009 0.004+0.000 0.004+0.001 0'00(51 6%'002
- 0.114%0.046
PN 0.91) ND ND ND
. 0.034+0.006
KR 0.27) ND ND ND
_ —+
Elk=s 0'228 —72)'025 ND 0.052+0.009 ND
+ +
H 2'7?282 *3%)146 0.004+0.002 0.002=0.000 0'00(%*670)'001
+ =+
N 3 '6?299—121')3 15 0.007£0.001 0.005+0.001 0'01((;—32)'009
+ +
N 0'29(2 *33)'366 0.020+0.009 0.0030.001 0'00(62*08)'007
+ =+
& 0'11(‘:)_9?)'03 > 0.022+0.018 0.021=20.006 0'02(27—3;))'002
- 0.013+0.011
=% (0.10) ND ND ND
0.090+0.079
JiERNEIREN 0.72) ND ND ND
+ =+
R 0.13(31 . g).()lo ND ND 0.00(31 r (())).003
0.0400.004
it Ji 0.32) ND ND ND
. 0.0110.003
R ER (0.09) ND ND ND
e 0.0800.002
e — iR (0.64) ND ND ND
“ 0.131£0.011
GIEN (105) ND ND ND
N + -
B 0'01(20 ] 8)'004 0.002+0.000 0.002=0.001 0'00(%—6%001
. 0.090+0.007 015+0.
L (0.72) ND ND ’ 01(55.0(?)013
. + +
HaiB K E R 0'15(‘} 23)'03 0 ND 0.035+0.034 0'0?;11—3(;')“0
3 BIOE AR AR ZE, ND : € =R AR

FEANP I M PR (o £ b A R, SRR SRR L 23 ND O5-A I3 2 S5

BEREIRE 1T T 4 v F =T YR L L TFR




VI. EYHEICEY SEE

(6) MBELRHEEE
RT7 4 T =T OMIEE PR GHRIT 712.83%~7520% Th 0 | FEREGEAEILT VT I Th o7 (invitro) ),

KB HiiA

6. ft

(1) HERGL R U BIHRER
RT 4 F =T OB R R OREEHEE 2 90 L 7= /55, b MR & L ChRifgfa A o N-
AFNMALIRTH D M1, REBREERTHD M2, KONN-A F ALK TH D M4 DFF 3 OB ORERE D
[FIE S vz, WA HEE 53k [CL-HVO01] | A iE# 530k [CL-HV02] K UNMES~ 23T o A5k
[CL-PK03] 2BV T, AFEEHOMETIZRT A F =T ROM2ZAEELE L TIFELTEY ., D&

255 M1 KUY M4 DFFLE b RS S iz 5

RILFZTDOE BT BHETRBHRE O

I
O
o
g t?
Zz
= o
@]
ZT
Z ;
=z
Z—

urine ™ = i
@Igywz QIQYM
NH O NH O
HO,, 0.,
o- @ Peficitinib HOsS @
M1

H | plasma, urine, feces

N
= plasma, urine
oA L N,

urine NH O
i O@ M4
plasma, urine, feces

(2) R#_EET 2R CPH) OnFiE. F5FY

1) EbMFY A FYLRUE FERFKBRERAWEE (/n vitro)
N7 4 F =T IR, BB EESE(SULT)2A1 LU= F 7 I K N-AXA FVEEBEBEENNMDIC LY, £

NENM2 LUIME ~ERFHF S, M2 RTUYM4 1F, £ F4 NNMT KO SULT2A1 12 LD M1~ S

NnNHEEZ N,
RI4FZIDE MBI HTERBBRRUVEET 2K 8HEE P
NN
L L NH,



VI. EYHEICEY SEE

2) CYP R FREICxtT BEEER (/n vitro) =
CYP 3 FHREICX T H X7 4 v F =T KOM2 OREEHZ, & MFI /7Yy —22HTHRF L7, ~
7 4 ¥ F=T71F CYP2C8 e O CYP3A OARGHEME A FRERMEKAFRIIZIHE Lo, £ Do CYP - FHEIZx 3
5 LEMER IS THH< . CYP2CI9(ICs E : 95.4umol/L) & R E . WD ICs fEH 100umol/L LI ET
HoT,
F 72, M2 1%, CYP2CS |Zkf L CHERMRAEMIZ2 P E 28 L7220y, BREOREIZHL< ., 30 oMo L1 v
F o= g3 O ICs T 80.0umol/L TH - 7=, M2 12K DZ DD CYP 4y -Fli ﬂ#éﬁi%%
RO T <, WTHD ICso S 100umol/L LL ETH -7,

3) CYP R FREICKtT HFEMEA (in vitro) ©

CYP D FREICHT DT 4 U F =7 OFEMEFICHONT, b MRREEFMEZ A CTRE LT,
10umol/L D X7 4 v F =7 Z LB L7 MBI BV T, % CYP %) - DOEEE TG & OV messenger
RNA(MRNA)FEHL# X, CYPIA2 #Rr&, 2> b — BRI L C2 R Ch o7z, £ 2T, m74/
F =7 ASINPEFE 0.01~22.3umol/L)IZ & 5 CYPIA2 DFFiE % b MEGEFMIL Z W CEIMRE L7z, 2
T4 F =T PEED 1. Tumol/L LA EDEE TlX, CYPIA2 @ mRNA BEH &[T =2 b — /Lo 2 20 E
ThoTend, Bt L2 TOREIZEWT, FBEEIMIGHERRTHD g7 R T7 TR KROF AT T
V=L (& BTN 50umol/L)D 13%LL FTéh - 7=,

() PEBBHREOERRUZOHE
TR L

4) REMOFEOEERVEEL., HFAELE®
IL-2 %2 X 5 T HIIEEEGEIC 635 R 7 ¢ o F = TR OVEH OBt in vitro)lZ B W T, W o (T
¥t . 1000nmol/L F TOYRFEFIPH CHIMEZ: T MIEETEIMEIER 2 RS ehote, ZOZ b, Y
M1, M2 LT M4 OFEERVERITIER 1259 < | RABEG % OAERF TCOIEERKIFIRT 4 v F =T ThHhdH &
Ezonb, (VL2 (EMEEMTTIHEBRMIE3)) OHESMH)

7. HEid

(1) BEHERGI. #BERRUHEME
Wsh~ AT o 23R [CL-PK03] (28T, FEREVREEERA (6 B2 “C-<7 1 > F =7 100mg % H.[A]
BOE Uiz b &, #5% 120 BRI £ TIORHES5(93.2%) D I BE DS IR K OVEE %ﬁéhﬁwﬁﬁﬁzm
RFH £ TORSRED IR K O #E PRI RIT, 221 36.8% K N 56.6% (A RF 93.4%) CTh - 7T-, JRHFIC
NI 4 F =T ROM2BREL LTHFEELTEY, &N S ML KO M4 OFE LR Iz, ﬁ
FHRIZIIART 4 O F =TSN TIE MA DIFERDNZ < M2 BIFEDHERR S 7203, ML S e -
T (OME AT — 5 )2064),
T/, HE - KEREGRBR [CL-HV03] I8\ T, BHARAFEFE B A (% 6 HIZAH] 20, 60, 200mg
FHERAOKS L&, X740 F =T ORFIEMERIT 12.5%~16.8% TdH 7= 19,

HARFN OAR S iz AER O RIE B RAIIENT 4 v F =7 LT 150mg % 1 B 1 BIBFZICROEET 5,
B, BEOREBIZIECTI00mg 2 1 H 1[EFKS5TE5, | THD,



VI. EYHEICEY SEE
8. FIVARR—E—IZET HIEH

10.

In vitro 7R 6579

P-HE 55 I (P-gp). FLEEMIPEEE H(BCRP), ZAlMi1M:BEH#E 2 F1(MRP)2, MRP4, Z4 - 756 E H#aik (K (MATE)1,
MATE2-K, AH#E7T =4 Wik U <75 F(OATP)IB1, OATPIB3, AT =4 ik {A(OAT)1, OAT3,
FH§EA F A4 @t R(OCT)1 KN OCT2 12k X7 4 v F =T KOM2 OIEME, b T AR—F —3%
BUMIE £ 72 13RS 7 VA W TIRGES Lo, £ DORER <7 U F =71 P-gp DEE TH Y M2 1L BCRP,
MRP4, OATP1B1. OATPIB3 K (X OAT3 DIE THH L EZ NI,

7. FRDO N T UAR—Z—ITHTHRT 4 F =T ROM2 OFLEERICOWT, FTF U AR—F—
B E 72 13T 7 L2 W TRRET L2, ZOfER, 7 1 > F=71% BCRP, MATEl, MATE2-K,
OATPI1B1, OAT3, OCTIl K TOrOCT2 (Zxt L CIHFEEMZ R L, ICs fEIZZZ4 13.5, 10.0, 20.8, 19.2,
5.01, 0.247 KO 71.4umol/L T ->7-, M2 2O\ Tix, BCRP, MRP4, OATPIBI, OATPIB3. OAT1 K T*
OAT3 (2%} L CILEEH 27~ L, 1Cso EIXZ 24 32.1, 30.4, 11.5, 84.4, 75.6 XX 4.55umol/L TH > 7=,

BB & DREE
TR L

REDERERITIEE

(1) BHeeEsEEss"”

HAR N OB REREIE BB G [HEE R BRIATE B B (eGFR)90mML/min/1.73m? LA 1] 8 i, ¢ B Rk RE s = fh
(eGFR60mL/min/1.73m? LA _E 90mL/min/1.73m? A5i§)8 f5il, HH 4% B A% HE R 2 83 (eGFR30mL/min/1.73m? LA
|~ 60mL/min/1.73m? A7) 8 {51 J2 OV EL & B B R I 35 FE. 3 (eGFR 1 5mL/min/1.73m? LA _I= 30mL/min/1.73m? A i) 7
BNZAK] 150mg & ZEERFICHERR D5 L7z & & AR RE R 5 B CIIBERE E % B E 1T b
Cmax (% 10.4%. AUCinf 1% 12.7% (K7 > 7=, 55 BB RERE F AR CIX B EE IR 9B |2 b= Cmax 1
21.7%. AUCinf X 16.9% K0 > 7=, B RLREREH A CIXBREE IEH #2812 Cmax 1% 21.7 %X
<. AUCInf 1L 8.7% o1z, X7 4 U F =7 ORI, BB EFHRE A ZRE LT L X L
B FETRRD BN o T,

BHEEIE SRS XX B HAEEE R A ICAHK (150mg) ZEERFICERIZES LE-LZ20
RI4VFZTEMPHEIINS A —4

e R O P, RS
5 Ak BHRE R HRE | REEHEEERE | PEETHREEERE | HEEHeEE RS
UES 8 8 8 7
Cmax(ng/mL) 426.4+156.8 376.7+119.6 342.1£134.9 387.21+260.4
AUCinf
n 1595£360.2 1419+385.0 1427+562.7 1933+£984.69
(ng * h/mL)
a)n=6 CE¥IE IR )

ERELERREXIEREETEE CAFREROND « VFZJTEYBE/S A — 2 DHE

BT A —X g ST -1 LE.(90 % 15 #E X))
Cmax R L B A B R AR 0.896(0.595, 1.349)
AUCinf R REIE W R 0.873(0.610, 1.250)
Cmax HAE B R e AR 0.783(0.520, 1.179)
AUCinf B R 0.831(0.581, 1.190)
Cmax o R R R I S R 0.783(0.513, 1.197)
AUCinf R BE R 1.087(0.738, 1.602)




VI. EYHEICEY SEE

(2) FrigeEpEERE "

H AR N O FFRERE IE F 95 8 B, R AT HEAERE & MB35 (Child-Pugh 7348 ClassA ([ZAHXY, A 27 5~6)8 {4,
A FE BT BE R 2 5 (Child-Pugh 43%H ClassB (ZAHY ., 2 227 7~9)8 I AHI(150mg) % 22 I I 2 B[] %
A5 Uiz, BEEREEEBRE AR LR EG LT DT 4 F =T ORHERIL, BRETHEEE R
F CIIIFHEBE IE H R & 12 X Cmax 1% 3.9%. AUCInf 1% 18.5% =7 o 7=, NTHERE IE 5 W BRE |- A 2 #%
B Ll LBERZTRBDO N o7, — 07, PEEFKERERTICARZBRE LTI EDXT ¢
VT =T OUgEGEIL, IR E RS ICARE L L& & LB L T, Cmax 7% 82.4%. AUCinf 2%
92.3% E&H- L7,

FF#EEIE B AR S XIS REIEZ B E (CAK] (150mg) = EEFICHRBIIRE LI L ED
RI4OFZTEYFHRENS A —4

a)n=7

HYENE T A —F JTFHRE IE 7 4R EE E IR A P 5 A A FE AT RE R T B
%k 8 8 8
Cmax(ng/mL) 350.4%129.1 371.6+146.5 673.8+331.6
AUCinf(ng - h/mL) 1149+231.1 9 1435£525.1 2332+895.6
CPEIME EARE(R E)

AP REIE B0 E ITAT A E R B SRR ER DR T 4 S FZ TEYHE/NS A -2 DT

YR T A —4 R S (i -1 L (90 % 5 HEL X [T
Cmax 0% B PR R b = ER 5/ 1.039(0.705, 1.531)
AUCinf JTHERE IE & iR 1.185(0.857, 1.638)
Cmax Hh S R R e R R 1.824(1.238, 2.686)
AUCinf FFHERE IE & R 1.923(1.391, 2.658)
11. Z0Ofth
MR L




. ££% (ERLOZEES) ICEJISEE

1.

EENBLETDEH

1.
1.

==
= B9

1 AFIRE(ICE Y, %, BMME. VMV ABRRFICKIERLGCRPEDH-LGRELE L JIEEBLLF
AmESN, AFEORBEMEFHALATREAGLD, BERESORERLBES LTINS, KFINKFZE
STRSEARFTHNCLLED, ChoDBEREBEHICTHIHAL, BENEBRLLCEEHAL
LT, BRLOABUNBIREZ LRID EHSNSBRICOARET S &, T FEIREIC
FYVEELGEMERAARE L, BREMGRBZE-EDZENHHDT., RRKOHIEN+0 ARG ER
ERRVEMMERL. RFHRERICEHERARRE LB EICE, EREICERT L 5BFITIE
x52562&,0(1.21,1.222,2.1,2.2,7.2,8.1-8.5,8.9,9.1.1-9.1.3,9.1.10, 11. 1.1, 15. 1. 1-
15.1.3 &H]

2.1 BERGRREE

BumfE. X, EERPEZECEMERREFOBIRNERPENRESA TS O, +0EH
BETOBERPEDOREIZEIRET A EL[1.1,2.1,7.2,8.1,8.9,9.1.1,9. 1.3, 11.1.1,15. 1.1
SR

2.2 #5%%

BIEMAE R (RN R UMMM ER (. KEER. MR, )V /\8F) 28THEENH o HFTEE
MH D5, EEOBBREETIHERDBEERVEBLOEETNAH S0, KEIREIZHKIL > THEK
BT 5 +REEZRVEHRLY 7 UREIZNA, A2 —T 0 -y BEEBRXIETYNILY Y
URISHREZETVD. EERBM T REEZTILICEY . BRBREOFEEHER TS L, RO
HEEEETIERERVEROBRENEONIBEICE., BBRFOBREEICOVCLERREET IE
B &EEDT. RAlE L TAF DR SHRATNISEY GREREERE TS L, Tl YRNLI YUY
RIGFDBRENMEHEDBEICENT, REREFDUEBERA D oONLAREEAH D, [1.1, 2.2, 8.2,
9.1.2, 11.1.1 58]

3 ARBNDBRETOENC. 2BCELTHORY IRFREEOFEREZTTHET S &, T FH
[COVNTDOTALHEBE ) IR FEROBRZ L DEMMAEATH &,

(FERL)

1.

1 ERARBRIZ IV T, fige, WUE, v A L R G OB I RYUES, BIEER O RBLNRE ST
WHZ e, Fle, IO ORIERIZEZERN R 27285 Z L NH LT, BERF O YIS &
LI IOBREL,

2 FRARRRBRIC BV TRYYEIZ K D SETHIITHE STV RV, BulliE, ik, BEEEUYEZ S B3t

HI7RERIFIC R D WTREME D & D IEYUEENME SN TND Z L h | EEMWMEDTZDITRIE Lz, £/,
FERZICHOWTE, BRRBRICB WD TUTEEIMEOREOMEL AT 5. b LA 28EZ 2RI LIz
TZOFEBUTFED LN TVRWAS, FEETORIVRILZ B E 2 AHIFRGLOFEILO WTREMEN B E TS 72
WZ & EAAR G LY OB TIHERDBE(C R OB LT D 820N b . A
V== TR ET O REMICOVWTEETANE THL I ENORE LT,

S3 AEESUFNR E LCRUE L7e TREAARIR TR T4 2Bt U O~ F(BE O & IRE O k25

) ICHESE AANC LD mIE, < b 1TAIORY U~ FREMBHT L5708 MOIEHRZ 0
LRI, TOUEMEEBETRETHDL I ENORE L,




VI. &2 (FERLEOIEE) CBY 51EH

2. EEAERLTDOER
2. 22 (ROBEIZITH/E LA L)
2.1 EERBYYERUIIES) O BHE iRz B b 28FZnnd 5,1 [1.1, 1.2.1, 7.2, 8.1, 89, 9.1.1,
9.1.3, 11.1.1, 15.1.1 ZK]
2.2 IEEMERSE OB DERZEL ST BZAH S, ] [1.1, 1.22, 8.2, 9.1.2, 11.1.1 ZM]
2.3 HEDKEREL AT HHEE [7.1, 9.3.1-933, 102, 11.1.4, 16.6.2 ZH]
2. 4 HEHEREDS 500/mm’ RO EBE [8.6, 9.1.5, 11.1.2 & ]
2.5 U 2 RERERDY 500/mm’ AT OB (8.6, 9.1.6, 11.1.2 BHH]
2.6 ~E7 1 EUAED 8g/dL R DEH [8.6, 9.1.7, 11.1.2 ]
2.7 RFNO Sy I3 LissuE OBEERE O & 5 B
2.8 Tl XOFIEHR L TS aTREMED & B &tk [9.5 ]
(i)

2.1 BRRBRICB W T, AR HIC L2 EERBYYENEE SN TV D, AFNTRENIGIZE ST 5 JAK
77 AV —%ZAET L0, BYYEICKT D06 ERERICEEZ KT L, BYYEORBCHEEO K ZN
NHDHZILEMHERE LT,

2.2 FRFREBRICB W T, ARAIER5IC K DIEEVEREZOWE LR VA, ARG X0 IEE RS D B
DIERZEBALSELIBENDIHDL T ENOLRE LT,

2.3 ERARBRICB WL, EEOHMBEREL AT 2 BE~ORBOEERBEN 2N L F - FsaERE
ERERER [CL-PKI0] IZBWT, PEEF#EERE RS CIXM P OREZNLINT 5 & OFRRNES
NTEY, BHEAPEI OO bNIBENEH D Z ENLRTE LT,

2.4 FRAREBRICIBW TR, HFHEREDS 500/mm® A O BE TR 2 ARE O 5B 1T 72 < . ARAFIER G
Ko THPERBO D EIZEA T EENLRH D Z LLERTE LT,

2.5 FRIRFEBRICE W T, U U BREDY 500/mm’ A3l 0 BE KT 2 AF ORI 0 <. RAIB G
KoTY U B NEIZELTHBENNH D Z ENHRTE LTz,

2.6 FERIREBRICIBWVTIX, ~E2Z v B UEN 8g/dL Kiifi O BF X 2 ARKH O GRBRIL RN End |
fthd JAK FLEHRI OUF CEE S B ISR E LTz,

2.7 RFNOSIx L CGREUEDBEEREN H 55413, YZEEICH L TT LA —KELOT 7 4 7
XV EEDEBIENR ) A7 2625 TBZENNH D120, EipEiEO —RIFEAIE L TRE LT,

2.8 FEEERABRICB W TETEENRB O LN TWNDE Z EMLRE L,

3. MERIHMRICEET HEELETDER
(V. 2. RERITHRICEES HER) 2MT52 L,

4. AZERUVRAERICEEY 5IEETOER
V.4 RZRUVAEICEEYT 53R 22HT52 L,



VI. &2 (FERLEOIEE) CBY 51EH

5. EELEXRNIE L ZTDER
8. BEEREANIEE
8.1 AFE., BRI ET 5 JAK 7 7 2 U —JAKI/JAK2/JAK3/TYK2) % BHLE T 5 D T, JRYLIE %)
T HIE ERERRICHELZ MIZTEBENN S 5, KO GIZEE LTI+ 728l 2170 BYYIE D%
BOMIICIER T2 &6, £, BEIC L, BB, BEEEND L ONHEICIE, #HOMZER
RIZHBRT AL OB ETH2 L, [1.1, 1.2, 2.1, 7.2, 89, 9.1.1, 9.1.3, 11.1.1, 15.1.1, 15.2.1 Z]
8.2 ARAIPH TN - THEICET 2+ 22 RO LY M U REICIZ, A v H—Txr iy
B UL L7 V) U RO 21TV, @ EE CT MAEZZ1TH) 2 LIk V., EERo A&
PRI HZ L,

T, ARABG R LT L > N URELEOEY) e RAE 2 ERICAT O A SR ORBUIE 0 iE
BL, BFICK L, MEE%R S IERPRBL LG A T 2%, BEVEDIZITESC S BIRE ISR
THEOFBHATEZ L, [1.1, 122, 22, 9.12, 11.1.1 ]

8.3 1Y U~ TF EYRIAIC JAK FLEANC LD B BFR VA VLV AOFIEM LN E SN TWH DT, K
B 5T > T, BRFR VAN AEEOAEAZMERT 52 &, [1.1, 9.1.10, 11.1.1 ]

8.4 ~"NARRATANAEELTA N AOFIEHLETFIREBE) N ME SN TW5D, £/, EELEINGE
ORI RO BN TND Z LD ~ILR AT A L RO FIE AL O BBELfE IR D FE
WCHEET A &, BIESIEROBEPRD ONTHEEICE, BEICZZTHEL 98 L. AF KRS
L, BOMCEY R LEEITO 2k, £, SRR T ANV RSO T A NV ADFEIRELIC
EETDHZ &, [1.1, 11.1.1, 152.1 8]

8.5 MM Y LNl BRSO EMEESEORBNHE SN TWD, AF L OREBRITHA G TIEARWN
2. BMEEORBITIIEET 22 L, (11, 1512, 15.1.3 2]

8.6 ArHEkA . U BRI E T o O R H b T ERH DD T, AEIEGBAE I
EHARNC IR ER S, U Vo SEREE R OANE a UVUEE R T D 2 L, [2.4-2.6,9.1.5-9.1.7, 11.1.2, 15.2.1
S ]

8.7 #¥=alL x5u—/L, LDL =L A5 a—/,L, HDL 2 L AT a— LK RRU Z Uk U RO EF%DfE
EREEREROODND Z R D, AFIERGHREZ IZEMNICIEEREMEZHERT L2 &, K
ERE LD ENTGAEICIE, BERFERFEROBRGEOREURNEEZZRETH I L,

8.8 THEREFEENH LN D ENHHDT, FT VAT I F—P LERICEET R CBER 2 5127
WV, BENRD ONEEICE, MERNEEZITY 28, [93.1-9.3.3, 102, 11.1.4 ]

8. 9 JRYMERBLDO U A7 B ETX VDT AKKIBRGEFROAED 7 F I ThRNZ &, [1.1,1.2.1,
2.1, 8.1, 9.1.1, 11.1.1 4]

(i)

8.1 AFINGZ I ER 2 A9 2 Z & TIE THEREICHE L 52 ZA[fetEnd 5 2 & £ 2R R Tk
YUEDFBNRE SN TND ZEDHHRE LT,

8.2 ARNDOBH 2 BMhT 2R1IZ, WYIRAT V) —=2 7 ZATWREMERER O BE KB OG- 28T 5 Z
&L 7o, BRIBPERAE ORERZ BRI BT L 0 B & HE Sz RS Tk U CHURERESR O G- % Fait
TRETHALIENORELT,

8.3 ERARFRBRIZEB N T, BHEFR T A NV ADFEH LB RE SN TWDL Z &, £ v~ FinEHEIC
BOWTHRBROBERSH L Z ENLRE LT,

8.4 HKEARBRICBNT, ~"NAXRATA N AEZII LD LT D TA N ADOFEFEHALRAHRE SN TND, HRiT~
JRA T AV ANZDONWTIE, EERERIES OB IEZ b5 ST D 2 80D ERE M
BEThDHEHW L, REL,

8.5 ERRFRBRICI W T, EMEEE N HE STV D, BEMIEE OB AFNTER T2 228 5 TlE 7z
N, BEICE L THEEMENVNETH D &l LRE LT,

8.6 AFIEEIZ LV IFHERED ., VBRI R O~NET o BB N bNDIBENNHD LG,
AAKIBe5-BilbaTT R OB G- Bl A e B AR ERE, U BRI OB/ m B A RS L A ER
B VU RERBD O 7 0 B D SRR B BRI AR LB 2 BT RETH D 0D
RE LT,




VI. &2 (FERLEOIEE) CBY 51EH

8.7 ERRABRIZIHBWT, LDL =L A7 v —/L, HDL 2 VAT — VRN 7YY RO EFENRE
INTEY, BFEOREIDL U CURERFIERFEOBR GEOMY)RNELBETXRETHLHZ b
RE LT,

8.8 AANZEIZE D AST RONALT 2510 h T VAT I —F¥ EANFESNTBY ., BENAEUEEIC
WY R EEEET RETHDLI EMLRRE LT,

8.9 AFNIGEMEIERHABELTEBY ., AV F L OBEICLVBIYELRBTHBEFNRH LD
BE LT, 2B, BRRBICBWTEFICAET 7 F o2 &5 LRBRIZZ N,

6. REDERZAT HBEHEICHTHIEE
(1) &#tE - BERFDOHLEE

9.1 B6HE - IEREZEDHIEE
9.1.1 BREFDEBEE (EELRPEEFTR) RIERBENEONIEE
(1.1, 1.2.1, 2.1, 7.2, 8.1, 89, 9.1.3, 11.1.1 ZH]

9.1.2 HHOBRREE BICHEEOBREEOHIEERVEHBL Y MU LERARMREOHHEE)
RUEZBRENTEONDESE
(W OB GE TIx, Mgz iEEsb S8 ndH 5, [1.1, 1.22, 2.2, 82, 11.1.1 ]
QFEE DB 2 A9 256 L OGN b D 568101%, ORI & 2 [ERfIFH %

T5ZL, UFOWTROBREF I, JFAIE U CABIOBERNI @ e ik 2 & 592 =
Lo [11, 122, 22, 82, 11.1.1 ]

- SRR A CHURMSEREZ ICE BT o EESNLRBEL AT HEE

- FEEOIBRIBESNSEEE ST BT BE

A =T za ry EREERY V7 ) RSB ORAEIC LD . BEEGE < b D B
- WA L OIRBEEME L A9 5 B

9.1.3 ZREMDIREIZHDEE
JERYSEZFBLT 2 Y A7 BN 5, [1.1, 121, 2.1, 81, 9.1.1, 11.1.1 BH]

9.1.4 REREDHLEE
HILEZIN D bbndBZEnnd 5, [11.1.3 BH]

9.1.5 FhEKFELDHLHEE
I EREL DM B (1000/mm? RN DWW T, RFNOEG 2B LARNZ EZEFE L, iFFERR
DINEIZETARBENNRD D, (24, 8.6, 11.1.2 BR]

9.1.6 YV UNKBLOHZEE
U U SERD RN EICEL T A RBENARH D, [25, 8.6, 11.1.2 5]

9.1.7T ANESDEVELDHZESE
NETa RO N EICENT O BENR D D, [2.6, 8.6, 11.1.2 5]

9.1.8 MEMMADEBEEODHZEE
EMICRIZ AT ) el BT HZ &, MEMERERODNAIBZENNH D, [11.1.5 ]

9.1.9 £XM% QT EREERBEDEE
BIR EOGRIENEHRMEE BRI S S SN HAICoREET D2 L, QT MEAEET 28T
Nbs5, [17.3.1 5]

9.1.10 BEFXRDAIILRF ¥ )7 DEERILEREREE HBs tnRIEtE. 5D HBc HufAX(d HBs HuiAlE )
FSREREMCH R VAN A~ =D —DF=F ) T %479 72 & BRFR U A NV Z2OBEIRMHEAL DO
IR DOFRBUCEE T H 2 &, i U~ FAEYRAFIC JAK BHERZ &5 iz BRFR Y A LA
X U7 OBENIBFEREEICBN T, B BIFRUVA LV AOFEH R HmES N TWD,  [1.1,
8.3, 11.1.1 &ZM]

(i)

9. 1.1 AANIRIESISITBE S5 JAK 7 7 2 U —%FET D720, JEYYEICH T D E ERErElc w2y
RKIFL., BYYEDORBCHEORBENLNH LA EMNERE LT,

9.1.2 FRRARBRIZIH W T, AABEGAC X DIEEMEREEE O X720 03, AFIE G2 X0 2158 L X
TEBZENNHY, HENMLETHDLZ EDLHEE LT,

9.1.3 RANOGIER S ZEWTT T HEMICE D, BYSEDORBL ) A7 NEEDLZ ENHRE LT,




VI. &2 (FERLEOIEE) CBY 51EH

(2)

(3)

(4)

9. 1.4 ENTEM S NZHERRBICBWTHILEFEILORIDRE SN TEBY ., MEEZELOV A7 K
FTCHIGERELRTHEREICBWVWUIFEENLETHDL I EnBERE LT,

9.1.5,9.1.6, 9. 1.7 BRIKHBRICEB N T, ZTNOLOHFHFRLOBENRE SN TEY | ek, Vo
RERA, N~/ e OB 5 BETIIEENLETHL ZENLRELE,

9.1.8 MEMMAROREEREIXREMI R OERIK T Th D Z &, £, AFIOFRRBRIZIHNT, FT
XdH 5 H ODOREMEMRORELNME SN TR | FEMERMEOBEERED & 2 BE 12X, Iz
EITHRE, BERLETHDL I ENLERE L,

9.1.9 ¥4+ TQT ABR [CL-QTO1] . HIFHRAER [CL-RAJ3] . FHIAHFER [CL-RAJ4] 2B\ T, QT [
FAMEAE T 2 EAARD Dz 2 End | ERME QT FEMHEMIEEF IZB VT, E2d QT MIE DR
HRET DT DOITERE LT,
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U o o SHEBE PR 1(0.1) e Iantiig 4(0.4)
RN 1(0.1) B MRS AR AEIE 2(0.2)
SN 1(0.1) ONELSEN 2(0.2)
BRI AR A 1(0.1) AR 2(0.2)
HRERESE 71(6.7) B3 e gN = =0 1(0.1)
SR 24(2.3) TEHER) —7 1(0.1)
FEMED F N 8(0.8) AfkiEz 1(0.1)
AL G IRRRE 6(0.6) ARIEF i 1(0.1)
YL SR 5(0.5) OB RE A A 1(0.1)
A F AR 5(0.5) Rl 9 B 1(0.1)
TRAEPESD F 3(0.3) & 53 W) 1(0.1)
Sy 2(0.2) T RKIE 1(0.1)
PR T R 2(0.2) MERER. MENE &K UHERES 138(13.1)
KRt = 2 — 8 F— 2(0.2) FRGEDORNE 43(4.1)
ML SRR 2(0.2) B 37(3.5)
B AR 1(0.1) e S 23(2.2)
TAREE AR 1(0.1) Ups) 10(1.0)
b4 HH i 1(0.1) 18R 3R 5(0.5)
BT R 1(0.1) T LILX — PR % 5(0.5)
AHEMENR 1(0.1) [ktediy ) 3(0.3)
SRR AN PR 1(0.1) MESHTR 3(0.3)
TR 1(0.1) 2R 3(0.3)
R & 1(0.1) R SAEIRAE 2(0.2)
JVEETR 1(0.1) S, 2(0.2)
A4 BRI 1(0.1) T R R 2(0.2)
iR R PR 1(0.1) I g 2(0.2)
PN 1(0.1) B2 2(0.2)
ER AR 1(0.1) IR AR 1(0.1)
PR 1(0.1) R E 1(0.1)
Jifa S0 H R f e 1(0.1) e K] 5 1(0.1)
JOTEI AR S 1(0.1) BEZERY 1(0.1)
7 % 1(0.1) i 1(0.1)
RAY RIS 1(0.1) bnPHZE 1(0.1)
iR, EESSUVRAEHDOIKE 100.1) Ja R Ak 1(0.1)
H SRV FE 1(0.1) U v~ Fhif 1(0.1)
fArEE 700.7) IR 1(0.1)
ARAE 5(0.5) S A PR 1(0.1)
RS 2(0.2) T LV — MRk 1(0.1)
ERLURBES 19(1.8) OVE AMEPLHISRUE S 1(0.1)
R RE R 6(0.6) WMESE O AE 1(0.1)
PREEFEAT 4(0.4) B X BEREE 1(0.1)
BHER 3(0.3) EESLUVETHEBES 98(9.3)
JREREANE 2(0.2) A 18(1.7)




VI. &2 (FERLEOIEE) CBY 51EH

BIVER OfELE FEBIE(%) BIVEFH OFEE FEBBIE(%)

B 14(1.3) bib:ik|e 1(0.1)
R EE 6(0.6) HEIR B Bt 1(0.1)
FLBE 5(0.5) TR 1(0.1)
% O PEIE 4(0.4) itz 1(0.1)
JE R K 9% 4(0.4) JTCHR S 28 iE 1(0.1)
F B 4(0.4) JTCH R BEE 1(0.1)
g 3(0.3) SR 1(0.1)
2 e 3(0.3) BLR B 1(0.1)
T UL — PR A 3(0.3) ZRNITRZIN 22 1(0.1)
B wL AR 3(0.3) B 1(0.1)
B %% 2(0.2) % 9 FEMERE 1(0.1)
SIERRR I % 2(0.2) PR MEAR 1(0.1)
Wy 2(0.2) JTURR H i 1(0.1)
HRAJ 2(0.2) HhEE M B 1(0.1)
HEAE 2(0.2) 03 P 2 A ek 1(0.1)
E AR 2(0.2) BRI S 1(0.1)
frFeE 1(0.1) mEEE 50(4.8)
7 e 1(0.1) 55 I 45(4.3)
B 1(0.1) R e i 2 1(0.1)
HIFEIR 2 1(0.1) PR s 1 1(0.1)
BRARALBE 1(0.1) e SEMEAR i R 1(0.1)
B H . 1(0.1) A i 4 P 1(0.1)
N TR e v — T A YEBE 1(0.1) RS 1(0.1)
ZiHiE 1(0.1)

[il— SOC(System Organ Class ; &5 E BIKDF)NIZ B W TEE D 872 5 PT(Preferred Terms ; FAGE) 2N M XL 7-iE

BIZHOWTiL, SOC TiE L & LTS
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VI. &2 (FERLEOIEE) CBY 51EH

FMAEER [CL-RAJ3, CL-RAJ4] HF&fEHT (£ HARD)

FEHBIE(%)
B ORI A R R¥i
100mg(n=278) 150mg(n=276) 100mg+ 150mg

(n=554)

mEH LV VSREE 8(2.9) 9(3.3) 17(3.1)
U > RERIE 4(1.4) 4(1.4) 8(1.4)
2 ifn. 1(0.4) 2(0.7) 3(0.5)
U 2 oXHiiE 1(0.4) 2(0.7) 3(0.5)
BRR 2 PE- 0 1(0.4) 1(0.2)
i Bk iE 1(0.4) 0 1(0.2)
U P BRI E 1(0.4) 0 1(0.2)
DMEEE 2(0.7) 2(0.7) 4(0.7)
Gl 1(0.4) 0 1(0.2)
DB 1(0.4) 0 1(0.2)
TR SR 0 1(0.4) 1(0.2)
HER 0 1(0.4) 1(0.2)
BB L URKES 4(1.4) 5(1.8) 9(1.6)
[l R F 2(0.7) 3(1.1) 5(0.9)
Hw 2(0.7) 0 2(0.4)
g 0 2(0.7) 2(0.4)
IRfEE 4(1.4) 4(1.4) 8(1.4)
TR £ B2k 1(0.4) 2(0.7) 3(0.5)
I P 1(0.4) 0 1(0.2)
AR iz 1(0.4) 0 1(0.2)
el oS 1(0.4) 0 1(0.2)
JEHUE 1(0.4) 0 1(0.2)
E-4/NaT 0 1(0.4) 1(0.2)
B T 0 1(0.4) 1(0.2)

BRalEE 44(15.8) 54(19. 6) 98(17.7)
RIS 7(2.5) 12(4.3) 19(3.4)
L 10(3.6) 7(2.5) 17(3.1)
N 5(1.8) 9(3.3) 14(2.5)
- RE IR 4(1.4) 4(1.4) 8(1.4)
(BEA 6(2.2) 1(0.4) 7(1.3)
(EREBTEBUINI U R /A 3(1.1) 4(1.4) 7(1.3)
) 4(1.4) 2(0.7) 6(1.1)
A 2(0.7) 4(1.4) 6(1.1)
EELS 3(1.1) 2(0.7) 5(0.9)
PR A PR 0 4(1.4) 4(0.7)
e % 1(0.4) 2(0.7) 3(0.5)
TN 1(0.4) 2(0.7) 3(0.5)
ERie 1(0.4) 2(0.7) 3(0.5)
i S 9P 2(0.7) 1(0.4) 3(0.5)
AE% 1(0.4) 1(0.4) 2(0.4)
(mEaLA 0 2(0.7) 2(0.4)
iz 1(0.4) 0 1(0.2)
T HE IR 1(0.4) 0 1(0.2)
NN 0 1(0.4) 1(0.2)
77 AV 1(0.4) 0 1(0.2)
+ IEREE 1(0.4) 0 1(0.2)




VI. &2 (FERLEOIEE) CBY 51EH

FEHBIE(%)
B ORI A R Ry
100mg(n=278) 150mg(n=276) 100181g: ;1 :)Omg
OB AMEE % 0 1(0.4) 1(0.2)
B+ HEEEE 1(0.4) 0 1(0.2)
i AR 0 1(0.4) 1(0.2)
TR 0 1(0.4) 1(0.2)
W R E A 0 1(0.4) 1(0.2)
e N AN R J 0 1(0.4) 1(0.2)
KGR —7 1(0.4) 0 1(0.2)
F OEERLTE 0 1(0.4) 1(0.2)
—f% - 2 5BES L URSEHLOIKE 6(2.2) 11(4.0) 173.1)
FEEL 1(0.4) 5(1.8) 6(1.1)
ARAY MV I 0 3(1.1) 3(0.5)
TRk 1(0.4) 1(0.4) 2(0.4)
T 1(0.4) 1(0.4) 2(0.4)
KA IENR 1(0.4) 1(0.4) 2(0.4)
A R 1(0.4) 0 1(0.2)
AR 1(0.4) 0 1(0.2)
FFIRE REE 134.7) 17(6.2) 30(5.4)
JFine 2 11(4.0) 12(4.3) 23(4.2)
ST R 0 2(0.7) 2(0.4)
SNEIRFES 1(0.4) 0 1(0.2)
=31 0 1(0.4) 1(0.2)
EE UL ME 0 1(0.4) 1(0.2)
EEREER LSS 0 1(0.4) 1(0.2)
gt 1(0.4) 0 1(0.2)
REEES & VHFERE 115(41.4) 110(39.9) 225 (40.6)
NHEE S 46(16.5) 45(16.3) 91(16.4)
IR 17(6.1) 9(3.3) 26(4.7)
RGBSR 9(3.2) 15(5.4) 24(4.3)
WHEH 7% 12(4.3) 10(3.6) 22(4.0)
RUE R 12(4.3) 8(2.9) 20(3.6)
Rl 7(2.5) 9(3.3) 16(2.9)
fifi g 8(2.9) 5(1.8) 13(2.3)
A TN 6(2.2) 4(1.4) 10(1.8)
B JE 2% 3(1.1) 5(1.8) 8(1.4)
FliE 2(0.7) 5(1.8) 7(1.3)
B0 3(1.1) 4(1.4) 7(1.3)
A e~ L2 A 1(0.4) 6(2.2) 7(1.3)
AP 4(1.4) 2(0.7) 6(1.1)
SRNER/S 5(1.8) 1(0.4) 6(1.1)
PR S 3(1.1) 3(1.1) 6(1.1)
B~ 3(1.1) 2(0.7) 5(0.9)
SE B R 3(1.1) 2(0.7) 5(0.9)
bk 3(1.1) 1(0.4) 4(0.7)
e B A% 1(0.4) 2(0.7) 3(0.5)
JND B J AR B E 2(0.7) 1(0.4) 3(0.5)
BB R 1(0.4) 2(0.7) 3(0.5)
v F 95 1(0.4) 1(0.4) 2(0.4)




VI. &2 (FERLEOIEE) CBY 51EH

FEEBIE(%)
B ORI A R Ry
100mg(n=278) 150mg(n=276) 100121g: ;1 :)Omg
R TS 1(0.4) 1(0.4) 2(0.4)
B 1(0.4) 1(0.4) 2(0.4)
GERE T Y A E 1(0.4) 1(0.4) 2(0.4)
FIREE Y 1(0.4) 1(0.4) 2(0.4)
70T a3y ) AR 1(0.4) 1(0.4) 2(0.4)
Za—FTVAF R - A BT A NS 1(0.4) 1(0.4) 2(0.4)
HLR T 9% 1(0.4) 0 1(0.2)
AV NDING Y-S 1(0.4) 0 1(0.2)
IR Ve 0 1(0.4) 1(0.2)
TR R G 2% 0 1(0.4) 1(0.2)
FEH BIA% 0 1(0.4) 1(0.2)
JR2 T L P SR 0 1(0.4) 1(0.2)
A IV APEF 5 1(0.4) 0 1(0.2)
e AR 0 1(0.4) 1(0.2)
[~ L~ A 1(0.4) 0 1(0.2)
TR 1(0.4) 0 1(0.2)
AL RA T A L A JEY 1(0.4) 0 1(0.2)
BT D HE 0 1(0.4) 1(0.2)
AfEs o 2 IE 1(0.4) 0 1(0.2)
NGRS 0 1(0.4) 1(0.2)
ol e S [F 2% 0 1(0.4) 1(0.2)
fifi g% BR B A 2% 1(0.4) 0 1(0.2)
i i g% 0 1(0.4) 1(0.2)
i 5 1(0.4) 0 1(0.2)
[EHRSC 0 1(0.4) 1(0.2)
K 1(0.4) 0 1(0.2)
VBT 1(0.4) 0 1(0.2)
TR B AT 2% 1(0.4) 0 1(0.2)
YA L AMERS S 1(0.4) 0 1(0.2)
~A ANy T TR 1(0.4) 0 1(0.2)
ERENAAC 1(0.4) 0 1(0.2)
A TE Rk % 1(0.4) 0 1(0.2)
FU a7 b RGE 1(0.4) 0 1(0.2)
R R E i~ L~ 2 1(0.4) 0 1(0.2)
BE. DEBLVLEEHHE 1(0.4) 2(0.7 3(0.5)
HHEEE BT 0 2(0.7) 2(0.4)
P 1(0.4) 0 1(0.2)
BRRRE 45(16.2) 55(19.9) 100(18.1)
M 27 L7 F R AR —BHIn 17(6.1) 21(7.6) 38(6.9)
U o SERER D 13(4.7) 8(2.9) 21(3.8)
L p-D-27 v BN 5(1.8) 5(1.8) 10(1.8)
Bk nets A e b5 4(1.4) 2(0.7) 6(1.1)
PR RERR A S R 0 5(1.8) 5(0.9)
TI=rT X NI AT 27— 0 4(1.4) 4(0.7)
77— 3(1.1) 1(0.4) 4(0.7)
ML =t L AT — L 2(0.7) 2(0.7) 4(0.7)
TANRTGEANET R ) N T AT 2T —PHN 0 3(1.1) 3(0.5)




VI. &2 (FERLEOIEE) CBY 51EH

FEEBIE(%)
B ORI A R Ry
100mg(n=278) 150mg(n=276) 100121g: ;1 :)Omg
27 L7 o= HEhn 3(1.1) 0 3(0.5)
- IH IV ST AT =T — BN 1(0.4) 2(0.7) 3(0.5)
RSN 1(0.4) 2(0.7) 3(0.5)
JHBESR 5 2(0.7) 1(0.4) 3(0.5)
PRSI E -5 0 2(0.7) 2(0.4)
e 5 0 2(0.7) 2(0.4)
1 A PR HE N 1(0.4) 1(0.4) 2(0.4)
ISRy 1(0.4) 1(0.4) 2(0.4)
s IR B0 0 2(0.7) 2(0.4)
FfE~ — A — B0 1(0.4) 1(0.4) 2(0.4)
ML e U L e s 1(0.4) 0 1(0.2)
7 L7 F iR ARF S —B R 0 1(0.4) 1(0.2)
i LI M A SRR SR HE N 0 1(0.4) 1(0.2)
o X fp e 0 1(0.4) 1(0.2)
LM QT At 1(0.4) 0 1(0.2)
~E | e 0 1(0.4) 1(0.2)
JREH 0 1(0.4) 1(0.2)
P i Bk Kb 0 1(0.4) 1(0.2)
A Y 0 1(0.4) 1(0.2)
PR AR B 0 1(0.4) 1(0.2)
il b 0 1(0.4) 1(0.2)
M7 B URAT 7 Z—L NI 1(0.4) 0 1(0.2)
REBELURERES 15(5.4) 19(6.9) 34(6.1)
NEE FHE 6(2.2) 5(1.8) 11(2.0)
183 i i g 1(0.4) 5(1.8) 6(1.1)
B L AT —LLE 2(0.7) 3(1.1) 5(0.9)
0 R 2 IME 2(0.7) 2(0.7) 4(0.7)
U Z YUY RifE 0 2(0.7) 2(0.4)
&Y »ERIMAE 2(0.7) 0 2(0.4)
B PRI 0 1(0.4) 1(0.2)
& U 7 A E 1(0.4) 0 1(0.2)
KA T A LSE 0 1(0.4) 1(0.2)
&I~ U o e 1(0.4) 0 1(0.2)
~ TR LRZ 0 1(0.4) 1(0.2)
BRI UHEEHEBES 11(4.0) 13(4.7) 24(4.3)
RERTS 3(1.1) 1(0.4) 4(0.7)
P 3(1.1) 1(0.4) 4(0.7)
Y U~F 2(0.7) 2(0.7) 4(0.7)
o ERIE 1(0.4) 2(0.7) 3(0.5)
B HURE 0 2(0.7) 2(0.4)
BA R 0 1(0.4) 1(0.2)
R 0 1(0.4) 1(0.2)
R 0 1(0.4) 1(0.2)
(SN 0 1(0.4) 1(0.2)
JEER AR A e A2 0 1(0.4) 1(0.2)
TR SENE 0 1(0.4) 1(0.2)
i e M 1(0.4) 0 1(0.2)




VI. &2 (FERLEOIEE) CBY 51EH

FEBBIE(%)
B O R A R R¥i
100mg(n=278) 150mg(n=276) IOOr(I;g: :51 :)Omg
77 P 55 0 1(0.4) 1(0.2)
ST 1(0.4) 0 1(0.2)
HE A P 5 1(0.4) 0 1(0.2)
B, EESLUVHEETHOHEY
(EB LUK —TEEE) 20.7 0 20.49
H By 1(0.4) 0 1(0.2)
7N e e 1(0.4) 0 1(0.2)
HIERESE 5(1.8) 18(6.5) 23(4.2)
SEYR 1(0.4) 7(2.5) 8(1.4)
FEIED E 0 0 3(1.1) 3(0.5)
FAR BT 0 1(0.4) 1(0.2)
I S 0 1(0.4) 1(0.2)
JET SRR 0 1(0.4) 1(0.2)
SN IEES 0 1(0.4) 1(0.2)
A4 BRI 1(0.4) 0 1(0.2)
PR TR B 0 1(0.4) 1(0.2)
MELTE Bt 0 1(0.4) 1(0.2)
AL AR 1(0.4) 0 1(0.2)
AR 1(0.4) 0 1(0.2)
PR 1(0.4) 0 1(0.2)
B2 HH FE (e 0 1(0.4) 1(0.2)
7 7 I 0 1(0.4) 1(0.2)
REEE 2(0.7) 2(0.7) 4(0.7)
HRE 1(0.4) 2(0.7) 3(0.5)
LR E 1(0.4) 0 1(0.2)
BB L UREESE 3(1.1) 1(0.4) 4(0.7)
i fR 1(0.4) 0 1(0.2)
A ER 1(0.4) 0 1(0.2)
R FER 1(0.4) 0 1(0.2)
B RE R TR 0 1(0.4) 1(0.2)
HERBELUVIEREE 2(0.7 3(1.1) 5(0.9)
P H . 1(0.4) 1(0.4) 2(0.4)
TEHEERY —F 0 1(0.4) 1(0.2)
DR REA 42 1(0.4) 0 1(0.2)
AT 0 1(0.4) 1(0.2)
EREE. ISR & VHEFRRES 21(7.6) 20(7.2) 41(7.4)
FRGEDORNE 10(3.6) 7(2.5) 17(3.1)
AR 7(2.5) 9(3.3) 16(2.9)
1 e MH IR e 2(0.7) 3(1.1) 5(0.9)
MEGRR 1(0.4) 1(0.4) 2(0.4)
PR R E 1(0.4) 0 1(0.2)
R AR R 1(0.4) 0 1(0.2)
T Rk 0 1(0.4) 1(0.2)
T UL 0 1(0.4) 1(0.2)
2 1(0.4) 0 1(0.2)
Jiti e Jeg 1(0.4) 0 1(0.2)




VI. &2 (FERLEOIEE) CBY 51EH

10.

11.

FEHBIE(%)
B ORI A R R¥i
100mg(n=278) 150mg(n=276) 1001ng= Jgsl:)omg
EESLUVETHIERES 16(5.8) 16 (5.8) 32(5.8)
% 3(1.1) 4(1.4) 7(1.3)
2 2(0.7) 4(1.4) 6(1.1)
[l EE 1(0.4) 1(0.4) 2(0.4)
B2 & 4% 2(0.7) 0 2(0.4)
3K 1(0.4) 1(0.4) 2(0.4)
HTBE 1(0.4) 1(0.4) 2(0.4)
SR 0 1(0.4) 1(0.2)
SIERR R G 5% 1(0.4) 0 1(0.2)
T UL — PR RS A 0 1(0.4) 1(0.2)
7 MM &% 0 1(0.4) 1(0.2)
B RS 2% 0 1(0.4) 1(0.2)
B R LA 1(0.4) 0 1(0.2)
ST IS 1(0.4) 0 1(0.2)
iz 1(0.4) 0 1(0.2)
2 1(0.4) 0 1(0.2)
LB % 1(0.4) 0 1(0.2)
NEIRM: R 8 % 1(0.4) 0 1(0.2)
W R 0 1(0.4) 1(0.2)
mEREE 7(2.5) 15(5. 4) 22(4.0)
& L 5(1.8) 14(5.1) 19(3.4)
PEEI i 0 1(0.4) 1(0.2)
JEE ST YRR I 1(0.4) 0 1(0.2)
JIIEES 1(0.4) 0 1(0.2)

[il— SOC(System Organ Class ; #&'E B3I FE)NIZ I THEE D B7e 5 PT(Preferred Terms ; FEAGE) A #E Iz
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VI. &2 (FERLEOIEE) CBY 51EH

12. ZDHDEE
(1) BRERERAICED IER

15.1 ERERERIZE D < 1%k

15.1.1 BRERERERICH T2 EE L RLEDHKIAE
%3 MHRER 2 BBRO AT ICRB VT, S STz 100 A« FEH 720 O EE 72 RYYE DR B 95%
EHREX DX, AH 100mg T 2.8(1.4, 5.4), 150mg T 3.0(1.6, 5.6). AHKIAFT2.9(1.9, 4.6)ThH-7=,
F7o. B 2 B, B 3 FEER 2 B Ok 55 0 4 BB O Z 2MEOFERTIZ RV T
100 A - o720 OFEE 2R ERYE OB 5 % EH X)X, KAIGFHT251.9,3.2)Tho7=, [1.1,
1.2.1, 2.1, 8.1, 11.1.1 &f#]

15.1.2 BRIRERBRICH 1T 5 BMES CERREREREZMR ) OFRBRE
953 B 2 MBRO AT ICEB VT, A SN 100 A - 72 0 O EMEEEGE R OE L EE A
B <) DIEHFRO5%EFEX M IX. AFKI 100mg T 1.2(0.5, 3.3), 150mg T 0.0, AAHIAF T 0.6(0.2, 1.6)
Th-o7,
BINEE 2 AHEBR, BB 3 FHERER 2 BB O 53R O 4 SRR OZRMIFEMTICB W T, #E S
Tz 100 A -« Fdo 7o ) OFENENEIL (I B R B R & bR < ) DR B O5%E X M)IT, AAIGFT
0.9(0.6,1.3) TH - 7=,
F o, BEWRBIORIRBUTI FREO LB Y TH-o72, [1.1, 8.5 5]

B 5- 3 11 oD TEME RIS (G 2R IR S i 2 B < ) D JE B K

e — o) i FEBLFE(/100 A - )
F 5 A 155, B R ] Yo(H11%0) (95% (=X i)
BRI 1052 3, 2332.8 A\ - £ 1.9%(20) 0.9(0.6, 1.3)
0~6 1 A 1052 5],  494.6 A\ - 0.4%(4) 0.8(0.3,2.2)
6~12 4 H 918 i, 4373 A\ -4 0.4%(4) 0.9(0.3, 2.4)
12~18 71 H 826 f5l. 3882 A - 4F 0.5%(4) 1.0(0.4,2.7)
18~24 4 A 724 5], 319.4 A - 4F 0.6%(4) 1.3(0.5,3.3)
24~36 1 A 555 5, 384.3 A - 4F 0.4%(2) 0.5(0.1,2.1)
36~48 71 A 23741, 149.0 A - 4 0.0%(0) 0.0
48~60 71 H 110§, 101.7 A\ - 4F 1.8%(2) 2.0(0.5,7.9)
60 7 A~ 90 i, 584 A -4 0.0%(0) 0.0

15.1.3 DIMERFROV AN T52 AT M) v~FBEEZXNG L L JAK HER R 7 7 v 5=
T R ORI B ORE R FEMAMEE Th 2 FE R0 M R F 4 (Major Adverse
Cardiovascular Events : MACE) K& ONEVEREIG (FE B AN R JEHE % bR < )DOFEBLFIZ OV T, TNF FHEA
BRI T 2N — REL(O95% B RE X ) IZZ 240 1.33(0.91, 1.94) % TN 1.48(1.04, 2.09)TH V. 95%1F
XM EFRIZTORE L TV =L ME~— 0 1.8 2842, TNF FERRHI ST 5 IELEMEDNMGEE S
NI T2 Z EBRHE SN TWD, £lo, AFITH, ENTREOBREREICBWT, LILERFSR
OFBBDTED LN TWD, [1.1, 85 ]

(fifR3)

15.1.1 Tv.5. (N1) OEEREYE] 22252 &,

15.1.2 TV.5. (N1) OFMNEE ] 22MT 52 L,

15.1.3 F3CTHD b7 7o F =77 = U BIEOWAERFER O F, ZE 22005 R F5 (Major Adverse
Cardiovascular Events : MACE) & OVE MBS (FE S R R FEHE 2 B < ) O FEBLFIZ D\ T, TNF BEHIFEC
T DIEBERRIES N o2 2 ERHESN TV D, AANCEB O THBEEMEETHA LA TER VD
D OO R FL L OEEESEOREBIRH Y | FERO U 27 PR END T ENLRE LT,




VI. &2 (FERLEOIEE) CBY 51EH

(2) FEBRARFERICE D FHIH

15. 2 SEBGEREABR ICE D < R

15.2.1 RANL JAK FHEEREZ AT 5 Z L0 D fE R R ONE MR~ 2% RZT et d v . IR
PRERER CIL Y >/ SEREE % OVIR ML ERER O 21200 2, e Pl E K9~ 5 kA9 72/ (B o RLERYY)
NHONT, £, TOMITHILE~OEEOS A, BES)LALNT, [8.1, 84, 8.6 5]

15.2.2 7 v FORAFEMERERQ24 7 A EGHNZBW T BHERIRIEO R AEME O LA BB 5z,

(=)

AN O I ERARFRERASE F A TS G L7,

15.21 ~U A, Ty MROH =7 A FUICBNTREEGICL 5 mELZHMI Lz, 2 0RBRTIE,
U 2 SERBO ORI ERER OS2, S Sl L K9~ 5 R 72 VER (B FnFLIES) 23 A S 41,
7 4 > F =7 OEBIEHJAK FLE)ICBIE T 5 %0 R KL NE LR ~OREN R LN, £, £ Ofh
LB ~DREBO LA, EEE AL,

15. 2. 2 Wistar Hannover 7 v MZ 5, 20 KON 50mg/kg/ H OF 58T 24 1 A BIKAERR OG- L7208 AJE
AERIZIB T, 20mg/kg/ H UL EOREO T BYEMIRIED AL O EA DGR bz, ZHUIARIED R
FERNHIERIC L 0 | Josk, Wistar 527 » b CLUBG @ WIS 2R 3 ARIC 36 1 2 IBERY 72 B ARF8 2R
JE5CH 2 BEMHEMREORAENREINTZ D EZE LN T,




X. JERRPREAERICRY STHE

1. FEHER
(1) ZEHEEHER
VI, RHEZICEYSEBE) OHEM

(2) ReMHEEHR Y
D a7y T —HE

W EIIWTNORR L LT v F =7 BALKERE

A KON AR T L)

FEMier G & 2 D4R | B R SRALAM  | MERI RO j}égii g X R
T H) (FRBRTTi5) /R y '
whaT
HORARR R SD 7 I/ I 6 &0 100mg/kg E THEZR L
(—RIER L OMTE)  |(Irwin DZEE) 0. 10, 30,
100mg/kg
i/ hERG F v R/ | 5 4a In vitro 10umol/L F TH B 7o B L
(hERG &) HEK293 fllfa (< F 0, 0.1, 1, | (10umolVL (23T 11.7% DO ENHER AR
77T 10umol/L | ® BALTZAS, FRHFHICH B TIE Ao T0)
DI SR E L E v M| SEER In vitro 10umol/L & TR L
(i HILEEAE A 5 | /Hartley(/ NEARE) 0. 0.1, 1,
(DRAY IS - VAR ) 10umol/L
BRG] TEEIE
PLARIE & O K3 B
A3 TR
DIERRONR | =7 AP I 4 &1 15mg/kg : 58 L
(R, PRIEL, ME, |(ERRRET L A B Y —) 0. 15. 30. |30mgkg : &AL
Dk, OER, iR 60mg/kg | 60mg/ke : HRIEF 5% 2 WefH)), AKERIEFR -

T4 W) K ML 2 U 7 3 BE DT e )
(BG1& 1~4 B, BGHFROAEZER L)

SD : Sprague Dawley, hERG : t | ether-a-go-go BAMLE(LF. HEK293 #ifid - © IR V2 EHAE Hh SRpkfbtAa

T HEES




X. EERIREERICEI9 S1RH

2) 740—7 v THER

M1, M2 F M4 :
NCX1)

(N0 DR
A v =
imaging)

Fluorescence

0.3, 1, 3, 10umol/L I

WBRWE « X7 4 v F =T BAWKERE, %) ML, M2, M4
ﬁﬁgﬁ%ﬁgﬁﬁ GBI IE) Wt &ggg FrE TR
DM R hNavl.5 &3l HEK293 | AZE : 5-13 ffa In vitro WTFNDOF ¥ IO
(ARFEY QA E W | M. hCavl.2-B2-026 | FREMI M1, M2 | BB L LT 0. | Th. 10umol/L(AZE, 135
MI, M2 KO8 M4 : |38 B CHO #AE . | ZO'M4 : 5-850 | 0.1, 1, 10umol/L(AZE) | ¥ M2 KX MA)dH D\ i
hNavl.5 . hCavl.2 | hAKvLQT1/hminK & | § 0. 001, 003, |0.Iumol/L({#HH M1)ET
EHE. hKvLQT1/hminK | HEK293  #i & 0.1umol/L({EH# M1) | 52887 L
it & OV hKv4.3 FEft) | hKvLQT1/hminK #&Hi 0. 0.1, 1, 10umol/L(f&
CHO i fa * &k O H M2 J O M4)
hKv4.3 3¢ 8 HEK293
AR
SNy F T T
TN (IR= hERG & ¥ R /L3 B 5-8 e Invitro 10umol/L(fRE#H M2 KTt
(& M1, M2 XY | HEK293 A 0. 001, 003, |MHHDU L 0.1umol/L(fX
M4 : hERG &) Ry FI 727 0.1zmol/L({ X3 M1) | 3t M1)E TR L
0, 0.1, 1, 10zmol/L(f&
i M2 KON M4)
INIIKE=S hKir2.1 53 HEK293 ## 5-8 #Hfa In vitro WTIDT ¥ RO
RNt |l B Y hKir6.2/SUR2A 0. 001, 003, |TH, 10umol/LOAFEI T}
M1, M2 & M4 : B HEK293 i 0. 1umol/L(fR3H# M1) | I3 M2 KO M)
hKir2.1 i e O° Sy FI T 0, 0.1, 1, 10umol/LCA | 2 M 0. 1uamol/L(F& 4
hKir6.2/SUR2A i) W NTHY M2 | M) ETRERL
KON M4)
TN K= NCX1 %%, HEK293 8 At Invitro 10umol/L & T L
(RES N AR i 0.003, 0.01, 0.03, 0.1,

hNavl.5: & s Navl.5 7 b U AF v 3/, hCavl2: b b Cavl2 H/Lv T AF ¥ /L, hKvLQTI/hminK : & h KvLQTI1/minK %
U hF v xL hKvd3: b F Kvd3 Y 7 AF v 10 hKir2.1: & b Kir2.1 7 U 7 AF v 1)L, hKir6.2/SUR2A : & b Kir6.2/SUR2A
YT AF v Rl NCX1 @ 18 Na®/Ca? " At {8, HEK293 Hifi@ : & bR VBl sk LfiiE, CHO Mifld : 7% 4 =— X

DA — BB ke

T o B B(HEPES [4-(2-hydroxyethyl)- 1-piperazineethanesulfonic acid]-buffered physiological saline) % OB 4% Fi (KB-R7943) (%4
2 AH A 22V PSR EE 2 B L 72,
* o AREI M1, M2, M4 DR




X. EERIREERICEI9 S1RH

(3) Z Dt EEHER

1)

TYRARIFURIBIC K BDHAEETEICR I BER (/n vitro)®
JAK2 KRG TH DY An AT CfRIZ L D e MR A MFEHIEER(TF-1 HiIE) O HEFE S Ik L
T, AIEIMEWERZ 7R L, 0 ICsfElE 248nmol/L TH -7z,

2) REXF—CIIHIT BEEFNE (in vitro)®
AT L SEREERA Z X F v % —B(LCK), T u T A »FF—F Ca(PKCa)lf N1 7
U ARTEMER T —F 2 KO A 7 U v A EEIKR(CDK2/Cyc AN L CHLEEMZ 7R L, £ 0 ICs i1
NZEI 750, 680 KX 70Tnmol/L TH o7z, FNHLUND 26 FEO X X7 EF X —BITxk§ 5 A8
1000nmol/L DPHLERIT. Wb 50% K Tdh - 7=
3) BEERBAK, /1A VFvRIL, FSIURR—A—RUEBERIZHTZEEER (/n vitro )3
ARIE 10umol/L 1, BFEZEIR, A 4L F ¥ RAVKO KT 0 AR —F =TT DifE 6 (54 FE)I N FEF#
ISR T B21EHQG )OS B, 7 v by 7 X/ BEE(Gamma amino butyric acid : GABA)-A & KI5t
L TDOIH50%LL FOREEMEA TR LT,
2. AR
(1) BERixSEHAERY
BRI 5EHHER
By TE T B HRE B 5-8(mg/kg) MR D B FE i (mg/kg)
Tt >2000
SD 7 v b g 500, 1000, 2000
I >2000
) Vi3 >2000
H =7 AV g 500, 2000
HfE >2000




X. EERIREERICEI9 S1RH

(2) REZREGEMHR Y

RELSEERE
it S A B
Bk e 5 HH Be5 5 ffl”( = F2HTR
(mg/kg/H) (mg/ke/H)
SD 5w k 4 JEH &N 10(M4ERE) | =30mg/kg/H - HMLERER VY BB DR | Fafig &
0. 3. 10, 30, JNit o> BB B MR K OB I Y o S Ei O ZE4E , NeLhisk
100 ORESE A O T, B &K O KR fE o M ik
Wb, BREOUD A K OKENIERE F M o BRI 4
AL
100mg/kg/ H = FHRY >/ HioOZEHE, Mo U o \Ehn 2
SDJ vk |13 0 3(kE) | Z10mgkg/H : /3 A TR OV Y > SEi O,
0, 1, 3, 10, 100| 10() | ERFOREIE -5 o BiRmESE
100mg/kg/ B @ FMERBE VY v 8BRS D, Mg &
Jeslig oD B iR b MR K% OV R Y o B O ZENE, o
BB OZFENE, 5 - M, fESEMEE DK T R OANEY
T U L URAE OB, RGO RS K o> BLARRREESE & OV
PRAEDOFHA, HIE Y
SDJ v k|26 38| 3(fk) | =3mg/kg/ B RAE O I IREE O ZEHE
0, 1, 3, 10, 100| 1004t |=10mg/ke/H : BRI Y > SEiOZEHE, Pl 5 -1
100mg/ke/ B : HIMERE N VY v/ <EREE D, o
BRI, BIRL T Y v o8B0 ZERE, PO ~T Y
T U RAEORIN, W BE R OKIREBE O A 28D |
FE R
F=r AW |4 8H N 15(F) | =30mg/ke/ A : BKEE, T, MAROZENE, M 5o Bk
0. 8. 15, 30, 60| 30(H) |Eko#E/M
60mg/kg/H : MEM:, RiMEkE, ~~ b2 U > MEKUA~
B/ u b UREORD, ek, BifEkd. LDH Xk
Y CK DN
H=r LW |13 [ o 8 (k) =8mg/kg/H : B, FEME K& OVEIG O KSR E A T8 O K AE
0. 4. 8. 15, 60/30f 4(ME) iRl
= 15mg/kg/ H : iFHFEREL OB, ~~ s 27 U v MEED
AR AR . BR L =R D Ji >
=60/30mg/kg/ H : WHIEFERL(IE 1/6 51, M 3/6 51, $EEHED
Wb LI LA IR K B0 LK), TR, BRE, TR
U L SERE, FRILERER, ~F 7 0 B U IREE D BERER,
/I, LDH KT8 CK O8N, FalgooZEiE, Mgk Ot
THRY o HiOTERZENE, H. 480, G, B, &
1 e ONELRG O KBS 45 T8 oD S AEAMAERAE . OV Ay kIR
M QY3 B O£
H=7 AP |52 E[H N (i) | Z2mg/kg/H : BRI IR0 0>
0, 2, 4, 8, 15 2(1Hf) >4mg/kg/ B : IFHERER OB, A0 R Y Emg/kg/ B DX
15mg/kg/H : #RE, THI, fEEIE. B & ONE NGO REE
{4 8 O ST AR B OV 0% b R DA

T 1 60mgkg/ H DFG-THE 1 B & 2 BBt L= 2 L avh, HECIERG 32 B, METITRG- 29 A6 5-8% 30mgke/ FITHE L7,

(3) EfnEHaER

AHEE & F O D 18 )7 28R 28 BLERER (156 ~5000ug/ 7" L — MW T, REHTEHEALR(T v MIF SOHDFIE T &
OIHEFE FTOWVT ORI N T HBIn FRARERFHREITRD bR oo, —F, IZFLEREM
Z O D Yefa (R B EBR(0.156~180ug/mL) TlE, RHNEME(LROFIE TR OIEGFET 6 REMLERIC I
T, Gt s SR A FF O AE J OV B ARSI B 2 R DB o IR BUSREE O B iR bz, L
LR, SD 7 v hDOJFligAE W72 R EH DNA A el 5-5 : 0. 250, 500 % O* 1000mg/kg/ H)IC
BT, IR TOREWY DNA S OFERITBD o7z, F72, ICR v 7 A% 7o/ ek (%
H-& 00, 250, 500 KX 1000mg/kg)lZFB W Th /IMEFBFHMEITRR O b oTc, UL EDZ Linb | AR
AN TEEEEE RS2V EE X BT %9,



X. EERIREERICEI9 S1RH

(4) BNATRMERER
1) YHUR 24 HAMBOKRENARMESAR D
AR 2 WERES: 55 BI/BED B6C3F1 ~ 7 A(6 i@ ER)IZ 10, 40 & TN 100mg/kg/ H OF 58T 1 H 18] 24 5 A
MIRAERR O G LIS, #8m e & 512 B3~ 2 Bl R AR A /R S A lIEi o bivie o 7=, DL E
D EMND, REFT~ T RATK L THRABFMEZ RS 720 Sl sz,
2) v k24 hABBROKSENARERE
AFE A MERES- 55 511/ D Wistar Hannover 7 > k(6 BER)IZ 5. 20 LT S0mg/kg/ H O H-&T 1 B 1[0 24

B AMRERO®RS U5, MR c B ARIE O R AEMEE o BF25, T 20mg/ke/ H LI EORETHE

BT,
(5) EFEFKEFMRER
ETEFESHERER
Easn il g
SR @ff)@ B 5 Bemgrke F )/ g HEAHE R
P AR (mg/kg/H)
Z b fE & |SD 7 v b B AREET 2 RO | — Mt —eRRE, (RE, BEERONIR | — e E e R O
O K F | (1 Bl B A & 5 oD Tl | BT IS A2 R T, AFHEERAE -
T O ##H # n=20) DOHTHET AEFIBERE < VERII, 2R % CICEE L7 R, 28 | 1 ook
IRFE A= W ASELRT 2 WA O | B, SR, BIEBICKT 282007,
B I 2 4% CATik 7| 100mg/kg/H TR A 1T
HET AR A B PRL SE RO EE I K OAETFIR A 7 4 7
0. 10, 30, 100 | XD, e
%}:D B .
30(ME L)
&« B8 Y3 |SD T > b AR OO 2EFAHOW | =Z30mg/kg/H KEh4 : 300
s (1 B MOEE 7~17 B) IR - BRI MR E DD, AEAFIR IR, I -
n=20)| 0, 30, 100, 300 e VEBE B B RS R L ORISR | i« g -
&N WO, HRERE (RIS KL | 30 e
K, HkE A K OWE R8OV B (=
ZIXEETH | BETE A e ) BRI O R R
FAb. SR OMCRIE). Mg o &ie bk
DA B AKAHE,
300mg/kg/ H
FEM) - —ReRBICEEZRD T,
IR - BRI b B (e R IE, TURR, /)
TN, 348, KIE7% OYORBIEROH BR8N,
PR 22 5 (110 28 PP BRI 50 Ak 8 % VA
B FEMIRE A B 7e &Y R OVE B (F 21T
MRSEGRIREE K OV g IR 72 &),
- BBIERE [SD T v b EHER GO ZASHOW | B L O - BBIR~OFE e L W - RIS
Vs (1 FEME MR 7~17 B) 10
n=19~20) 0. 1. 3. 10
(A BB o
1)
IR - BRVEFE INZW T 0% | 35RO 68 0 2 A O | 10mg/ke/ H &Y Kk O
4 (1 M EER 6~18 H) BEMY « SEC(1 B, FPEQR B, SRR | IR - B VRS AE -
n=17~20) 0. 1. 3, 10 (3 B, #&EHE%). BEEORD, B3
o WZARBEGRED 1 1),
R« BBV IR - BB IEFE R M O RS FE TS 3R
DB, AETER IR OB, IERIRE, M,
e o B L OWMBLL IR R D 4432 B RS T AL,
PIEET AL, BT IS B A 8 T,




X. EERIREERICEI9 S1RH

(6)

(N
D)

2)

3)

e/ .
HEpE H e 5 fk(mg/kg/ H )/ R SR
(n) P bR (mg/kg/H)
A /i & |SD T > b %fﬁ%%ﬂ%mﬂ%7wmm@m Bah o —i
O A %% | BEE | B~ 3L 20 H) FEEL - SR B, i), —ReIREE, | F ik & OV
D% E K n=18~20) 03 10. 100 o, AR USRI RIS R A 3R b# Here. MAER
[R5 XN & AETERERE  HEIRRBICRE 2 L, HEER, I | oA FEE LY
Hfe BRI, AR, SERER, HAEEER O XE 10
HAERICEBEZROT,
HAEROAGER ORE A% 4 Hiﬁ%@ R ] o B ik
B B O TE AN HES R O IC B | B, TE &
2 B (SEME S OVSHME = O K8 m%&zy%@%%:
OHES DA, 100
AL B RS EE, 178 OVEFIRERE < S8
7L
BT R S BR
ZMERR L
ZTDhOEFEMN
5= 1A ER *

R M4 % 100, 300 K T8 1000mg/kg/ H O e G- & CHERES 10 FI/EED SD 7w M7 EENHIZ 1 H 1[0 4 3
MIER D& S L, 100 & T 300mg/kg/ H B Tld, mEITRE O bivien -7, 1000mgkg/ H#ETIX, &
DR KR OME 5 Bl T, WEWHEINZ D EROIRENRS bivlc, BETIE, KEHME R OHEEE
HEOWAPEE 1~3 BICRDHAL, R pH O T LK ONFIRE &OEN 2D 0358 b, Tl
AST J Y ALT OEDNRIENNNERD b7 hy, G FIERD bz 2 TOEIT, 4 BIRERIC iﬁ
K Ulz, ARBRIZI T 5 MErE el TMERE & b 300mg/kg/ H & fam L7z,

HZHOAFIWIZEFBAL) 72/ 314 EVTHERD

AFA 0, 1, 3 XN 10mg/kg/ H D#EG2ETHK 6 BI/REOMEN =27 A H 21 B 1[0l 6 HEKERD#ES L
Too #H 35 BT, 3 KON 10mgkg/ AREC, xfREEE g LT, &EANIHT 2 U U BREITED 5
CD3 CD16" % " CDI16 " fll il (NK #l i) DM £ b DK . 10mg/kg/ B B Tl *FFREE L Ll L T,
CD3°CD16" J U CD16 M DD 35860 B vz, #5541 BIZBW T, 3 KT 10mg/kg/ HAET, Xt
PRAE & bl LT #5806 % CD37CD4 " (~ /L 8—T #5185 CD28 CD95 (71 — =7 T
F) DAL DR F 23580 vz, £7-. 10 mg/kg/ H BTl *HREE L Hefe LC. CD28 " CDI95 il i %k
DWW DRFRO BTz, £72. 3 O 10mg/kg/ HEETY Rk STATS THIREU/CD3 ™ Y » _EREUL DI T A
BB, ERoZ X, 3 BEEOKREICKVEE Lz, B =27 A4 PLRKRIEORGIZLD A L
Tz ) B AT RONSTATS DV U bICx U TR B A2 T 5 HEIX, 3 X 10mg/kg/H TH o7,

GidzeE ks
SD I v hraHAWEZZZ7a Y AZEO 4B KL 13 EEEHEERRICBWT, AEIX¥ 270 ) LR
B GRECRRd DALz iREE, B EE, WEmtE. M AR EE, SREERIC X 2R ~DFEE b
HWEEOMOE L, PRSI LV EAET, SHESICX 2 RmE LR o7,
SDI v hEHW-Ia 7z ) —BEET7=F N ED4 BB L3 BEEGEHEERBRICBWT, OEHE
HAZ X HMIER & LT, BEEIERIC L 28R ~D 2 B it 22 b, IO HAZA IR E O |
W%®§%Lmﬁf@ﬁT\@éw@ﬁ%ﬁﬁﬁU%ﬁ%®ﬁ@ﬁﬁ9Kowf\%h%®&§®%%
DBO NN, PEAERSIC X 2H 7w EImio s o7z,
SD 7 v FEHAWEA BN MLFH— k&@4ﬁW&UW3ﬁWﬁ%ﬂﬁﬁ@mﬁwf\K%X@x%kv
X — NEMBSHOWNT SR DN EIIIFARGIC LV EAT B Z Lo, 4
OF H #1BR CIR RS RE DO T 2 /R T~ B IGHIE U o B OB R E IR RSB IZ78 8 BTz,



X. EERIREERICEI9 S1RH

4) FHEMEHER
~ 7 A Ji U2 SRR AE SRR (Balb/c 3T3 #HE) &2 T, S84MR A JIRET T R OYERRE Ticks T, X7 ¢
U F =T R (3.35~90ug/mL) TRBR A i L 723, MAAFR O 50% ERE 2 R TE oz, %
D=, FEJEAEH (Mean photo effect : MPE)Z IS X i L7 & 2 A, MPE I3 0.15 AR (GEHIME : 0.011)

Thotze LD -> T, AL, ZOEMTIZEBWT Balb/e 3T3 M CEMER B2 &0 & fEi
L7,



X. EEMEEICEYTSIER

1. RHEES
B Fl . A~A T T S0mg, A~A T 7 §E 100mg
BISE, FEEHRS (EE—EMEOLGEIZIVENT S L)
BRKDY + T 4 v F =T BALKERE
B

2. HxhiAm
BRI 5 4F

3. BRREBTORE
SR RAF

4. BV EDEE

20 IRV EDFE

AREIT NV IN, EOT AV IRITEAL TWBEERANC LY MBREFZ I >TWnED T, 7 I4E
BRI R 28T TIRGET S 2 &,

5. BERITEM
BEMERLTA R HY
<FVDOLBY : HY
< OB ET E
M TR~ A T 7 2R S BE S AL T~ RMP O U 2 7 g/ MUETEBY D 72 DI VB S LT E )
(T ABEEFERICELTAMIANESHE X2 Z0MOBEEER| OHESE)

6. F—m4% - R
Al —pkordE - e L
[ %) #ANVF=T FTrFET R BV ) A TSNSV GRS R )

1. EEEERAA
2019 43 A 26 H(EA)

8. WEMFTARBEFABRVARES., EMBLRBFARD. REFMBFAB

i o BLEIRFE KR H H R FEAMFEVEIEAFE A A WRoeBiaT A A
A~A T 74E50mg | 20194FE3 H 26 H 23100AMX00285 201945 H 22 A 201947 A 10 H
A<vAZ 78 100mg | 2019453 H 26 H 23100AMX00286 201945 4 22 B 201947 4 10 B

9. BREXFHREM. RERUVAREHENFOFABRVEZORE
A% LR

10. BEERR. BHERRARFABRVETORE
%Y LR

1. BEEHMN
8 AEM] 1 20194E 3 H 26 H~2027 43 A 25 H



X. EEEIEICET S1EE
12. #BREHEFIRICEAT 5158
ARFNZ, PRI R OEEHE H HI A ONC 4 B |2 S & AR 9B R EL ANV E O 5 3R I (TR 18 4REAE
FEERE 107 5)D—H 2 SE U7 Rk 20 A 5 BA 5~ 97 5 (CEK 20 45 3 A 19 B T3
HARNC EIRSER T STV D EIRS | TS Ly,
13. BEa—F
L JEA TR S E | ERERE S = — R o n Lt MR
R 7e4 I = — (Y] 72— F) HOT(9 #1)& & S AT A a— R
A=A T T HE 50mg 3999046F1023 3999046F1023 126782201 622678201
A=A T THE 100mg 3999046F2020 3999046F2020 126781501 622678101
14, REEBFFLEDOIERE

<PREEFE 0521 25 4 (B S A 21 HYL Y >

ARBFIDOZHEE « B FACEET A EOEFEICR N T NAEDHRBIZBWT, A LR —hE2EFILD
ETHDR L 1AIORY) U~TFHEIZL DM RIGREEIT> CTh, FEIERT 2 50 72RER A 7%
AZBPBITHET AL EENTVADT, EHRICY > TE+o-BETLZ L,



X 1. X@k

1. BIAXE
1) e # : NE 2009 ; 103(4) : 655-659 (PRG-24366)
2) ODell JR : N Engl J Med 2004 ; 350(25) : 2591-2602 (PMID: 15201416) (R-07952)
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